Protocol

This trial protocol has been provided by the authors to give readers additional information about their work.

Protocol for: Schoen RE, Pinsky PF, Weissfeld JL, et al. Colorectal-cancer incidence and mortality with screening
flexible sigmoidoscopy. N Engl J Med 2012;366:2345-57. DOI: 10.1056/NEJM0a1114635.
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10.7 Blood Processing and Storage Protocol for the PSA/CA-125l1
10.7.1 Processing Procedures Immediately After the Blood Draw for the PSA/CA-125lI
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10.7.3 Storage of PSA/CA-125I1 Samples
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10.8.1 Processing Procedures Immediately After the Blood Draw for Biorepository Specimens
10.8.2 Processing Procedures for Biorepository Samples
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10.9.6 Labeling Shipping Containers for Frozen Samples
10.10 Packaqging and Shipment of Yellow-top Tubes
10.10.1 Scheduling Processing Laboratory Shipments
10.10.2 Tasks to be Completed the Day of Processing Laboratory Shipments
10.10.3 The Processing Laboratory Transmittal Log
10.10.4 Packaging and Shipping Yellow-top Tubes to the Processing Laboratory
10.10.5 Labeling Shipping Containers for Yellow-top Tubes
10.11 Resolving Problems with Shipments
10.11.1 Discrepancies in UCLA Shipments
10.11.2 Discrepancies in Biorepository Shipments
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10.15 Resolving Blood Collection Form Discrepancies Between DEES and SMS
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10.21 Equipment Specifications
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11.0 Chest X-Ray Procedures
11.1 Overview
11.2 Scheduling Chest X-rays
11.3 Chest X-ray Protocol
11.3.1 Equipment Specifications
11.3.2 Participant Preparation
11.3.3 Examination Procedures
11.3.4 Interpretation of Findings
11.3.5 Referral of Participants for Abnormal Results
11.4 Documenting Performance and Results of the Chest X-ray
11.4.1 The Chest X-ray Screening Examination Form
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11.4.2 Editing and Data Entry
11.4.3 Reporting Results of the Chest X-ray Examination
11.4.4 Storage of PLCO Images

11.5 Examiner Qualifications,. Training. and Certification
11.5.1 Minimum Qualifications for Examiners
11.5.2 Training Protocol

xaminer Certification

xamination Standardization and Quality Control
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Digital Rectal Examination Procedures
12.1 Overview
12.

2 Scheduling Digital Rectal Examinations

12.3 Digital Rectal Examination Protocol
12.3.1 Participant Preparation
12.3.2 Examination Procedures
12.3.3 Interpretation of Findings
12.3.4 Referral of Participants for Abnormal Results
12.3.5 Reporting Medical Complications
12.4 Documenting Performance and Results of the Digital Rectal Examination
12.4.1 The Digital Rectal Screening Examination of the Prostate Form
12.4.2 Editing and Data Entry
12.4.3 Reporting Results of the Digital Rectal Examination
12.5 Examiner Qualifications, Training. and Certification
12.5.1 Minimum Qualifications for Examiners
12.5.2 Minimum Quialifications for QA Examiners
12.5.3 Minimum Qualifications for Trainers
12.6 Examiner Training and Certification
12.7 Examination Standardization and Quality Control

13.0 Flexible Sigmoidoscopy Examination Procedures

13.1 Overview
13.2 Scheduling Flexible Sigmoidoscopy Examinations
13.2.1 Scheduling T5 Participants with Identified Adenoma
13.2.2 Monitoring Reports
13.3 FElexible Sigmoidoscopy Examination Protocol
13.3.1 Equipment Specifications
13.3.2 Participant Preparation
13.3.3 Examination Procedures
13.3.4 Interpretation of Findings
13.3.5 Referral of Participants for Abnormal Results
13.3.6 Reporting Medical Complications
13.4 Documenting Performance and Results of the Flexible Siamoidoscopy Examination
13.4.1 The Flexible Sigmoidoscopy Screening Examination Form
13.4.2 Data Entry
13.4.3 Reporting Results of the Flexible Sigmoidoscopy Examination
13.5 Examiner Qualifications, Training. and Certification
13.5.1 Minimum Qualifications for Examiners
13.5.2 Minimum Quialifications for QA Examiners
13.5.3 Minimum Quialifications for Trainers
13.6 Examiner Training and Certification
13.7 Examination Standardization and Quality Control

14.0 Ovarian Palpation Examination Procedures

14.1 Overview
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14.2 Scheduling Ovarian Palpation Examinations
14.3 Ovarian Palpation Protocol
14.3.1 Participant Preparation
14.3.2 Examination Procedures
14.3.3 Interpretation of Findings
14.3.4 Reporting Medical Complications
14.4 Documenting Performance and Results of the Ovarian Palpation Examination
14.4.1 The Ovarian Palpation Examination Form
14.4.2 Data Entry
14.4.3 Reporting Results of the Ovarian Palpation Examination
14.5 Examiner Qualifications, Training. and Certification
14.5.1 Minimum Qualifications for Examiners
14.5.2 Minimum Qualifications for QA Examiners
14.5.3 Minimum Qualifications for Trainers
14.6 Examiner Training and Certification
14.7 Examination Standardization and Quality Control

15.0 Transvaqginal Ultrasound Examination Procedures
15.1 Overview

15.2 Scheduling Transvaginal Ultrasound Examinations
15.3 Transvaginal Ultrasound Protocol
15.3.1 Equipment Specifications
15.3.2 Participant Preparation
15.3.3 Examination Procedures
15.3.4 Interpretation of Findings
15.3.5 Referral of Participants for Abnormal Results
15.3.6 Reporting Medical Complications
15.4 Documenting Performance and Results of the Transvaginal Ultrasound Examination
15.4.1 The Transvaginal Ultrasound Screening Examination Form
15.4.2 Data Entry
15.4.3 Reporting Results of the Transvaginal Ultrasound Examination
15.5 Examiner Qualifications, Training. and Certification
15.5.1 Minimum Qualifications for Examiners
15.5.2 Minimum Quialifications for QA Examiners
15.5.3 Minimum Qualifications for Trainers
15.6 Examiner Training and Certification
15.7 Examination Standardization and Quality Control

16.0 Collection of Pathology Material and Pathology Data Review
16.1 Central Review of Pathology Slides

16.2 Obtaining Pathology Slides from Local Patholoqists
16.3 Labeling and Receipting Patholoqgy Slides
16.4 Storing Pathology Slides
16.5 Shipment of Slides to the Central Repository

16.5.1 Preparing Pathology Slides for Shipment

16.5.2 Packing Shipping Containers

16.5.3 Shipping Address and Contact Information
16.6 Receipt of Patholoqgy Slides at the Central Repository
16.7 Monitoring Pathology Slide Procurement Activities
16.8 Reporting the Results of Slide Procurement

17.0 Guidelines for Screening Center Management
17.1 Overview

17.2 Staffing the Screening Center
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17.2.1 Screening Center Staff Responsibilities
17.2.2 Training/Certification of SC Staff
17.2.3 Staff Identification Numbers
17.3 Overview of Computer Systems Provided by the Coordinating Center
17.4 Management of Data Collection Activities
17.4.1 Timeframe for Data Collection Activities
17.4.2 Data Collection Outside the Window
17.4.3 Requests for Information
17.4.4 Documenting Missing Data
17.4.5 Documenting Nonresponse
17.4.6 Documenting a Participant’s Request to Withdraw from the Study
17.5 Organization of Study Data
17.5.1 Record Keeping of Hard Copy Data
17.5.2 Storage of Computer System Reports
17.5.3 Data Security
17.5.4 Documenting Loss of Hard Copy Data
17.6 Processing Study Data
17.6.1 Manual Editing
17.6.2 Data Retrieval
17.6.3 Receipting Forms and Specimens
17.6.4 Optical Scanning and Data Entry
17.6.5 Computer Editing
17.6.6 Assigning the Form Disposition
17.7 Shipping
17.7.1 Shipping Blood Samples
17.7.2 Shipping Pathology Slides
17.7.3 Shipping Dietary Questionnaires
17.8 Transmission of Data to the Coordinating Center
17.9 Coordination of Data Collection and Reporting in Satellite Centers
17.10 Managing Participant Transfers
17.11 Monitoring Data Collection Activities
17.11.1 Monitoring Recruitment Status
17.11.2 Monitoring Enrollment Status
17.11.3 Monitoring SC Population Status
17.11.4 Monitoring Individual Participant Status
17.11.5 Monitoring Questionnaire Administration, Screening and Followup
17.11.6 Monitoring Cancer Incidence and Mortality
17.12 SC Operations Support (Management Support Reports)
17.13 Monitoring Adverse Events
17.14 Documenting and Resolving Protocol Violations
17.14.1 Documenting and Resolving Duplicate Randomization
17.14.2 Documenting and Resolving Randomized Ineligibles
17.15 Quality Assurance Program
17.15.1 Screening Center Monitoring of Data Quality
17.15.2 Coordinating Center Monitoring of Data Quality
17.15.3 Reporting to the NCI
17.15.4 Site Visits
17.15.5 Monitoring Committees

18.0 Buccal Cell Collection Protocol

18.1 Buccal Cell Collection Overview

18.2 ESC Administration for Control Participants

18.2.1 ESC Cover Letters, FAQ Sheet and Brochure
18.2.2 ESC Specific to Control Participants
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18.2.3 Administration of the ESC to Control Participants
18.3 Buccal Cell Collection Procedures
18.3.1 Buccal Cell Collection Schedule
18.3.2 Situations in Which a Buccal Cell Sample Should Not Be Collected
18.3.3 Buccal Cell Collection Kits
18.3.4 Procedures to Request Kit Mailings
18.3.5 Procedures to Document Receipt of Samples
18.3.6 Buccal Cell Sample Non-response
18.3.7 Requesting a Second Buccal Cell Kit
18.3.8 Returned Buccal Cell Collection Kits
18.3.9 Buccal Cell Collection Reports
18.3.10 Target Response Rates
18.4 Reporting Medical Complications of the Buccal Cell Collection
18.5 Specimen Collection Standardization and Quality Assurance
18.6 Buccal Cell Collection Procedures for SCs Assembling and Mailing Kits
18.6.1 Buccal Cell Collection Overview Specific to SCs Mailing Kits
18.6.2 Buccal Cell Collection Kits
18.6.3 Receipt of Partially Assembled Buccal Cell Collection Kits
18.6.4 Buccal Cell Expectations
18.6.5 Buccal Cell Requests (Directive and Mailing)
18.6.6 Generation of Kit Cover Letters, Address Labels and PID Labels
18.6.7 Final Assembly of Buccal Cell Collection Kits
18.6.8 Creation of Buccal Cell Shipping Files
18.6.9 Mailing Buccal Cell Collection Kits to Participants
18.6.10 Documenting Buccal Cell Sample Receipt at the Biorepository
18.6.11 Buccal Cell Sample Non-response
18.6.12 Requesting a Second Buccal Cell Kit
18.6.13 Buccal Cell Collection Reports
18.6.14 SC Quality Assurance Procedures for Buccal Cell Collection

Appendix A: Data Collection Forms And Specifications
A-2-1: Eligibility Screener (ES)
A-4-1 Eligibility Verification Form (EVF)
A-4-2: Administrative Tracking Form (ATF)
A-5-1: Baseline Questionnaire - Male (BOQM3)
A-5-2: Baseline Questionnaire - Female (BQF3)
A-5-3: Baseline Locator Form (BLF)
A-6-1: Participant Control Record (PCR)
A-6-2: Dietary Questionnaire (DQX)
A-6-3: Diet History Questionnaire (DHQ)
A-6-4. DHQ/DQX
A-6-6: NCS Discrepancy Notification Fax
A-7-1: Annual Study Update (ASU)
A-7-2: Follow-up Locator Form (ELF)
A-8-1: Prostate Cancer Medical Record Abstract Forms (DEP3. TIP2)
A-8-2: Lung Cancer Medical Record Abstract Forms (DEL3. TIL2)
A-8-3: Colorectal Cancer Medical Record Abstract Forms (DEC3. TIC2)
A-8-4: Ovarian Cancer Medical Record Abstract Forms (DEQ3. TIO2)
A-8-5: Other Cancer Confirmation Form (OCF)
A-8-6: Diagnostic/Staging Procedures Supplement (DSS3)
A-9-1: Death Documentation Sheet (DDS)
A-9-2: History of Malignancy Form (HOM)
A-9-3: Diagnostic Tests for PLCO Cancers
A-9-4: DRP Material Transmittal
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A-9-5: Additional Documentation Request Form (ADR)

A-9-6: Pathology Review Request (PRR)

A-9-7: Pathology Review Request Transmittal Log

A-10-1: Blood Collection Form (BCFE3)

A-10-2: UCLA Discrepancy Notification

A-10-3: Biorepository Discrepancy Notification

A-10-4: Processing Laboratory Transmittal Log

A-10-5: PLCO Shipment Notification for UCLA

A-10-6: PLCO Discrepancy Notification from Processing Laboratory

A-10-7: T4/T5 Blood Collection Form (BFF2)

A-10-8: BCF3 Vanqguard

A-11-1: Chest X-ray Screening Examination Form (XRY?2)

A-11-2: Chest X-ray Screening Examination Form for Quality Assurance (XRQ?2)

A-12-1: Diqgital Rectal Screening Examination of the Prostate Form (DRE?2)

A-12-2: Digital Rectal Screening Examination of the Prostate Form for Quality Assurance (DRQ2)

A-13-1: Flexible Sigmoidoscopy Screening Examination Form (FSG2)

A-13-2: Flexible Sigmoidoscopy Screening Examination Form for Quality Assurance (FSQ2)

A-14-1: Ovarian Palpation Screening Examination Form (OVR)

A-14-2: Ovarian Palpation Screening Examination Form for Quality Assurance (OVQ)

A-15-1: Transvaginal Ultrasound Screening Examination Form (TVU2)

A-15-2: Transvaginal Ultrasound Screening Examination Form for Quality Assurance (TVQ2)

A-17-1: Missing Data Form (MDF)

A-17-2: Nonresponse Form (NRF)

A-17-4: Adverse Experience Report (AER)

A-17-5: Record of Experience. Credentials and Training (ECT)

A-17-6: Comments Continuation Form (CCF)

A-17-7: Protocol Violation Form

A-17-8: Health Status Questionnaire for Male Participants (HSM)

A-17-9: Health Status Questionnaire for Female Participants (HSW)

A-17-10: Record of Credentials. Medical Record Abstractor and Nosologist Registration Form
(CAN)

A-17-11: Adverse Events Report (AER)

A-18-1: Buccal Cell Participant Directions

A-18-2: Buccal Cell Frequently Asked Questions

A-18-3: Buccal Cell Brochure

A-18-4: Shipment Notification for Pittsburgh and Minnesota

A-18-5: Buccal Cell Collection Tracking Form

Appendix B: System Reports
Recruitment Summary Report
Recruitment Progress Report - Parts |, Il 1l
Eligibility Screener Review - Parts | and
Session Edit Report (Production Edits) for Individual Tracking
Possible Duplicates in TASR (Individual Tracking)
Age Review Report
Organization Report
Scheduled and Complete Presentations
Materials Distribution
Summary of Contacts with Organizations
TASR/RAND Comparison Report
Eligibility Contact Report
Number of TASR Eligibles Report
PCC Directive/l ate Directive
Interactive Randomization Report
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Batch Randomization Report

Enrollment Status Report

Enrollment Summary Report

Randomization Assignment Report

Study ID Assignment Report

Report of BQ/RAND Discrepancies

Baseline Directive

Duplicate Forms Report

Results Pending Report

One or More Exam Statuses = Results Pending Three or More Weeks Since Exam Date
Referrals for Exam Forms

QA Checks Report

Examination Summary Report

Screening Test Results Report (STRR)

Screening Test Result Report Not Sent Three or More Weeks Since Exam Date
Additional Screening Test Result Report Should Be Sent Reflecting New Exam Results
Dietary Questionnaire Transmittal Log

DHQ Directive/lL ate Directive

Diet History Questionnaire Transmittal Log

ASU Directive - Participant due for New Form

ASU Directive - Late Respondents

Tracing Log

List Of Participants in Tracing

PSH/ASU Forms Received

ASU Response Rate Report

ELF Directive

HSQ Directive

HSQ Transmittal Log

HSQ Status Report

HSQ Summary Report

Cancer Regqgistries Request List

Medical Record Background Report

Cancer Confirmation List

Abstracting Schedule Report

National Death Index List

Vital Status Confirmation List

Death Certificate Receipt Report

Death Certificate Transmittal Log

Participants with Cancer on Death Certificate Report
Algorithm for Death Review

UCLA Transmittal Log

Biorepository Transmittal Log

UCLA Laboratory Receipt and Discrepancy Reports
UCLA Pre-transmittal Log

Biorepository Pre-transmittal Log

ESC Directive

Biorepository Blood Collection

T3 Tubes 12/13 Shipped Late Report

Screening Examination Report - Chest X-Ray

Screening Examination Report - Digital Rectal Examination
Screening Examination Report - Flexible Siamoidoscopy
Screening Examination Report - Ovarian Palpation
Screening Examination Report - Transvaginal Ultrasound
Pathology Slide Transmittal Log
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Staff Report
Count/List of MDEs

Non-Participation Status Summary
Population Profile Report
Participant Information Sheet
Intervention Activities Report
Control Activities Report

Open Forms/Specimens Report
Production Edit Report

Participant Overview Report
Summary of Scanned Forms Report
Report of DEES Final Disposition
Production Edits Report - DEES
DEES/SMS Comparison Report

Key Field Edits Report

SMS/DEES Synchronization Reports
Forms Count Report

Buccal Cell Directive/lL ate Directive
Buccal Cell Summary Report

Appendix C: Sample Materials

Sample Recruitment L etter

Sample Potential Participant Tracking Log

Sample Recruitment Summary Form

Prototype Main Consent

C-3-2: Prototype Protocol Changes Consent (PCC)
C-3-3: Prototype Etiologic Studies Consent (ESC)
Sample Language for Etiologic Studies Consent
Prototype Main Consent and Etiologic Studies Consent
Sample Participant Results Letter

Sample Physician Results Letter

Sample Cover Letter for Diet History Questionnaire (alone)
Sample Cover Letter for Annual Study Update

Sample Cover Letter for Health Status Questionnaire
Sample Health Status Questionnaire Call Record
Sample Cover Letter for Annual Study Update and Diet History Questionnaire (combined)
Post Office Address Correction Request (POA)

Sample Medical Authorization Release Form

Sample Cover Letter to Request Medical Records
Summary of PLCO Protocol

Sample Cover Letter for Collection of HOM Information
Sample ESC Cover Letter

Prototype ESC for Previously Enrolled Controls
Sample Buccal Cell Kit Cover Letter

Appendix D: PLCO Brochure and Logo

PLCO Logo
PLCO Recruitment Brochure

Appendix E: PLCO Protocol
Appendix F: Pl-List

Appendix G: Abbreviations
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List of Common Abbreviations
Staff Positions

Appendix H: Answers to Participant Questions

Cancer Code List

Cancer Code List, Included Sites in Alphabetical Order
Specifications for the Cancer Code List

Location Code List

Relationship Code List

Translation of ICD-O-2 and ICD-9-CM into 3-Digit PLCO Cancer Codes

Appendix J: Screening Examination Protocols
J-11-1: Protocol for Chest X-Ray Examination
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1.0

1.1

1.2

INTRODUCTION

This chapter presents an overview of the Prostate, Lung, Colorectal and Ova-
rian Cancer Screening Trial (PLCO Screening Trial) and an introduction to this
document, the Manual of Operations and Procedures.

Background of the PLCO Screening Trial

Lung and colorectal cancers are among the most commonly occurring cancers
in the United States. According to the American Cancer Society’s Cancer Facts
and Figures — in 2000, there were an estimated 28,500 deaths among women
and 27,800 deaths among men from colorectal cancer and, respectively,
67,600 and 89,300 deaths from lung cancer. About 14,000 women died from
ovarian cancer and 31,900 men from prostate cancer. Death rates for prostate
and colorectal cancers have remained relatively constant for many years, while
the death rate for lung cancer has continued to increase in both sexes, more
so in women. Successful screening programs for these three cancers could
possibly have a major impact on overall cancer mortality in the U.S. The death
rate for ovarian cancer continues to rise, though slowly. Since the majority of
ovarian cancers present as advanced disease with poor prognosis, while recent
reports indicate that early disease may have as much as a 90 percent cure
rate, successful screening for ovarian cancer might substantially reduce mor-
tality from this disease.

Uncertainty regarding the value of screening for these cancers has resulted in
conflicting positions in the medical community and confusion in the popula-
tions at risk. The Division of Cancer Prevention (DCP) of the National Cancer
Institute (NCI), in collaboration with 10 Screening Centers (SCs) throughout
the United States, is seeking to resolve these uncertainties by conducting a
long-term randomized controlled trial. The trial will eventually include nearly
155,000 men and women, aged 55 to 74 at entry. The participants will be
equally divided into two study arms; half will receive annual cancer screening
and half will continue their normal health care routine. The occurrence of dis-
ease-specific morbidity and mortality will be determined and compared
between the two groups.

Objectives of the PLCO Screening Trial

The primary objective of this trial is to determine in people, aged 55 to 74 at
entry, whether or not the following are true.

e |In males and females:

» Screening with flexible sigmoidoscopy can reduce mortality from
colorectal cancer; and

» Screening with chest x-ray can reduce mortality from lung cancer.
e In males:

» Screening with digital rectal examination plus serum prostate-spe-
cific antigen (PSA) can reduce mortality from prostate cancer.

e |n females:

» Screening with CA-12511 and transvaginal ultrasound can reduce
mortality from ovarian cancer.
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1.3

Contracting

» In 1998, NCI dropped the ovarian palpation examination from the
screening protocol.

Secondary objectives are:

e To assess screening variables other than mortality for each of the inter-
ventions including sensitivity, specificity and positive predictive value.

« To assess incidence, stage and survival experience of cancer cases.

= To investigate the mortality predictive value of biologic and/or prognos-
tic characteristics of tumor tissue as intermediate endpoints.

Additional information regarding the design and objectives of the PLCO
Screening Trial is provided in the study protocol (see APPENDIX E: PLCO PRO-
TOCOL 2001).

Organizational Structure

Exhibit 1-1 shows the structure of the primary organizations and groups
involved in designing, conducting and monitoring the PLCO Screening Trial.
The roles and responsibilities of each group are described below.

NCI Project Officers DCP Board of Scientific

Officers (DCP and DCEG) Advisers
Monitoring and Advisory
PLCO Steering Panel
Committee
Coordinating Center
Westat
Etiologic Etiologic Screening Screening Centers Biorepository
Stud|e_s Stud|e§ Laboratory University of Colorado University Center
Analytic Processing UCLA Georgetown University Medical Center,
Laborator Laborator ;
y y Tissue Lombardi Cancer Research Center
Typing Pacific Health Research Institute
Laboratory Henry Ford Health Center
University of Minnesota University of Public
Health, Virginia L. Piper Cancer Institute

Exhibit 1-1 PLCO Trial
Organization

Washington University School of Medicine
University of Pittsburgh Cancer Institute
University of Utah School of Medicine
Marshfield Medical Research and Education
Foundation

University of Alabama at Birmingham

Satellite Centers
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1.3.1 National Cancer Institute

The NCI Project Officers, Drs. Christine Berg and Philip Prorok, are responsible
for design and oversight of all aspects of the PLCO trial. They will work directly
with the Coordinating Center (CC), which will provide support for the develop-
ment and implementation of the study protocol, and with the Principal Investi-
gators from each of the SCs to ensure that the technical aspects of the trial are
carried out under rigorous scientific standards. The NCI Project Officers are
also responsible for coordinating the analysis of the data resulting from the
PLCO Screening Trial and the dissemination of the results of the trial through
the scientific literature. As detailed in various sections of this manual, the SCs
are required to submit certain documentation regarding their plans and proce-
dures to the NCI Project Officers for review and approval.

The NCI Contracting Officer is responsible for all contractual matters between
the NCI, the CC, the Laboratories and each of the SCs.

1.3.2 PLCO Monitoring and Advisory Panel

The PLCO Monitoring and Advisory Panel (MAP) is an oversight committee
composed of outside experts in mass screening, clinical trials, appropriate
medical specialties, medical ethics, biostatistics and other appropriate disci-
plines who will meet periodically during the course of the trial and review its
progress. They will specifically address issues such as success of participant
recruitment and results of other screening trials or medical research which
might impinge on the appropriateness of the screening protocols. They will
review suggested protocol changes and may also suggest such changes as
appropriate. As the trial progresses, their function will include data monitoring
to determine whether significant benefit or harm has been demonstrated for
any of the screening modalities. They will also provide advice regarding the
possible termination of any aspect of the trial should this be deemed neces-
sary.

1.3.3 PLCO Steering Committee

The PLCO Steering Committee is composed of the NCI Project Officers and the
Principal Investigators of the SCs, the Laboratories and the CC. This commit-
tee will provide overall scientific direction for the study and serve as the major
decision-making body for the operational aspects of the study. Subcommittees
will be created to address specific aspects of the trial. These subcommittees
are:

e Protocol Subcommittee - The Protocol Subcommittee will address
development issues regarding eligibility determination, randomization,
central pathology review, central death data review and quality assur-
ance. This subcommittee will also review major protocol changes and
monitor operational aspects of the trial.

e Prostate Subcommittee - The Prostate Subcommittee will develop
the protocols for the screening examinations related to the prostate
and monitor these protocols on an ongoing basis. This subcommittee
will resolve questions regarding the protocol, procedures and forms for
the prostate examinations. It will also regularly review data regarding
the prostate examination and prostate cancer ascertainment, evaluate
the progress and quality of these activities, and make suggestions for
additional investigation and/or protocol revisions. This committee will
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initiate ideas for publications, direct supporting data analyses and pro-
duce manuscripts.

e Lung Subcommittee - The Lung Subcommittee will develop the proto-
cols for the screening examination related to the lung and monitor this
protocol on an ongoing basis. This subcommittee will resolve questions
regarding the protocol, procedures and forms for the lung examination.
It will also regularly review data regarding the chest x-ray examination
and lung cancer ascertainment, evaluate the progress and quality of
these activities, and make suggestions for additional investigation and/
or protocol revisions. This committee will initiate ideas for publications,
direct supporting data analyses and produce manuscripts.

e Colon/Colorectum Subcommittee - The Colon Subcommittee will
develop the protocols for the screening examination related to the
colon and monitor this protocol on an ongoing basis. This subcommittee
will resolve questions regarding the protocol, procedures and forms for
the colon examination. It will also regularly review data regarding the
colon/colorectal examination and colon/colorectal cancer ascertain-
ment, evaluate the progress and quality of these activities, and make
suggestions for additional investigation and/or protocol revisions. This
committee will initiate ideas for publications, direct supporting data
analyses, and produce manuscripts.

e Ovary Subcommittee - The Ovary Subcommittee will develop the
protocols for the screening examinations related to the ovaries, and
monitor these protocols on an ongoing basis. This subcommittee will
resolve questions regarding the protocol, procedures and forms for the
ovary examinations. It will also regularly review data regarding the
ovarian examinations and ovarian cancer ascertainment, evaluate the
progress and quality of these activities, and make suggestions for addi-
tional investigation and/or protocol revisions. This committee will ini-
tiate ideas for publications, direct supporting data analyses and
produce manuscripts.

« Ancillary Studies Subcommittee - The Ancillary Studies Subcommit-
tee will review and approve/disapprove letters of intent for ancillary
studies that will use PLCO participants and/or PLCO data.

e Publications Subcommittee - The Publications Subcommittee will
facilitate preparation of manuscripts and peer reviews of papers prior to
publication. This subcommittee will also evaluate publications and pre-
sentations about the PLCO Trial.

e Modeling and Simulation Subcommittee - The Modeling and Simu-
lation Subcommittee will serve to coordinate mathematical and statisti-
cal modeling projects involving PLCO data. This subcommittee will
serve as a resource for PLCO investigators interested in utilizing model-
ing techniques to address questions of scientific or public health inter-
est and act to encourage such utilization where appropriate. The
subcommittee will help to disseminate the results of modeling efforts
among the investigators.

The members of these subcommittees will include representatives from NCI,
the CC, SCs, and outside consultants. All subcommittee recommendations for
protocol revisions or additions will be sent in writing to NCI for approval.
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1.3.4 Coordinating Center

The CC, Westat, will work closely with NCI and other study investigators to
ensure overall success of the PLCO Screening Trial. Westat will coordinate
activities related to the development of the study protocol, arrange and docu-
ment meetings, and produce standardized study materials, including this Man-
ual of Operations and Procedures. Westat will also be responsible for training
the SC Coordinators, medical record abstractors and medical technologists on
study procedures. Westat will monitor the work completed at the SCs through
receipt of reports and data and will establish regular telephone contact with
the coordinators at each of the SCs. The CC will also disseminate quarterly
reports to NCI on the progress of activities, including the status of recruitment,
randomization, screening and follow-up and will conduct site visits as neces-
sary.

The CC will design and manage the implementation of computer systems to
support recruitment, randomization, receipt control, study management, and
data entry/editing at the SCs. Training on the use of the systems will be con-
ducted by the CC’s programming training staff. The CC will also provide written
and/or electronic documentation for all systems. All data forms will be stored
at the SCs, but computerized data will be sent electronically from each SC and
from the Laboratories to the CC. The CC will perform quality assurance checks
on all data received and will report results to both NCI and individual SCs.

1.3.5 Screening Centers

Ten SCs from different areas in the country will participate in the trial. They
are:

e University of Colorado Health Sciences Center

e Georgetown University Medical Center, Lombardi Cancer Research Cen-
ter

e Pacific Health Research Institute
= Henry Ford Health System

 University of Minnesota School of Public Health/Virginia L. Piper Cancer
Institute

e Washington University School of Medicine

e University of Pittsburgh Cancer Institute

= University of Utah School of Medicine

= Marshfield Medical Research and Education Foundation
* University of Alabama at Birmingham

SCs are responsible for designing procedures necessary to implement the
PLCO Screening Trial at their particular institution and for carrying out all data
collection, data management and data processing activities as required by the
study protocol. A list of the Principal Investigators from the SCs is provided in
Appendix F.

1.3.6 Laboratory (Screening Test)

Screening in the PLCO Trial includes the PSA blood test for prostate cancer and
the CA-125I11 blood test for ovarian cancer. One laboratory, the Tissue Typing
Laboratory of the University of Southern California at Los Angeles (UCLA), will
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1.4

carry out the testings for all blood samples in the study. Samples will be sent
to the laboratory on a weekly basis from each SC and results will be sent back
to the individual SCs within a week of receipt.

1.3.7 Biorepository

The NCI Division of Cancer Etiology and Genetics (DCEG), in collaboration with
the DCP, has established a Biorepository in Frederick, Maryland for storage of
blood products for future study of cancer etiology and early detection biomark-
ers and other research. SCs will ship aliquots of serum, plasma, and buffy coat
to the Biorepository for storage at -70°C. The Biorepository will maintain a
computerized inventory of all samples and track all movements of the samples
within or outside the facility.

1.3.8 Processing Laboratory (Etiologic)

The NCI DCEG has designated a laboratory in Frederick, Maryland to process
whole blood for cryopreservation of lymphocytes. The Processing Laboratory
will receive daily shipments of whole blood samples, aliquot, cryopreserve and
ship samples to the Biorepository.

1.3.9 Analytic Laboratories (Etiologic)

The NCI DCEG will designate laboratories to process and/or analyze selected
biospecimens for specific etiologic studies. These laboratories will receive, pro-
cess and/or analyze samples, provide results of any processing or analyses
and, as required, return the residual samples to the Biorepository.

Overview of Data Collection Activities

Exhibit 1-2 presents a schematic overview of the data collection activities of
the PLCO Screening Trial. These activities are briefly outlined below. The
remaining chapters of this manual provide detailed information on the stan-
dardized forms and procedures involved in each of these activities.

Initially, potential participants (men and women between the ages of 55 and
74) will be identified and screened for eligibility and interest. Those who fulfill
the eligibility criteria and are interested will be recruited into the trial and must
provide a signed informed consent form. Participants will be randomly
assigned into one of two study arms: the intervention group will receive
annual screening examinations for six years, the control group will follow their
normal routine of health care. Baseline data collection for participants in both
arms of the trial includes completion of a questionnaire which collects basic
demographic data and risk factor information for the four cancers under study.
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1.5

Participants in the intervention group will receive the screening examinations,
which include:

< Flexible Sigmoidoscopy

e Chest X-ray

« Digital Rectal Exam (males only)

e PSA blood test (males only)

< Transvaginal Ultrasound Exam (females only)
e CA-125l1 blood test (females only)

Participants with positive screening results will be referred to the physician of
their choice for further diagnostic evaluation.

Cancer incidence and mortality will be tracked for all participants during the
entire course of the trial. For those determined to have prostate, lung, colorec-
tal or ovarian cancer, the medical records will be reviewed and abstracted for
diagnostic evaluation and treatment information. A pathology slide will be
obtained for confirmation of the cancer through a central review process.

The death certificate will be obtained for all participants reported as deceased,
both as confirmation of death and to establish cause of death. A death review
process will also be incorporated into the trial. This process will include a thor-
ough review of cause of death information from multiple sources and will
involve collection of supporting documentation and review both at the SC, CC,
and by an outside committee.

Time Schedule of the PLCO Screening Trial

The first 24 months of the trial will be considered the pilot phase. Study proce-
dures will be tested during this time and changes may be made as a result.
Recruitment will continue through the ninth year. The entire duration of the
trial will be approximately 22 years.

For participants randomized into the screening arm of the trial, screening
examinations will be conducted for six consecutive years. All screening exami-
nations are performed annually through the third annual screening visit with
the exception of the flexible sigmoidoscopy. The sigmoidoscopy is done at the
baseline and fifth annual screening visit. During the fourth and fifth screening
visits, only PSA or CA-125 are determined.

Morbidity and mortality findings will be analyzed as the trial proceeds and will
influence the number of years of follow-up included. At the time of initiation of
the pilot phase, it is expected that participants will be followed for at least 13
years after the baseline year. A study time line appears in Exhibit 1-3.

1-9 PLCO Manual of Operations and Procedures
March 1, 2006



Exhibit 1-3. Study Time Line
* Numbering refers to the beginning of a trial year

Years of Trnal*
1 2 4 5 f 7 2 ] w112 13 1415 16 17| 18 19 20 21 22
Pilot E
Shudy | Full-Scale Study

Recrutment

Soreenung of Intervention Croup

Follow-up of 411 Participants

*Mumbering refers to the beginning of a trial year

1.6

Studies of Cancer Etiology and Early Markers of Disease
(The Biorepository)

As an adjunct to the main PLCO Screening Trial, investigators in the DCEG of
the NCI, headed by Dr. Richard Hayes, are collaborating with the DCP
researchers and the SCs to conduct further studies of cancer etiology and of
molecular markers for early detection. Initial objectives are to characterize
early markers, and genetic and environmental risk factors for benign and
malignant conditions of the prostate, lung, colorectum and ovary. As the study
progresses, investigations of less frequently occurring tumors and other dis-
eases that occur in this age group will be carried out. A Biorepository and
dietary component have been added to the trial for this research.

The Biorepository will be established from aliquoted components of blood from
all screened participants collected at baseline and at each study year T1
through T5. Up to 37-ml of blood may be obtained per collection year. The
blood will be shipped monthly to the Biorepository in Frederick, Maryland for
long term storage. To supplement the demographic and risk factor question-
naire administered at baseline, a Dietary Questionnaire will be administered to
each screened and control participant as part of the baseline data collection,
and again to each screened participant in their T3 study year. To ensure suc-
cessful integration of this study into the main trial, all Biorepository activities
to be conducted by the SCs are included in this manual. Guidelines for the use
of PLCO Biorepository samples and associated data are presented in Appendix
M-1 of this manual.
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1.7

Study Policy Guidelines

1.7.1 Guidelines for Describing Study Sponsorship and Using the
PLCO Logo

Certain guidelines have been established which apply to materials produced by
the SCs for distribution to study participants, physicians, and others who may
be contacted regarding the study. These materials include letters, brochures
and similar items. Guidelines are as follows:

e The sponsorship of the trial should always be stated in such a way that
the National Cancer Institute is primary.

e The authorized PLCO logo (Appendix D-1-1) must be used on letter-
head and promotional materials. The layout, design and typeface may
not be altered. The entire logo, however, may be reduced or enlarged
as necessary and may be produced in black or any color. Materials car-
rying the PLCO logo must go through regular NCI clearance procedures.
SCs may also develop their own logo which, with NCI approval, may be
used in conjunction with the NCI PLCO logo.

1.7.2 Publication Policy

All data and specimens collected and stored according to the statements of
work contained in contracts with the NCI for the PLCO Screening Trial are the
property of the National Cancer Institute. All PLCO Screening Trial publications
must be approved by the PLCO Steering Committee, NCI Project Officers and
the NCI Contracting Officer. The publication policy for the PLCO Screening Trial
is presented in Appendix M-2.

The PLCO Steering Committee will take responsibility for writing primary PLCO
publications. Authors will be listed as members of the PLCO Investigators
Group, which will include at least one investigator from each of the participat-
ing SCs and appropriate NCI Project Officers and staff.

1.7.3 Ancillary Study Policy

An ancillary study is defined as any research that requires either (1) supple-
mental observations or procedures to be performed on all or a subgroup of
PLCO participants according to a set protocol; or (2) additional work to be
completed by or information obtained from the CC.

Generally, ancillary studies are encouraged. However, to protect the integrity
of the trial, such ancillary studies must be reviewed and approved by the Ancil-
lary Studies Subcommittee to the PLCO Steering Committee, the NCI Project
Officers and the NCI Contracting Officer before they can be initiated.

Ancillary studies must:

e Not interfere with the implementation/operation of the main PLCO
Trial;

< Not adversely affect cooperation or compliance of PLCO Trial partici-
pants;

< Not divert PLCO Trial funds;
< Not jeopardize the public reputation of the PLCO Trial;
< Not lead to premature publication of any PLCO Trial results;
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1.8

< Not complicate the interpretation of any PLCO Trial results;
< Not violate the rights of PLCO Trial participants;

e Obtain IRB approval from their institution;

- Protect confidentiality of all PLCO Trial data;

e Allow review of manuscripts by the PLCO Publication Subcommittee
prior to submission in order to ensure accuracy of statements and data
related to the PLCO Trial;

* Include the relevant PLCO SC principal investigator as a co-investiga-
tor;

e Ensure that all PLCO Trial data remain under the direct management of
the PLCO Trial principal investigator;

< Not present methodological or ethical problems; and,
< Not jeopardize the PLCO Trial in any way.

The request for approval of an ancillary study should contain a brief descrip-
tion of the objectives, methods, and significance of the study. Some ancillary
studies may require approval from the OMB, if they add significantly to the
participant burden. Full details should be provided concerning any procedures
to be carried out on participants.

The relevant PLCO principal investigator should send his/her letter of intent to
the PLCO Project Officers, who will review the proposed work for acceptability.
Questions and objections raised by the Project Officers will be summarized and
referred back to the PLCO principal investigator, who can then amplify, clarify,
or withdraw the proposal. Approved letters of intent will be followed by a
detailed ancillary study proposal which will be sent to the Ancillary Studies
Subcommittee of the PLCO Steering Committee for review. The subcommittee
will prepare a statement of the subcommittee consensus, including any reser-
vation or objections. This statement will then be sent to the NCI Project Offic-
ers and Contracting Officer for a final decision.

If no additional funds from the NCI are required, the investigator may proceed
with the ancillary study as soon as it is approved. Because funds for ancillary
studies are not included in the negotiated contracts, they would have to be
obtained separately, if needed. Submission of an application to a funding
agency should not be made prior to final approval of the proposal by PLCO/NCI
officials.

Purpose and Organization of the Manual of Operations and
Procedures

1.8.1 Purpose of the Manual

This Manual of Operations and Procedures has been developed for the PLCO
Trial, by Westat, the CC in conjunction with NCI. The purpose of this manual is
to document the trial procedures that will be implemented at all 10 SCs. These
procedures will enable each SC to carry out the study requirements as outlined
in the protocol. It is expected that the Manual of Operations and Procedures
will be used as a resource by the Principal Investigator, the SC Coordinator
and their staff.
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The manual will be updated as necessary throughout the course of the trial.
Each page is identified with a version date. Replacement pages will be identi-
fied by a new version date. The SC Coordinator is responsible for ensuring that
replacement pages are distributed to each individual with a copy (or parts of)
this manual at the SC.

The manual has been structured so that sections dealing with procedures for a
particular task can be readily identified and can be provided by the SC Coordi-
nator to the individual involved in that particular task, without providing the
entire manual. For example, the chapter dealing with the chest X-ray protocol
and its related appendices would be provided to the radiologist and radiology
technician involved in this particular screening test.

Four other manuals will be used in conjunction with the Manual of Operations
and Procedures. Three manuals document computer systems and are titled
Study Management System User’'s Guide, Data Entry and Editing System
User's Guide, and the PLCO Network User’s Guide. Documentation of computer
system upgrades are also resources for information regarding SC procedures
and use of computer systems. The fourth document is the PLCO Decision Log.
This document presents NCI's decisions and resolutions regarding all protocol,
procedural, and forms questions; suggestions for changes; and SC or labora-
tory administrative and management issues. Often the PLCO Subcommittees
or working groups are consulted for these resolutions. The final decisions are
presented in a numbered and dated list (PLCO Decision Log) and distributed
regularly to all study collaborators.

Note: In May, 2004, the conversion of the SMS to a newer software platform
was completed at all SCs. Some modules of the SMS providing functionality for
phases of the PLCO study completed prior to the conversion were not included
in the newer revision of the SMS. For completeness, information about those
vestigial modules was left in this manual, and notes have been added indicat-
ing those modules that are no longer available.

1.8.2 Organization of the Chapters of the Manual

Chapters 2 through 6 of this manual cover procedures carried out during the
baseline period. Recruitment of study participants is covered in Chapter 2.0
and obtaining participants’ consent is covered in Chapter 3.0. Randomization
procedures and administration of the Baseline Questionnaire are discussed in
Chapter 4.0 and Chapter 5.0, respectively. Chapter 6.0 details the procedures
for scheduling, conducting, and reporting on baseline screening tests, and
administration of the Diet History Questionnaire.

Chapters 7, 8, and 9 detail the follow-up operations as they should be carried
out at individual SCs. Procedures addressed in these three chapters include
administration of the Annual Study Update, performance of annual follow-up
visits, and assessment of contamination in the control group, discussed in
Chapter 7.0, the ascertainment of cancer status, discussed in Chapter 8.0, and
the ascertainment of vital status, discussed in Chapter 9.0.

The screening tests and various endpoint assessment protocols are covered in
Chapters 10 through 16. Chapters 10 through 13, 15 and 18 contain the proto-
cols for blood samples, the chest X-ray, the digital rectal examination, the
flexible sigmoidoscopy, the transvaginal ultrasound, and buccal cell collection,
respectively. Chapter 14.0, which contains the procedures for the ovarian pal-
pation examination, has been retained as a reference even though the exam
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has been discontinued. Chapter 16.0 details procedures to be used for the
pathology review process.

Chapter 17.0 covers guidelines for management of the SCs and includes dis-
cussions of center responsibilities as well as coordination, administration, and
training activities. Chapter 17 also provides an overview of the data manage-
ment systems, though each of the data entry, reporting, and transmission sys-
tems and procedures will be detailed fully in separate manuals.

1.8.3 Appendices of the Manual

There are thirteen appendices in the Manual of Operations and Procedures.
The first three appendices (A-C) are organized into specific categories to help
direct the user. In addition, the reference number of each document in Appen-
dix A-C is numbered according to the chapter in which it is primarily discussed.

The appendices of the manual are listed below.

e APPENDIX A contains the data collection forms of the trial and provides
specifications for their use.

< APPENDIX B contains report and transmittal forms associated with the
Study Management System.

e APPENDIX C contains sample study materials which are provided as
prototypes or examples.

e APPENDIX D contains the study brochure and the PLCO logo.
e APPENDIX E contains the overall study protocol.

e APPENDIX F contains a list of the investigators and co-investigators
associated with the trial.

e APPENDIX G contains a list of abbreviations used commonly in this
manual and the standard abbreviations used for each data collection
form.

e APPENDIX H contains questions participants and others may ask about
the PLCO trial and suggested responses. This information is provided by
NClI's Office of Cancer Communications.

< Appendix I: Cancer Codes contains lists of location codes, relationship
codes and cancer codes. These codes will be used in editing the data
collection forms.

< APPENDIX J contains the screening examination protocols.

e APPENDIX K contains the “General Interviewing Techniques” and the
“General Abstracting Techniques.”

e APPENDIX L contains the “PLCO Quality Assurance Plan.”

e APPENDIX M contains the PLCO Publication Policy and the Review Policy
for Proposed Etiologic Studies.
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Part II: Randomization

Part Il of this manual describes the procedures for conducting the baseline
activities. These activities include:

e Recruiting Participants and Determining Eligibility;

e Obtaining Informed Consent;

< Administering the Baseline Questionnaire;

e Randomizing and Enrolling Participants; and

e Scheduling and Conducting Baseline Screening Tests.

In the past, each of the Screening Centers used one of two possible
approaches, described below, in conducting these activities. Currently, all
Screening Centers follow the Single Consent Approach.

Single (Pre-Randomization) Consent Approach

The Screening Centers using the single consent approach will obtain informed
consent, using one consent form, for all trial activities before randomizing each
individual to the screening or control arm of the trial. This approach is depicted
in Exhibit 11-1.

Dual Consent Approach

Several Screening Centers chose to use a dual consent approach for recruit-
ment and enrollment. In this approach, two consent forms were used. The first
consent, a “forms” consent, was administered to all potential participants
before randomization. The purpose of this document was to obtain consent to
access the participant's medical records and to administer questionnaires to
the participant throughout the study period. The second consent, a “screening”
consent, was obtained only from those participants who were randomized to
the screening arm of the trial. The purpose of this document was to obtain
consent to conduct the screening tests for the PLCO cancers. This approach is
depicted in Exhibit 11-2.
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Exhibit II-I: Single (Pre-Randomization) Consent Approach
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Exhibit II-2: Dual Consent Approach
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— % Forms > Randomize/
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Screening Tests

Regardless of the consent approach used by a Screening Center, the flow of
activities, in general, will be as follows:

1.

ok wN

6.

Identify potential participants;
Determine eligibility;

Obtain consent;

Randomize;

Administer Baseline Questionnaire (*Some Screening Centers may
choose to administer the Baseline Questionnaire before randomiza-
tion.); and

Conduct baseline screening tests.

Each of these activities is described in Chapters 2 through 6.
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2.0 RECRUITMENT AND ELIGIBILITY

2.1

2.2

DETERMINATION

Overview

Each Screening Center (SC) will be responsible for establishing its own proce-
dures for identifying and recruiting participants into the trial. Once potential
participants are identified, the SC will collect information about them to make
a determination of their eligibility for the trial. Potential participants who are
eligible for and interested in the study will be enrolled. The SC will track poten-
tial participants from the time they are identified until they are enrolled, or not
enrolled, because: (1) they are determined to be ineligible, (2) they are unin-
terested in the trial, (3) no contact was made, or (4) they will not be partici-
pating for some other reason. Each SC will document and report a summary of
recruitment progress. These activities are discussed in more detail in the sec-
tions below.

Recruitment Materials

To aid in the recruitment process, the Coordinating Center (CC) will provide
the SCs with copies of the PLCO Cancer Screening Trial Brochure (included as
Appendix D-2-1). The purpose of this brochure is to provide potential partici-
pants with information about the trial that will allow them to determine
whether they are eligible for and interested in the study. The CC will provide
each SC with enough brochures to meet their requirements. The SC Coordina-
tor should notify the CC at least 8 weeks in advance of needing additional bro-
chures.

Other recruitment materials such as an introductory letter will be developed by
individual SCs. The purpose of these materials is to introduce the trial to
potential participants and to request their participation. The following must be
explained in one or more of the introductory materials (letters, brochures,
etc.):

e Legislative authority;

e Purpose of the study;

+ Voluntary nature of any response;
 Extent of confidentiality of information;
< Time period for maintenance of records;
- Disposition of records; and

e Consequences of not responding.

A sample introductory letter, which includes the elements listed above, is pre-
sented as Appendix C-2-1. All recruitment materials must be approved by the
NCI prior to distribution to potential participants.

Appendix H of this manual contains answers to typical questions potential par-
ticipants or other persons may ask about the PLCO trial. These questions and
answers are an additional resource to be utilized in recruitment and the devel-
opment of recruitment materials.
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2.3

Eligibility Determination

After potential participants are identified, the SC Coordinator will determine
their eligibility for the PLCO trial. A potential participant will be considered eli-
gible for the PLCO trial if he/she does not meet any of the exclusion criteria
described below:

Men and women who at the time of randomization are less than 55 or
greater than or equal to 75 years of age.

Individuals undergoing treatment for cancer at this time, excluding
basal-cell and squamous-cell skin cancer.

Individuals with known prior cancer of the colon, rectum, lung, prostate
(men only) or ovary (women only).

» This includes primary or metastatic PLCO cancers.

Individuals with previous surgical removal of the entire colon, one lung,
or the entire prostate (men only).

» Until October 1996, women with previous surgical removal of both
ovaries were excluded from the trial. In order to increase the enroll-
ment of women into the trial, beginning in October 1996, these
women were no longer excluded for this reason.

Individuals who are participating in another cancer screening or cancer
primary prevention trial.

Males who have taken Proscar/Propecia/finasteride in the past 6
months. (Note: Men who are taking Tamoxifen are not excluded from
any part of the PLCO Screening Trial.)

» Proscar (also known as finasteride — 5-mg dose) is a drug that is
used for the treatment of benign prostatic hypertrophy (BPH).

» Propecia (also known as finasteride — 1-mg dose) is a drug that is
used for the treatment of male pattern baldness.

NOTE: Individuals who are already enrolled in the trial when their phy-
sician prescribes finasteride are not prevented from taking this medica-
tion. As a result, these participants will continue to be screened and
followed just as those participants who are not on finasteride.

» Prior to April 1, 1999 women were excluded from the Trial if they
were currently taking or had taken Tamoxifen or Evista\Raloxifene
in the past 6 months. As of April 1999 based on a decision from the
PLCO Ovary Subcommittee, women who have or are currently tak-
ing Tamoxifen or Evista\Raloxifene are not excluded from participa-
tion.

Individuals who are unwilling or unable to sign the informed consent
form.

Males who have had more than one PSA blood test in the past three
years.

Individuals who have had a colonoscopy, sigmoidoscopy, or barium
enema in the past three years.

In order to determine whether a potential participant meets any of the exclu-
sion criteria listed above (with exception of the criterion regarding the signing
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of the informed consent form), the SCs will be required to collect the following
information for each individual:

- Date of Birth;
e Gender; and
< Medical history related to the PLCO organs:

» whether the individual is undergoing treatment for cancer at this
time (excluding basal-cell and squamous-cell skin cancer);

» whether the individual has ever been told by a doctor that he/she
has colon, rectal, lung, prostate or ovarian cancer;

» whether the individual has had surgery to remove the entire colon,
one lung, or the entire prostate;

» whether the individual is participating in a cancer screening or can-
cer primary prevention study;

» whether the individual, if male, has taken the medication Proscar,
or Propecia in the past 6 months;

» whether the individual, if male, has had more than one PSA blood
test in the past three years; and

» whether the individual has had a colonoscopy, sigmoidoscopy, or
barium enema in the past three years.

The determination of eligibility will be made using the Eligibility Screener
(Appendix A-2-1) or a combination of the Eligibility Screener and a review of
medical records. The Eligibility Screener verifies address information and col-
lects date of birth, gender, race, and medical history related to the PLCO
organs. All SCs will use the Eligibility Screener or, if automated, a form con-
taining the same information as the Eligibility Screener, to document the infor-
mation collected and to make a determination of eligibility. It is not necessary
to verify information recorded on the Eligibility Screener with any source other
than the potential participant.

The Eligibility Screener will either be completed by the potential participant, or
it will be administered by SC personnel by phone or in person. Mailing labels,
containing the name and address of potential participants can be generated
from the individual tracking component of the Study Management System
(SMS), if used by the SC (see Section 2.4). These labels may be affixed to the
front of each screener for name/address verification purposes.

Specifications for the administration of the Eligibility Screener are included as
Appendix A-2-1

When the Eligibility Screener is completed, SC staff will perform the following
tasks:

= The date the Eligibility Screener was received at the SC will be recorded
as well as selected demographic information in the potential partici-
pant’s tracking record (See Section 2.4 for information on maintaining
tracking records).

= For SCs using the Eligibility Screener with check boxes to indicate inter-
est in the study: If the potential participant checked the box on the
front of the Eligibility Screener indicating that he/she is not interested
in participating, the SC staff will record the potential participant’s status
as “uninterested” on the tracking record.
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2.4

e The Eligibility Screener will be reviewed to determine whether the
potential participant meets any of the exclusion criteria on the form
(i.e., criteria 1-6, 8, and 9, as listed on p. 2-2 and 2-3). If an individual
does not know whether or not s/he meets one or more of the exclusion
criteria, s/he should be asked to contact his/her physician to obtain the
information. If the individual refuses or does not have a physician, or if
after contacting the physician, s/he still does not know, s/he is not eli-
gible for the trial.

- If the potential participant is determined to be ineligible based on one
or more of the exclusion criteria, the SC staff will record the potential
participant’s status as “ineligible” on the tracking record.

e In some cases the SC will determine that a potential participant should
not be enrolled for some other reason such as a language barrier or
Principal Investigator disqualification. The status of these potential par-
ticipants will be recorded as “other reasons for non-participation” on
the tracking record.

- If the potential participant is determined to be eligible based on the Eli-
gibility Screener, the informed consent form must be signed and a staff
member must complete the Eligibility Verification Form. (See Chapter
4.0 for more information on completing the Eligibility Verification
Form.)

- Eligibility Screeners for potential participants with whom the SC has
had contact but are not enrolled in the trial, will be kept on file at the
SC throughout the study. Eligibility Screeners for participants who are
enrolled in the trial will be kept in each participant’s study folder. Auto-
mated eligibility screeners (i.e., not hardcopy) will be kept on computer
disk or tape in a format that allows for retrieval, if necessary.

If a potential participant has not been randomized within one month of eligibil-
ity determination, it is advisable to make a second determination of eligibility
before randomizing the participant.

Tracking Potential Participants

The SCs will track potential participants from identification through the recruit-
ment and enrollment process to document either their entry into the study or
their reason for non-participation. Documentation of tracking efforts is critical
for the management of the recruitment process and is useful as a tool for the
evaluation of the recruitment effort. Each SC will record recruitment data in a
manner that allows for easy retrieval in the future.

Each SC will have a system, manual or automated, for tracking potential par-
ticipants. This system will include at the minimum, a tracking record for each
potential participant with whom the SC has contact. For SCs using mass mail-
ing, summary totals of potential participants listed on mass mailing lists should
be maintained. When an individual responds to a mailing, a tracking record
should be created for that individual in the SC’s active recruitment system.
The following information, some of which will be required in reports of recruit-
ment efforts, should be included in the tracking record:

e Full name;
e Date of birth;
e Gender;
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» Race;
Race will be categorized as follows:
» White, Not Hispanic
»  White, Hispanic
» Black, Not Hispanic
» Black, Hispanic
» Asian
» Pacific Islander
» American Indian or Alaska Native
e Address (including zip code);
e Telephone number;

- Date of initial contact attempt (this is the date that the first mailing or
phone call was made to the potential participant);

= Date Eligibility Screener was completed;
e Recruitment status; and
e Reason for ineligibility.

The valid reasons for ineligibility will be the exclusion criteria. For documenta-
tion purposes, only one reason for ineligibility need be coded. If the potential
participant meets more than one exclusion criterion, then the first reason for
ineligibility encountered should be documented.

All potential participants who are recorded in the tracking database are initially
classified as “Eligibility Pending.” This is denoted in the Individual Tracking
version of the Tracking and Summarizing Recruitment (TASR) module by a
“blank” eligibility status. As recruitment progresses, each of these pending
individuals will be assigned a final recruitment status as follows:

Eligible: A potential participant should be classified as “eligible” if s/
he does not meet any of the exclusion criteria, including
unwillingness or refusal to sign the consent form (exclusion
criterion #7). The SC must have a signed consent form
before a potential participant can be classified as “eligible”.
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Ineligible:

Uninterested:

A potential participant should be classified as “ineligible” if
s/he meets one or more of the exclusion criteria. This
includes individuals who refuse or are unable to sign the
informed consent.

If a potential participant is not contacted directly, but a rela-
tive or household member indicates that the potential par-
ticipant is ineligible, the SC may classify the individual as
“ineligible.”

If a potential participant has been contacted, is determined
to meet all of the eligibility requirements except signing the
informed consent form, and dies prior to signing the docu-
ment, the SC may classify the individual as “ineligible.” The
reason for ineligibility should be exclusion criterion #7,
“Individuals who are unwilling or unable to sign the
informed consent form.”

A potential participant should be classified as “uninterested”
if s/he considers himself/herself unable or unwilling to join
the study. This may be for a number of reasons such as:

» not interested in the study;

» too ill to participate;

» too busy to participate;

» lives too far away and cannot come to the SC, etc.

A potential participant can indicate that s/he is unable or
unwilling to participate in the study by checking the box on
the front of the Eligibility Screener and returning it to the SC
(for SC’s using the screener with check boxes), or by telling
a SC staff member that s/he is unable or unwilling to partici-
pate.

If a potential participant is not contacted directly, but a rela-
tive or household member indicates that the potential partic-
ipant is unable or unwilling to participate, the SC may
classify the individual as “uninterested.”

2-6 PLCO Manual of Operations and Procedures
March 1, 2006



No Contact:

Other Rea-
sons for Non-
Participation:

A potential participant should be classified as “no contact” if
the SC has had no direct contact with him/her, nor has the
SC had contact with a relative or household member who
could provide information that would allow the SC to classify
the individual as “ineligible” or “uninterested.”

This category includes Eligibility Screeners that were never
returned (with no subsequent contact), undeliverable letters
returned by the post office, disconnected telephone num-
bers, or numbers that repeatedly have no answer, etc.

Potential participants listed on external mailing lists not
transferred to the active recruitment database, should be
considered “No Contact” if the SC has no contact with them
(e.g. no response to mailings).

The SC Coordinator should establish SC guidelines for classi-
fying potential participants as “no contact.” For example, an
SC might determine that after two contact attempts have
been made, and 6 months have elapsed, with no contact
with the potential participant, and no contact with a relative
or household member who could give information that would
allow the SC to assign a recruitment status, the potential
participant will be classified as “no contact.”

Potential participants who were found to be deceased
through a relative, the post office, etc., with no actual con-
tact with the potential participant prior to his/her death,
should also be classified as “no contact.”

A potential participant should be classified as a “non-partici-
pant” for reasons other than uninterested, no contact or inel-
igible, if the SC is unwilling or unable to enroll him/her in the
study. (Note that a potential participant’s eligibility need not
be determined prior to assigning this status.)

A potential participant may be classified as a “non-partici-
pant” for a number of reasons. For example:

» the Principal Investigator decides the individual is
unsuitable for participation in the trial;

» the potential participant does not speak English and
the SC is unable to provide services in the language
that is needed;

» The potential participant completed all of the
required forms, including the informed consent form,
but died prior to being randomized, etc.

Note: the following category should be used for situations in
which the SC decides not to enroll a potential participant.

If a potential participant is classified as “non-participant, other reason,” the
reason for non-participation must be specified. In order to facilitate the analy-
sis of these reasons, it is desirable for the SCs to use standard language when-
ever possible. Below is a list of standard phrases which should be used in the
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reason field, when appropriate. As the study progresses, additional standard
phrases may be added to this list.

Standard Phrase Situation Example
“Language-(specify lan- | Language barrier. Language-Arabic
guage) "language)” PI determines that the Medical-recent myocar-
"Medical-(specify condi- | potential participant is too | dial infarction

tion)” ill to participate

Tracking records may be maintained individually or as part of a log. A sample
potential participant tracking log, containing tracking records for several indi-
viduals, is included as Appendix C-2-2. Such a log may be maintained manu-
ally or on a computerized tracking system. Summary information regarding
potential participants listed on mass mailing lists should also be maintained
manually or on a computerized tracking system.

The CC will provide the SCs with an automated tracking system for use during
the recruitment phase of the study as a module of the SMS. The Tracking and
Summarizing Recruitment (TASR) module will be installed on the PLCO net-
work at the SC. (Note: The TASR module of the SMS is no longer available
since the recruitment phase is complete.) This module is comprised of two
components: the individual tracking component and the recruitment summary
component. Use of the individual tracking component is optional, while use of
the recruitment summary component is mandatory. The recruitment summary
component is described in Section 2.5, Summarizing and Reporting Recruit-
ment Efforts. Additional details can be found in the SMS User’'s Guide/SMS
Upgrade Documentation.

The individual tracking component will allow the SC to maintain the required
information on each potential participant. The data screen in the system will
allow entry of the same data as that on the potential participant tracking log.
An example of this screen is provided in Figure 2-1.
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Figure 2-1. Potential Participant Tracking Log Screen

Viewing Potential participants

The individual tracking component has several other features including the
production of address labels for SCs employing mailings as one of their recruit-
ment strategies. The SC can load the names, addresses and telephone num-
bers of potential participants into the system from a file supplied from a
recruitment source (such as a hospital, club or other organization) or through
interactive data entry. It is not recommended, however, that the individual
tracking component be used for large mass mailing efforts. In addition, use of
the individual tracking component will facilitate the summarizing and reporting
of recruitment data (see Section 2.5). It will also allow for monitoring of errors
and missing values in the recruitment data. For more information on the fea-
tures of the individual tracking component, refer to the SMS User’s Guide/SMS
Upgrade Documentation.

2.5 Summarizing and Reporting Recruitment Efforts

Each SC will summarize and report the status of its recruitment efforts to the
CC. As noted earlier, the purpose of reporting summary recruitment data is to
enable the NCI to monitor recruitment. Initially, the following recruitment data
will be summarized:

e Total Identified: This refers to the number of persons identified for
possible participation in the trial. This number may not reflect the total
number of persons identified since many SCs are using outside mailing
services and mailing lists for recruitment and the names contained in
those lists are only entered into TASR when the SC establishes contact
with the individual.

e Total Not Contacted: This is the number of potential participants who
did not respond to any contact attempt. See Section 2.4 for guidelines
on how to determine which individuals are categorized as “no contact.”
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e Total Uninterested: This is the number of potential participants who
indicated that they were not interested in the study. This number does
not include potential participants who refused to sign the informed con-
sent. See Section 2.4 for guidelines on how to determine which individ-
uals should be categorized as “uninterested.”

e Total Ineligible by Reason: This is the number of potential partici-
pants who were found to be ineligible by reason for ineligibility. This
includes potential participants who refused to sign the informed con-
sent.

e Total Non-Participants Other Reasons (reasons specified): This
is the number of potential participants who were deemed unsuitable for
participation by the Principal Investigator or who will not be participat-
ing for an SC-determined reason. Reasons for non-participation must
be specified.

< Total Eligible: This is the total number of eligible participants, includ-
ing those already enrolled. This number should be greater than or equal
to the “Total Enrolled.”

e Total Participants Enrolled: This is the number of participants who
were randomized and enrolled in the study. This number should be less
than or equal to the “Total Eligible.”

< Total with Eligibility Pending: This is the remaining group of poten-
tial participants who are “in process,” that is, their final eligibility is not
determined. This number is calculated as follows:

» ldentified - (No Contact + Uninterested + Ineligible + Non-Partici-
pants, Other Reasons + Eligible) = Eligibility Pending

» The total with eligibility pending reflects only those individuals
whose data have been entered into TASR. There may be additional
potential participants with eligibility pending on lists maintained
outside of TASR.

On a monthly basis, the SC Coordinator will summarize recruitment data into
the categories described above and transmit these data to the CC. For SCs
which are using the individual tracking component to track participant recruit-
ment, this may be accomplished by generating the Recruitment Summary
Report (Appendix B-2-1: Recruitment Summary Report). Refer to the SMS
User’s Guide/SMS Upgrade Documentation to find instructions for generating
the Recruitment Summary Report. When the SC Coordinator accesses the
Recruitment Summary Report Option, the required data will automatically be
calculated from the individual tracking component and the randomization and
enrollment module. (See Chapter 4.0 for more information about the random-
ization and enrollment module).

SCs that are not using the tracking module will summarize recruitment data
according to the categories outlined above and will keep a record of this sum-
mary data. The sample recruitment summary form (Appendix C-2-3) is one
suggested method for recording recruitment summary data. The SCs will not
be required to use this form, however, they will be required to maintain a
record of recruitment summary data and to enter these data, both for the cur-
rent period and the totals to date, into the SMS on a monthly basis. For exam-
ple, some SCs are using an automated “bridge” to transfer data from their own
recruitment system to the TASR module of the SMS.
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It is the SC’s responsibility to track the total number of individuals identified
and to reduce duplication as much as possible. The SC should also track
response rate to mailings. The SC should track zip codes and be able to sum-
marize the total number of letters mailed to various zip codes. To the extent
that additional information is available for individuals on mailing lists (such as
gender, race, etc.), the SC should be able to summarize and report such char-
acteristics to the NCI on request.

Monitoring Recruitment Efforts

The SC Coordinator will monitor recruitment against the SC’s contract commit-
ments to the NCI. This monitoring activity will enable the SC Coordinator to
identify any problems with recruitment and to redirect recruitment resources,
if necessary. The following SMS reports will be used for monitoring recruit-
ment. (Note: These reports are no longer available from SMS since the
recruitment phase is complete.)

e Recruitment Summary Report (Appendix B-2-1: Recruitment Sum-
mary Report): This report will show the following summary totals for
the current reporting period and for the project to date:

» Total ldentified;

» Total No Contact;

» Total Uninterested;

» Total Ineligible (by reason);

» Total Non-Participants Other Reasons (reasons specified);
» Total Eligible;

» Total Participants Enrolled; and

» Total with Eligibility Pending.

The Recruitment Summary Report will enable the SC Coordinator to
monitor the number of potential participants whose eligibility is pend-
ing. This number represents “work in process” for the SC recruiting
staff. Also, by subtracting the number of potential participants with no
contact from the number identified, the SC Coordinator can monitor the
number of initial contacts made during the reporting period.

* Recruitment Progress Report (Appendix B-2-2: Recruitment
Progress Report): This report shows eligibility status by gender (Part 1),
race (Part I1) and age groups (Part I11). It allows the SC Coordinator to
identify recruitment issues or concerns for particular demographic
groups.

e Eligibility Screener Review (Appendix B-2-3: Eligibility Screener
Review): The Eligibility Screener Review Report provides information
on participants with incomplete screeners and those whose eligibility
has not yet been determined (pending). It is divided into two parts.

» Part 1 shows the total number of participants who were contacted
and sent Eligibility Screeners but did not complete them. The names
and telephone numbers of the potential participants with incom-
plete screeners are listed. This report facilitates follow-up contacts
to these individuals to ascertain their interest in the trial.
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» Part 2 shows the total number of potential participants who have
completed screeners and the total number of potential participants
whose eligibility is pending. The names and telephone numbers of
the potential participants whose eligibility is pending are listed so
that they may be contacted to verify the information on the
screener or to sign an informed consent form.

Production Edits Report for Individual Tracking (Appendix B-2-4:
Session Edit Report for Individual Tracking): While entering data into
TASR, several types of errors can be introduced, many of which will
appear on the Session Edit Report, automatically generated from the
SMS at the end of a data entry session (see SMS User’'s Guide/SMS
Upgrade Documentation). In addition to the Session Edit Report, the
Production Edits Report can be run. It lists errors and inconsistencies
for all records in the TASR database.

Possible Duplicates on Individual Tracking (Appendix B-2-5: Pos-
sible Duplicates in TASR): This report will allow the SC Coordinator to
identify possible duplicates among potential participants in the TASR
database. Possible duplicates may be identified based on exact name,
date of birth, similar name, or some combination of name and date of
birth.

Age Review Report (Appendix B-2-6: Age Review Report): This
report checks the date of birth for potential participants who have not
been assigned a final eligibility status. It presents those who are cur-
rently age ineligible in three parts: those who are too old (age = = 75);
those who are too young (< 55) at the time of the report and will not
be old enough by the time recruitment ends; and those who are too
young (< 55) at the time of the report, but will be old enough by the
end of recruitment. This report will allow the SC Coordinator to quickly
identify and categorize age ineligibles.

TASR/RAND Comparison Report (Appendix B-2-11: TASR/RAND
Comparison Report): This report compares the data for potential par-
ticipants in TASR with enrolled participants to highlight data inconsis-
tencies as well as pending randomizations.

The following reports are designed to assist SCs to monitor their contacts with
outside organizations for recruitment.

Organization Report (Appendix B-2-7: Organization Report): This
report lists information on organizations the SC has contacted for

recruitment using data entered into TASR from the Contact Information
screens. The user may print either complete organization information
or simply the name, city, state and ID of the organization.

Scheduled and Completed Presentations (Appendix B-2-8: Sched-
uled and Complete Presentations): This report summarizes information
on presentations entered into TASR using the Presentations to Organi-
zation screen. The list includes the organization ID, the date of the pre-
sentation, the program name, the ID of presenting staff and the
number of attendees.

Materials Distribution Report (Appendix B-2-9: Materials Distribu-
tion): This report shows the distribution cycle for distribution of PLCO
materials to organizations. It may be used to monitor the success of
recruitment materials (such as brochures) in recruitment through orga-
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nizations, and to ensure the availability of such materials throughout
the recruitment period.

Contact Summary Report (Appendix B-2-10: Summary of Contacts
with Organizations): This report summarizes contacts with organiza-
tions. It shows the number of organizations in the database, the num-
ber for whom at least one presentation was done, the total number of
presentations to date, and the total number of attendees over all pre-
sentations.

The following PLCO system functions support the development of customized
reports for management of SC recruitment activities. (Note: These functions
are no longer available from SMS since the recruitment phase is complete.)

Ad-Hoc Query: This function will allow the SC Coordinator to query
the TASR database and produce customized reports.

Data Export: This function will allow the SC to export data from the
TASR data tables to files that may be used to produce customized
reports. Appendix E of the SMS User’'s Guide contains information
regarding use of the data export option.

SCs that are using their own tracking system should use their system to sup-
port the monitoring activities outlined above.

Reporting Recruitment Summary Data

On a monthly basis, the SC will transmit the data via an electronic transmis-
sion to the CC using the transmission option(s) available in the Data Transmis-
sion application of the PLCO computer system. Information on how to transmit
data electronically to the CC is presented in the SMS User's Guide/SMS
Upgrade Documentation.
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3.0 OBTAINING INFORMED CONSENT

3.1

General Procedures for Obtaining Participant Consent

Human research subjects are protected by informed consent procedures. The
signing of an informed consent form is a criterion for eligibility to participate in
the PLCO trial. Each Screening Center (SC) will determine the preliminary eli-
gibility of the potential participants and will obtain their consent before enroll-
ing them in the study.

The informed consent form addresses four major protections:

e Each participant must be fully informed of all study procedures and
requirements in order to be considered a “knowing” participant;

e The study design must minimize risks to the participants and maximize
the benefits;

= The study participants must be selected in a non-discriminatory way so
that no class of individuals will benefit more than any other based on
the selection procedures; and

= Participation is voluntary and all information provided by participants
will be kept confidential.

The SC Coordinator will be formally responsible for ensuring that informed
written consent to take part in the study is obtained from each participant. In
addition, the informed consent form(s) and procedures must be approved by
the Institutional Review Board (IRB) at each SC. SCs recruiting non English-
speaking individuals (or individuals who have very little knowledge of the
English language) must submit to NCI documentation of IRB approval to
administer an English language PLCO consent form to non English-speaking
individuals.

The prototype consent form, presented in Appendix C-3-1, will be used as a
guide by each SC in the development of its own informed consent form(s). The
individual SC form(s), once developed, will be reviewed and approved by the
NCI before being sent to the SC IRB, and any changes made by the IRB will be
submitted to the NCI for review. In general, all information and assurances
contained in the prototype form will be included in the consent form(s) that
the SCs develop. Additional information may be added based on individual IRB
requirements, but required information may not be excluded from the form(s).
The consent form must indicate that women who enter the trial with prior sur-
gical removal of their ovaries will not be given the, transvaginal ultrasound or
CA125l1 screenings.

The method of administration of the consent form will vary by SC. In some
instances, the form will be mailed to the subject, in others it may be adminis-
tered in-person. Regardless, administration of the form should occur after the
subject has been provided with background information about the study and
its requirements. This information will likely include an introductory letter
(Appendix C-2-1) and the PLCO Study Brochure (Appendix D-2-1) and, in
some instances, a conversation with the SC Coordinator in a manner condu-
cive to two-way conversation.

When the consent form is administered, the participant must be offered suffi-
cient time to carefully read the document and must be given sufficient oppor-
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tunity to have all questions regarding the study answered before s/he is asked
to make a decision on enrollment.

IRB requirements regarding the need for a witness to sign the consent, in
addition to the participant, will vary. The participant will be given a copy of the
consent form after it is signed. The original will be kept in the participant’s file
at the SC.

3.2 Main Study Consent
Currently all SCs must use a pre-randomization informed consent procedure in
which eligible and interested potential participants will sign a Main Study Con-
sent form prior to randomization. The Main Study Consent form will cover all
activities of the trial. The prototype consent form, presented in Appendix C-3-
1, is an example of a Main Study Consent form. The approach for obtaining
consent is illustrated in Figure 3-1.
ADMINISTER
BASELINE
YES [, 0G POTENTIAL QUESTIONNAIRE
Ccons ANSWER PARTICIPANT (CHAPTER 5)
FULL CONSENT P> —
QUESTIONS AS
FORM ELIGIBLE RANDOMIZE
(CHAPTER 4)
NO

LOG POTENTIAL
PARTICIPANT
AS INELIGIBLE
(REFUSED)

Figure 3-1. Main Study Consent Approach

In the past several SCs used a dual consent approach. As of April 1998, this
method of consenting participants is no longer used by any SC.

3.2.1 Documenting the Results of Obtaining Informed Consent —
Main Study

The SC Coordinator will record the signing or the refusal of the Main Study
Consent form in the SC’s recruitment tracking system. If the Main Study Con-
sent form is signed, the SC Coordinator will log the individual as “eligible” in
the tracking system. If the Main Study Consent form is refused, the SC Coordi-
nator will log the individual as “ineligible” and will record the reason for ineligi-
bility as refusal to sign the consent form. This information will be summarized
in the weekly report to the Coordinating Center (CC). Refer to Chapter 2.0 for
information on tracking potential participants and reporting recruitment sum-
mary data.
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3.3

Protocol Changes Consent (PCC)

In December 1998, NCI Project Officers and the PLCO Steering Committee
approved MAP recommended changes to the current PLCO protocol. Two more
years of screening will be added while simultaneously lengthening the interval
between FSG exams. At these last two visits, T4 and T5, PSA and CA-125 tests
will be performed. Participants who have not yet had their T3 FSG will receive
this exam in the last screening year (T5) instead of having it at T3. The TVU
and DRE will not be extended beyond T3. The remaining T3 x-ray exams will
be offered only to current or former smokers, and all the ovarian palpation
exams will be discontinued. Furthermore, follow-up is extended three years so
that all participants will be followed at least 13 years from randomization.

SCs are required to inform all intervention participants enrolled in the Trial of
the protocol changes and to obtain their written consent. The Protocol Changes
Consent (PCC) was designed to obtain consent for these revisions. The design
of the PCC is SC specific but must contain all elements of the sample PCC
given in Appendix C-3-2. Each SC must obtain SC IRB and NCI approval of all
versions of the PCC. In addition, the Main Study Consent was revised to incor-
porate the 1998 protocol changes (Appendix C-3-1).

3.3.1 Administration of the PCC

Administration of the PCC is SC specific and is expected for all intervention
participants who have enrolled in the trial before July 1, 1999. The Main Study
Consent revised to incorporate the 1998 protocol changes is administered to
all intervention participants enrolled after July 1, 1999. The SCs will not be
required to obtain consent for these protocol changes from control partici-
pants. For those participants who require mailing of this consent, the SMS
Requests (Directive, Rdirective, ldirective, and Ldirective) are programmed to
generate mailing labels and merge files for mailing PCCs.

If the participant is in the T1 through T3 study year and refuses to sign the
PCC, the SC should perform the screening exams appropriate for that study
year and make another attempt to obtain consent at the next annual exam. If
the participant is in his/her T4 study year and refuses to sign the PCC, the SC
should complete an MDF for the screening exam. Another attempt should be
made to obtain consent at T5. If the participant again refuses, the SC should
complete an MDF for the T5 exams and for the PCC. To differentiate between
those participants who refused to sign the PCC and those who did not return it,
different MDF reason codes should be used. If the participant does not return
the form, use the reason code 5 = Can’t Locate, subcode 501. If the partici-
pant refuses to sign the PCC the MDF reason code should be 1 = Refused, with
the appropriate refusal subcode.

Annual screening exams should continue and attempts to gain consent should
be made at each yearly exam. If the participant adamantly refuses to continue
in the trial, then an NRF should be completed. No additional attempts need to
be made to obtain consent, but annual follow-up should continue until the end
of the trial.

3.3.2 Documenting the Results of Obtaining Informed Consent —
PCC

All intervention participants who have enrolled in the trial before July 1, 1999
will have an expectation for a PCC until it is receipted or an MDF-PCC is
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receipted. Expectations will be turned off for intervention participants who
enroll on or after July 1, 1999, by which time an approved revised Main Study
Consent should be in use for new participants.

The status of the PCC (outstanding or received) will appear on the Participant
Overview Report, the Open Forms Report and the List/Count of receipted Miss-
ing Data Forms.

The signed PCC will be receipted into SMS. Receipt of the PCC will include the
following variables:

= PID;
< Acknowledgement of signature and date signed;

The acknowledgement for each signature in the SMS will require a yes
Oor No answer.

Note: If a participant dies prior to signing the PCC (and there is an expecta-
tion for this form), the SC should complete an MDF-PCC. If later, a PCC is
returned for this participant signed by a proxy, it should not be receipted.
Instead, the MDF-PCC should remain in the system and the proxy form should
be kept in the participant’s file.

Etiologic Studies Consent

The Etiologic Studies Consent (ESC) was implemented in March 1998. The ESC
obtains permission to use biologic specimens (blood and pathologic tissue)
already collected (prior to implementation of the consent) for research involv-
ing genetic studies. It also obtains permission for future collection of blood,
buccal cells (saliva) and pathologic tissue, and for the use of those samples for
research involving genetic studies. The ESC is not related to obtaining permis-
sion for collection of blood for PSA or CA-125 analysis or for collection of tissue
for the central pathology review process. Permission for those procedures is
obtained under the Main Study Consent.

The prototype ESC form, presented in Appendix C-3-3, will be used as a guide
by each SC in the development of its own etiologic studies consent form(s).
The individual SC form(s), once developed, will be reviewed and approved by
the NCI before being sent to the SC IRB, and any changes made by the IRB
will be submitted to the NCI for review. In general, all information and assur-
ances contained in the prototype form will be included in the etiologic studies
consent form(s) that the SCs develop. Additional information may be added
based on individual IRB requirements, but required information may not be
excluded from the form(s).

3.4.1 Administration of the ESC

The ESC is to be administered once to all participants in the PLCO Trial.
Depending on the participant’s study year and study group (intervention ver-
sus control) the ESC may be administered at the SC or mailed with an
approved cover letter to the participant. For those participants who require
mailing of this consent, the SMS Requests (Directive, Rdirective, ldirective,
and Ldirective) is programmed to generate mailing labels and merge files for
mailing ESCs. Each SC may prepare their own cover letter to accompany the
ESC forms but should include the ESC language provided in Appendix C-3-4
(or similar language), as well as including statements of confidentiality. Cover

3-4 PLCO Manual of Operations and Procedures
March 1, 2006



letters must be submitted to NCI, with a copy to Westat, for review and
approval.

The ESC may be administered to new participants as an integrated consent
(combined with the main PLCO consent), presented in Appendix C-3-5, or as a
separate document. For those participants who, as of May 4, 1998, have
already signed the Main Study Consent, the ESC must be administered prior to
the collection of any samples for etiologic studies.

Note:

1. The SCs are not required or encouraged to solicit proxy signatures for
deceased participants. After August 1999 the SCs should no longer
receipt ESC forms signed by proxies for deceased participants. Instead,
an MDF-ESC should be completed using the Deceased code and the
proxy ESC form should be kept in the participant’s file.

2. For transfer participants, the ESC obtained at the original SC is suffi-
cient. There will be no need to re-consent transfer participants. In
these instances, the ESC expectations and receipt issues will be
updated and transferred to the new SC.

Procedures for addressing intervention participant non-response to the ESC
are given in Section 3.4.2. Procedures for addressing control participant non-
response are given in Chapter 18.0.

3.4.2 ESC Non Response — Intervention

The SCs are required to mail the ESC to Intervention group non-responders
only twice. If after 2 mailing attempts there is no response, the SC is not
required to do additional ESC mailings to that participant. The SC is encour-
aged to administer the ESC on site during the participant’s screening visit but
if this is not possible and 2 mailing attempts have been made, an MDF-ESC
may be completed.

If an intervention participant has not responded to an ESC mailing by the time
of a screening visit, SCs are instructed to administer the ESC on-site. If a par-
ticipant refuses to sign the ESC, s/he should not be asked again and a Missing
Data Form should be completed for the ESC. After March 1998, if the partici-
pant has not signed an ESC but biorepository blood or other etiologic studies
samples are collected, this constitutes a protocol violation and it should be
reported to both Westat and NCI (see Chapter 17.0 for more information about
documenting protocol violations). If the specimen is collected and then the
consent is signed at a later date, this is still considered a protocol violation,
since a specimen was collected without a signed ESC.

3.4.2.1 Prioritizing ESC for Prostate Cancer

As of July 2002, NCI requests that SCs prioritize completion of outstanding
ESC forms for intervention participants with prostate cancer. If these partici-
pants come to a screening visit within the next 3 months, then the ESC should
be administered at the screening visit. If these participants will not be coming
in for a screening visit during the next 3 months, then please conduct the fol-
lowing follow-up activities:

e If the SC has mailed the ESC to the participant within the past three
months but has not received the signed form, the SC should conduct
telephone follow-up to obtain the signed ESC.
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e Regardless of earlier mailings, if the SC has not mailed the ESC to the
participant within the past three months, then the consent form should
be mailed. Mailings to these participants should be spaced out appro-
priately to ensure the completion of the required telephone follow-up. If
the participant does not return the signed ESC within 3 weeks of the
mail date, then the SC should conduct phone follow-up.

- If, after the completion of 5 attempted telephone follow-ups, the partic-
ipant cannot be located or refused to complete and return the ESC, an
MDF-ESC should be completed with the appropriate reason code. If,
after the completion of the telephone follow-up, the participant agrees
to complete an ESC, the SC should continue to track the event until the
ESC is complete.

3.4.3 Documenting the Results of Obtaining Informed Consent — ESC

The signed ESC will be receipted into SMS. Receipt of the ESC for intervention
and control participants will include the following variables:

= PID;

e Acknowledgement of Signature A (research on cancer) and date
signed; and

< Acknowledgement of Signature B (research on diseases and conditions
other than cancer) and date signed.

The acknowledgement for each signature in the SMS will require a yes
Oor No answer.

For those SCs that use an ESC with only one signature and date, the
receipt screen must be completed as follows:

- If a participant has checked off yes to both types of research, then the
acknowledgement of the signature and date should be entered twice,
once as signature A and once as sighature B.

= If approval has only been given for one type of research, then only the
signature that corresponds to that type of research should be
receipted. The other signature should be marked no. (For example, a
participant only gives permission for his blood to be used for research
involving diseases and conditions other than cancer that affect his age
group, then only signature B would be acknowledged. Signature A
would be marked no.)

For those SCs that use one consent for combining the main study and etiologic
components, the two signatures corresponding to the ESC must be receipted.

Blood samples will be expected (see Open Forms in Appendix B-17-8: Open
Forms/Specimens Report and Participant Overview Reports in Appendix B-17-
10: Participant Overview Report) for all intervention participants unless a Miss-
ing Data Form for the ESC has been receipted.

If the SC is unable to obtain consent, the specimens will be flagged at the
biorepository so that they cannot be used for research involving genetic stud-
ies. An ESC data file will be matched to the PLCO specimen inventory at the
biorepository. Only matches, indicating that consent was obtained, will release
a sample for etiologic studies research. Any samples collected prior to the
implementation of the ESC will automatically be flagged at the biorepository.
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3.6

This flag will be removed once an ESC is signed and receipted for that partici-
pant.

Monitoring the Results of Obtaining Informed Consent —
Main Study, PCC and ESC

The SC Coordinator will monitor the number of participants who refuse or were
unable to sign an informed consent form. SCs will monitor the signing of the
Main Study Consent, ESC and PCC. The following SMS reports will be used for
monitoring the results of obtaining informed:

e Recruitment Summary Report (Appendix B-2-1: Recruitment Sum-
mary Report): This report, described in detail in Chapter 2.0, will show
the number of potential participants who are found to be ineligible
because they refused or were unable to sign an initial consent form (full
or forms consent). (Note: This report is no longer available from SMS
since the recruitment phase is complete.)

= PCC Directive/Late Directive (Appendix B-3-1: PCC Directive/Late
Directive): This report lists the participants who are due to complete
the Protocol Changes Consent (PCC) but the form has not been
receipted.

e Biorepository Activity Without ESC Report: (Appendix B-10-7:
Biorepository Blood Collection) This report will show participants that
had biorepository samples drawn without a signed ESC receipted.
These will require further investigation and completion of a protocol
violation report.

e List/Count Receipt MDFs (Appendix B-17-2: Count/List of MDFs):
This report allows you to generate 3 separate listings of MDFs: 1) total
number of MDFs receipted by form type; 2) list of MDFs for a specific
PID; and 3) MDF for a specific form by PID.

e Open Forms Report (Appendix B-17-8: Open Forms/Specimens
Report): This report will show all delinquent or outstanding forms, by
individual Participant ID. It can be used to identify those participants
who have not signed the PCC and ESC.

e Participant Overview Report (Appendix B-17-10: Participant Over-
view Report): This report gives a summary of the study information for
a participant such as PID, Randomization Date, Randomization Group,
Participant Name, Gender, Date of Birth and address. Other vital status
and cancer information are also presented as well as forms that are
outstanding or receipted. This report can be run for selected PIDs or for
a block of participants according to their randomization date. The sta-
tus of the PCC and ESC will be given as “received” or “outstanding”.

Reporting the Results of Obtaining Informed Consent

The SC will transmit the recruitment summary data to the CC as described in
Chapter 2.0. This data will include the number of potential participants found
to be ineligible because they did not sign a consent form.

3-7 PLCO Manual of Operations and Procedures
March 1, 2006



4.0 RANDOMIZATION/ENROLLMENT PROCEDURES

4.1

4.2

Overview

In the PLCO trial, half of the study participants will receive screening tests (the
intervention group) and half will receive their regular medical care (the control
group). Randomization is the process of randomly assigning potential partici-
pants to either the intervention or the control group in the trial. Enrollment is
signified by assigning a permanent study identification number to a partici-
pant. In the PLCO trial, the study sample will be stratified by age and gender
within each Screening Center (SC). The goal of each SC will be to enroll 50%
men, 50% women such that these participants will fall roughly equally into
four age strata: 55-59, 60-64, 65-69 and 70-74.

The Coordinating Center (CC) will provide the SCs with a module within the
Study Management System (SMS) for randomizing and enrolling participants.
This module will automatically assign potential participants to either the inter-
vention or control group, and will assign Participant IDs.

The SC Coordinator will perform the following activities to complete the ran-
domization and enrollment process:
- Verify the potential participant’s eligibility by completing the Eligibility
Verification Form (Appendix A-4-1). See Section 4.2.

= Enter the eligibility verification information into the Randomization and
Enrollment (RAND) module of the SMS;

e The SMS will randomize the participant into either the intervention or
control group and will assign a Participant ID. Complete enrollment by
writing the Participant 1D, randomization group, and confirmation num-
ber on the Eligibility Verification Form and affixing a Participant ID label
to the front of the form;

= Receipt the Eligibility Verification Form into the SMS; and

< Notify the participant of his/her randomization group, as appropriate.
In the single (pre-randomization) consent approach, intervention and
control participants will be advised of their randomization group. In the
past, in the dual consent approach, only intervention participants were
advised of their randomization group.

The SMS will also provide capabilities for the SC Coordinator to monitor and
report the rate of participant accrual to the CC on a monthly basis.

The following sections describe eligibility verification, randomization, enroll-
ment, and monitoring and reporting participant accrual. (Note: The Random-
ization and Enrollment [RAND] module of the SMS is no longer available since
the randomization/enrollment phase is complete.)

Verification of Eligibility

The eligibility of potential participants will be verified using the Eligibility Verifi-
cation Form. The Eligibility Verification Form collects selected demographic
information such as name, date of birth, and gender, and verifies that poten-
tial participants do not meet any of the PLCO exclusion criteria. The SC Coordi-
nator will use information from the Eligibility Screener and if available, the
medical records, and main consent form to complete the Eligibility Verification

4-1 PLCO Manual of Operations and Procedures
March 1, 2006



4.3

Form. Some SCs may choose to use the Eligibility Verification Form as an eligi-
bility checklist. The form must be completed and retained for all participants
randomized into the trial, but need not be completed or may be discarded for
individuals who are found to be ineligible for the trial.

The administrative section and Part A of the Eligibility Verification Form will be
completed prior to randomization. In the administrative section at the top of
the form, the SC Coordinator will record the SC identifiers and the potential
participant’s name, date of birth, and gender. In Part A, s/he will confirm each
exclusion criterion by checking “Yes” or “No” in response to each question.
Refer to the Eligibility Verification Form specifications (Appendix A-4-1) for
detailed instructions on completing the Eligibility Verification Form. In order for
a participant to be successfully randomized, the answer to each question in
Part A of the Eligibility Verification Form must be “No.” If any “Yes” boxes are
checked, the potential participant is not eligible for the trial and cannot be ran-
domized. The reason for ineligibility will be recorded on the potential partici-
pant’s tracking record, if not previously recorded. (See Chapter 2.0, for
information on maintaining tracking records). As noted above, an Eligibility
Verification Form with any “Yes” answer in Part A may be discarded.

Randomizing and Enrolling the Participant

(Note: Since the randomization/enrollment phase is complete, the information
in this section pertains to the pre-conversion SMS, not the current SMS.) The
SC Coordinator will randomize participants by entering the information from
the Eligibility Verification Form into the Randomization and Enrollment module
of the SMS. The SMS will be installed on the PLCO computer network at a cen-
tral site at each SC. At SCs which have one or more satellite centers involved
in the randomization and enrollment of participants, a SC staff member at the
satellite center will complete the Eligibility Verification Form and will call the
central site to communicate the information from the Eligibility Verification
Form to the Coordinator who will enter it into the computer.

The randomization process will be initiated by entering a valid staff ID nhumber.
All SC staff members will be assigned a four-digit identifier and the system will
only recognize the ID numbers of staff who are approved to randomize partici-
pants. Refer to Chapter 17.0, SC Management, for more information on
assigning staff IDs.

Once the randomization has been initiated, the following information will be
entered into the system either via batch or interactive data entry:

e Caller ID: This is the four-digit identifier of the person who completed
the Eligibility Verification Form. This may be a staff member calling
from a satellite center for randomization. If the person who completed
the Eligibility Verification Form is also performing the randomization at
the computer, the caller ID will be the same as the ID entered to ini-
tiate the randomization process.

e Participant Name: This is the last, first and middle name of the
potential participant as it appears on the Eligibility Verification Form.

e Date of Birth: This is the potential participant’s date of birth from the
Eligibility Verification Form.

e Gender: This is the potential participant’s gender from the Eligibility
Verification Form.
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The next step in the randomization process is to enter the responses to the
questions in Part A of the Eligibility Verification Form into the randomization
and enrollment module. The eligibility verification screen in the randomization
and enrollment module is identical to Part A of the Eligibility Verification Form.
As with the Eligibility Verification Form, the user must enter an “X” in either
the “Yes” box or the “No” box in response to each question. Only Eligibility
Verification Forms with all “No” answers should be entered. If the user checks
“Yes,” the system will prompt for the re-entry of the answer. If the user enters
a “Yes” answer to a question, after the second “Yes” answer, the randomiza-
tion process will stop and the participant record will be deleted.

The screens for entering the Eligibility Verification Form data are presented in
Figures 4-1 and 4-2.

% PDOX45 PLCO - PARADDX

<Fsc> — Fxit <Pglln> — Hext Page > — Previous Page

CHECK YES OR NO.
IF YES CHECKED, STOP.
ELIGIBILITY CRITERIA IF NO CHECKED, CONTINUE.

. Is this individual vounger than 55 vears
of age or 75 vears or older? YES N NO I

. Is this individual undergoing treatment for
cancer, other than basal-cell and sguamous-— YES N NO W
cell skin cancer, at this time?

. Has this individual been diagnosed with
cancer of the prostate (men only), ovary YES N NO W
{women only), colon, rectum, or lung?

. Has this individual had the entire colon,

one lung, or the entire prostate (men only). YES N
surgically removed?

Page 1/2

<Esc> — Exit <PgDn> — Next Page <PglUp> — Previous Page

CHECK YES OR NO.
IF YES CHECKED, STOP.
ELIGIBILITY CRITERIA IF NO CHECKED, CONTINUE.

. Is this individual participating in
another cancer screening or cancer primary YES N NO I
prevention study?

. Has this individual taken Proscar/Propecia/
Finasteride in the past 6 months? YES N NO W
{men only)

. Is this individual unwilling or unable to
sign the trial/consent form? YES N

. Has this individual had more than one PSAH
blood test in the past three vears?

. Has this individual had a colonoscopy, sig-
moidoscopy, or barium enema in past 3 vears?

Enter “x” or "H” to check answer

Figure 4-2. Eligibility Verification Screen 2
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When each of the questions on the eligibility verification screens has been
answered “No,” the system will randomly assign the individual to the interven-
tion or the control group and will display the following information:

- Date of randomization/enroliment;

e Participant ID;

 Group assignment (intervention or control);

e The ID of the person who completed the Eligibility Verification Form;
e The ID of the person who performed the randomization; and

= Confirmation number.

An Interactive Randomization Report (Appendix B-4-1: Interactive Ran-
domization Report) listing the above information may be printed after each
interactive randomization.

During the randomization process, enrollment tables in the SMS are dynami-
cally backed up to the backup tape immediately after each interactive random-
ization or each batch. (See Network User's Guide/Network Upgrade
Documentation.)

The SC Coordinator will enroll the participant by recording the information dis-
played on the screen in Part B of the Eligibility Verification Form, and writing
the PID or affixing the PID label to the Eligibility Verification Form immediately
after randomization. As an alternative to writing the information from the
screen, the SC may attach hard copy documentation of the randomization
(screen shot or Randomization Assignment Report (Appendix B-4-5: Ran-
domization Assignment Report) for interactive randomization; Batch Ran-
domization Report (Appendix B-4-2: Batch Randomization Report) for batch
randomization) to the Eligibility Verification Form. Refer to the specifications
for completing the Eligibility Verification Form (Appendix A-4-1). After ran-
domization, the Eligibility Verification Form must be receipted into the SMS.

If the participant is being randomized at a satellite center, the staff member
who is running the randomization program at the main site will communicate
the above information by telephone to the satellite center staff member who
will record it in Part B of the Eligibility Verification Form. The Eligibility Verifica-
tion Form must then be sent to the main site so that it may be receipted into
the SMS.

4.3.1 Randomization in the Event of Computer Failure

If one or more of the PLCO network workstations is down, the SC staff may
randomize participants from another workstation. If the entire network is
down, no randomizations may take place. Eligibility information for potential
participants may be verified in preparation for randomization, but no actual
enrollments may take place until the computer network is back on-line. In the
event of any type of computer failure the SC should contact the PLCO Network
Administrator. (Refer to the PLCO Network User’'s Guide/Network Upgrade
Documentation for details).

4.3.2 Randomization From a File of Eligibles (Batch Randomization)

Some SCs will be tracking recruitment using systems not provided by the CC
and will be determining many of the eligibility criteria based on computer
searches of hospital/HMO records. In such cases, the SC will extract a file of
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eligible candidates for randomization. To avoid entering all the names, dates of
birth and genders individually in this type of situation, the SC may load the file
of eligible candidates for randomization into the SMS. The SC must ensure that
all data in the file are correct, as all of the stratification data cannot be verified
by the system and none of the data may be changed once the participants are
randomized. The system does check the file for age ineligibles, potential dupli-
cates and incorrect file structure and provides information on such data prob-
lems in the Batch Randomization Report (Appendix B-4-2: Batch
Randomization Report). The SC must also verify that each potential participant
has signed a consent form. The file of eligible candidates can then be random-
ized in batch mode. (See SMS User’s Guide/SMS Upgrade Documentation for
more details.)

Post-Randomization Procedures

After randomization and enrollment are completed, a bar-coded label, display-
ing the assigned Participant ID, will be affixed to the Eligibility Verification
Form. Participant ID labels will be generated from the SMS. After the ID label
is attached, the form should be receipted into the SMS (see Chapter 17.0 for
more information on forms receipt). The SC staff member will create a study
folder for the participant and will store the Eligibility Verification Form and the
Eligibility Screener in it. These two forms must be kept on file for all random-
ized participants.

4.4.1 Special Procedures for Women Without Ovaries

Women who enter the trial with prior surgical removal of both ovaries will not
be given the Transvaginal Ultrasound Screening Examination (TVU) or the CA-
12511 blood test. Immediately after enrollment of these women into the
screening group, the SC staff should complete and receipt one Missing Data
Form to indicate that the TVU and CA-125 examinations will not be performed
for TO. This will “turn off” system expectations for all 4 years of TVU screening
examinations and for all 6 years of CA-125 screening. These exams will not
appear on any list of outstanding examinations for these women in any study
year.

4.4.2 Notifying Participants of Their Group Assignments

After they are enrolled in the trial, all study participants will be notified of their
group assignment by mail, by telephone or in person.

The Participant ID

The Participant ID is a unique 7-digit number that will be used throughout the
study period to link all data associated with an individual. It is part of a com-
mon system for reporting to the CC and will be used by all SCs. Participant IDs
will be assigned sequentially by the SMS at each SC. The bar-coded ID labels
will be generated using the Reports/Labels function of the SMS. (See the SMS
User’s Guide/SMS Upgrade Documentation for further details.) For SCs with
satellite centers, a block of Participant IDs will be reserved by the system for
each satellite center and Participant IDs will be assigned sequentially within
that block. Note that the ID of the person who completed the Eligibility Verifi-
cation Form must be associated with the satellite in order for the PID to be
assigned from the block reserved for that satellite. Each SC will establish pro-

4-5 PLCO Manual of Operations and Procedures
March 1, 2006



4.6

cedures for ensuring that the appropriate labels are distributed to the satellite
centers, and that they are correctly assigned and affixed to forms and speci-
mens.

No Participant ID, once assigned, will be changed or reassigned to another
participant. In some situations, participant IDs that are not assigned to partic-
ipants may be deleted from the SC database, but these deletions must be per-
formed by the CC. If the participant is found to be ineligible after the
Participant ID has been assigned, the ID will not be reassigned. Similarly,
should a participant move to a new SC area during the trial, the Participant ID
will not be changed. This policy ensures that data associated with a participant
will not be lost or inadvertently attributed to another participant.

Randomization Errors

Although it is critical that the SC is careful in the randomization process, it is
inevitable with a population of this size, that some errors may occur. These
may include:

< randomizing a participant twice;

< randomizing a participant with the incorrect gender;

< randomizing a participant with an incorrect date of birth; and
e randomizing a participant who is not eligible for the trial.

All of these errors should be documented appropriately either with an SC
Report of Protocol Violation (see Chapter 17.0) and, as necessary, an Adminis-
trative Tracking From (see Section 4.6.2 below). The CC must be contacted in
all cases and must make a correction in the SC database for participants who
are randomized twice or randomized with the incorrect gender. If a participant
is randomized with an incorrect date of birth, this cannot be changed; how-
ever, the correct date of birth will be needed for management purposes and
should be entered into the “Corrected Date of Birth” field on the Participant
Status screen in the SMS (refer to the SMS User’s Guide/SMS Upgrade Docu-
mentation).

4.6.1 Documenting Duplicate Randomization

If a participant is randomized twice, the first randomization will be maintained.
To document and resolve the error, a Protocol Violation Form should be com-
pleted. If the participant was inappropriately screened, the Biorepository and/
or UCLA may also need to be notified. In addition, the participant and his/her
physician should be informed of the error and any results should be distrib-
uted. Exam forms for erroneous screens should not be receipted, instead the
results should be entered in the Participant Status Screen. Maintenance of the
participant’s files is at the discretion of the SC. The charts can be combined or
left separate but complete documentation must be kept so that both PIDs are
easily identified and the correct records can be traced if necessary. Detailed
procedures to be followed for resolving inappropriate screening and follow-up
for a duplicate randomization are provided in Chapter 17.0. An exception to
this is the case in which a participant is randomized twice at two different
screening centers. This situation is not initially considered a Protocol Violation.
Such participants may simply be followed as transfer participants. The CC
must be notified, and all documentation submitted to the SC Coordinator at
Westat before a decision is made.
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4.6.2 Documenting Randomized Ineligibles

If the SC becomes aware that a randomized participant was ineligible at the
time of randomization, the participant should be documented as a “random-
ized ineligible” on an Administrative Tracking Form (ATF) (Appendix A-4-
2). Upon the discovery of a randomized ineligible participant, the SC is not
required to complete a Protocol Violation Report. The CC will use ATF reports
to determine the number of randomized ineligible protocol violations that have
occurred for each SC within a given timeframe. It is therefore important that
the SC completes the “Method of Discovery” section of the ATF so it is clear to
NCI whether or not the participant provided accurate eligibility information
prior to randomization. Detailed instructions for completing the ATF and for
followup of randomized ineligibles are presented in Chapter 17.0.

The purpose of the ATF is to differentiate between the following types of situa-
tions that may involve randomization of ineligible individuals:

« Intervention and control individuals who were randomized in error (i.e.,
the participant provided information to the SC indicating his/her ineligi-
bility, but the SC failed to exclude him/her from the trial);

e Intervention and control individuals who were randomized appropri-
ately based on information provided at the time of randomization, but it
was discovered after randomization, (e.g., from a review of the base-
line questionnaire, during screening or follow-up of screening, through
conversations with the participant, etc.) that the information provided
had been incorrect.

Refer to Appendix Appendix A-4-2 for specifications for completion of the
Administrative Tracking Form. (Note: The entry of the ATF form is no longer
available from the SMS.)

The Report of BQ/RAND Discrepancies (Appendix B-4-7: Report of BQ/
RAND Discrepancies), formerly called the Randomized Ineligible Report, is
automatically generated from Baseline Questionnaire data to identify poten-
tial randomized ineligibles. This report will identify participants whose Eligibil-
ity Screener shows that they are eligible but then later their Baseline
Questionnaire shows one or more exclusion criteria. If a discrepancy exists
between the Eligibility Screener and the BQ in terms of the participant’s his-
tory of PLCO cancer, data retrieval should be performed to verify physician-
confirmed diagnoses of cancer. The results of this data retrieval should be
listed on the ATF. If the Report of BQ/RAND Discrepancies lists a flexible sig-
moidoscopy or prostate specific antigen examination (PSA), it is not necessary
to perform data retrieval to confirm the timing of the examination. However,
an ATF must be completed for these cases.

All individuals discovered to be ineligible at the time of randomization will con-
tinue to be followed regardless of the method of discovery. If a randomized
ineligible is in the screening arm of the trial, s/he should be offered all screen-
ing examinations unless the reason for ineligibility precludes screening. As
with all other participants, if a randomized ineligible refuses a screening test,
the test should not be performed.

Monitoring Participant Accrual

The SC Coordinator will monitor participant accrual throughout the recruitment
period. The following information will be monitored:
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The number of participants who have been enrolled (out of the total
number identified); and

The distribution of enrolled participants by age, gender and race.

Monitoring the number of participants who have been enrolled will allow the
SC Coordinator to compare recruitment progress to participant accrual goals.
Monitoring the distribution of enrolled participants by age and gender will allow
the SC Coordinator to assess whether the SC is enrolling 50% men and 50%
women and the distribution of enrolled participants within the four age strata.
Monitoring recruitment by race will allow the SC Coordinator to assess the
level of enrollment of minority individuals.

To facilitate this monitoring activity, the Randomization and Enrollment mod-
ule of the SMS will produce the following reports (Note: These reports are no
longer available from the SMS):

Enrollment Status Report (Appendix B-4-3: Enrollment Status
Report): This report summarizes the number of participants who have
been randomized/enrolled during a specified month and year, and
cumulatively, and the distribution between intervention and control
groups.

Enrollment Summary Report (Appendix B-4-4: Enrollment Summary
Report): This report summarizes the number of participants in each
randomization group, the mean age within each randomization group,
the mean age overall, and the number of males and females in each
randomization group. For the four age ranges, the report summarizes
the number of participants in each age range, the mean age, and the
number of males and females within each age range.

To facilitate the day-to-day management of SC operations, the SMS will also
produce the following reports (Note: These reports, with the exception of the
Study ID Assignment Report, are no longer available from the SMS).:

Randomization Assignment Report (Appendix B-4-5: Randomiza-
tion Assignment Report): For a specified time period, this report shows
the group assignment (intervention or control), gender, date of birth,
and date of randomization for each Participant ID.

Study ID Assignment Report (Appendix B-4-6: Study ID Assignment
Report): This report lists the name, Participant ID, randomization date,
gender, date of birth, modified date of birth, group assignment, and
telephone number for each individual enrolled in the study. The report
may be sorted alphabetically by last name or by Participant ID. It may
be used as a reference report for a variety of SC management tasks
and is for internal SC use only.

TASR/RAND Comparison Report (Appendix B-2-11: TASR/RAND
Comparison Report): This report compares the data for potential partic-
ipants in the Tracking and Summarizing Recruitment (TASR) module
with enrolled participants in the Randomization and Enrollment (RAND)
module to highlight data inconsistencies as well as pending randomiza-
tions.

Report of BQ/RAND Discrepancies (Appendix B-4-7: Report of BQ/
RAND Discrepancies): Formerly the Randomized Ineligible Report, this
report is generated from the Data Entry and Editing System (DEES)
and identifies possible randomized ineligibles based on participant
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responses to questions on the Baseline Questionnaire regarding per-
sonal cancers and prior use of PLCO screening examinations.

The following PLCO system function supports the development of customized
reports for management of SC randomization and enrollment activities.

e Data Export: This function will allow the SC to export data from the
RAND data tables to files that may be used to produce customized
reports. Appendix E of the SMS User’s Guide/SMS Upgrade Documenta-
tion contains information regarding use of the data export option.

All of the above reports are designed for internal SC management use and
may be printed as often as necessary. Reports that contain participant identifi-
ers such as names, will be used internally at the SC, and their use and storage
will be controlled by the SC Coordinator.

Reporting Participant Accrual to the Coordinating Center

The SC Coordinator will transmit participant accrual data to the CC on a
monthly basis. Reporting will be done electronically through the transmission
option(s) available in the Data Transmission application of the PLCO computer
system. This module will automatically extract all data related to participant
accrual that must be reported to the CC. No participant identifiers will be
reported. Electronic data transmission is described further in the SMS User’s
Guide/SMS Upgrade Documentation.
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5.0 ADMINISTERING THE BASELINE

5.1

5.2

QUESTIONNAIRE AND BASELINE LOCATOR
FORM

Overview

A questionnaire will be administered to all eligible participants recruited into
the trial. The purpose of this questionnaire is to collect baseline information on
demographics, cancer risk factors and history of cancer screening. Participant
identifying and locating information will also be collected. Procedures for
administration and processing of the Baseline Questionnaire and Baseline
Locator Form are presented in the following sections. (Note: Entry of the
Baseline Questionnaire and Baseline Locater Form are no longer available from
the SMS.)

Administration of the Baseline Questionnaire and Baseline
Locator Form

There are two versions of the Baseline Questionnaire, one for male partici-
pants (A-5-1) and one for female participants (A-5-2). The Baseline Question-
naire is used to collect information on demographics, occupational history,
personal and family cancer history, lifestyle habits and history of screening for
prostate, lung, colorectal and ovarian cancer. The Baseline Questionnaire is
designed as a mail out questionnaire to be self-administered by the study par-
ticipant. Although the Baseline Questionnaire has been designed for this
method of administration, it can also be administered by Screening Center
(SC) staff as an in-person interview during an SC visit or as a telephone inter-
view, if preferred.

Accompanying the Baseline Questionnaire is the Baseline Locator Form (A-5-
3). This form is used to collect information that will help the SC locate the par-
ticipant in the future, including name, address and phone information, Social
Security number, names of household members and two contact persons for
each participant.

The Baseline Questionnaire and Baseline Locator Form may be administered to
all PLCO participants either before or after randomization and enrollment have
been completed, but they may not be administered before eligibility has been
determined. Once eligibility has been determined, the Baseline Questionnaire
and Baseline Locator Form will either be mailed or administered by the SC
staff. If the Baseline Questionnaire is completed more than one month prior to
randomization, it should be administered again.

Regardless of whether the Baseline Questionnaire is administered before or
after randomization, the SC should make every effort to have it completed by
the end of the participant’s reporting window (1 month after randomization).
At the latest, the Baseline Questionnaire must be completed by the end of the
participant’s delinquency period (3 months after randomization).

Specifications for completion of the Baseline Questionnaires and Baseline
Locator Form are presented in Appendices A-5-1, A-5-2 and A-5-3.
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5.4

Preparing Mailings of the Baseline Questionnaire and
Baseline Locator Form

The SC Coordinator may use the SMS to determine which participants are due
to complete the Baseline Questionnaire and/or Baseline Locator Form. The
Baseline Directive (Appendix B-5-1: Baseline Directive) generated from the
Requests Module of the SMS, lists the participants who are in their reporting
window for baseline forms but have not yet completed them. (Note: The
Baseline Directive is no longer available from the SMS.)

SCs who choose to mail out the Baseline Questionnaire and Baseline Locator
Form to study participants will be responsible for preparing and mailing the
two forms and all related materials, including a cover letter. Each SC will
develop their own cover letter for the Baseline Questionnaire and Baseline
Locator Form mailing.

The mailing package will consist of a cover letter, the appropriate version of
the Baseline Questionnaire booklet (male/female), the Baseline Locator Form
and a postage-paid, return envelope. Prior to the mailing of questionnaires to
randomized participants, the SC is responsible for labeling the Baseline Ques-
tionnaire and Baseline Locator Form with the appropriate Participant ID label.
(Questionnaires that are mailed to non-randomized participants will require
linking the participant by name and date of birth when the Participant ID is
assigned after randomization.) The Participant ID labels and the address labels
for both the mailing envelope and the return envelope may be generated by
the individual tracking module of the Study Management System (SMS). Each
SC may determine whether it is preferable to use the SMS or some other SC
support system already in place for mailing efforts.

Receipt, Edit and Data Entry of Baseline Questionnaire and
Baseline Locator Form Data

Baseline Questionnaire mailings will be done on a regular basis as determined
by the recruitment schedule of each SC. With each batch of mailings, the SC
will record in the SMS the date the package was mailed for each study partici-
pant. The SMS will allow the SC to record and review all activities associated
with the Baseline Questionnaire mailings, including keeping a record of the
first and latest mailing dates.

When the completed questionnaires are returned to the SC, the SC staff will
receipt them into the SMS. This may be done through interactive data entry,
through keyed batch receipt, or through an update of the SMS database from
DEES. Regardless of the method of receipt, the forms should be receipted as
expeditiously as possible since the system will not consider any activity as
having occurred until the associated form has been receipted.

During the receipt process, the following data items are recorded in the SMS:

« date of birth (only entered during interactive data entry for purposes of
identification of the participant);

e race;
e education level;
e cancer status; and

e date of completion
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Note that if the date of completion is left blank on the questionnaire, the SC
should either contact the participant to obtain the correct date, or use an esti-
mated date of completion. (Refer to the specifications for completion of the
Baseline Questionnaire).

Recording data on age, race and education level will allow the SCs to evaluate
and prepare reports on the demographic characteristics of the study popula-
tion. Recording data on cancer status will allow SCs to identify some random-
ized ineligibles and to monitor non-PLCO cancers.

A sample receipt control screen for the Baseline Questionnaire-Male is pre-
sented in Figure 5-1.

wl e =N =Y

BASELINE QUESTIONNAIRE (Hale) Page 1/1

(View/Update)
Participant ID: piRGYAES Form Type: [HI[J Date Received: BEAGYES

2. Which race group best describes you? r Race: [
2a. Are you of Hispanic origin (Y¥/N)?

3. What is the highest grade or level of schooling vou completed?
29. Have you ever been diagnosed as having cancer? [J
Cancer Code What tupe of cancer did vou have?

48. Date this guestionnaire completed: IRFEIIFEN
If completion date was estimated, please mark "X¥": N

(8273 records on file)

Figure 5-1. Receipt Screen for Baseline Questionnaire-Male

Receipt of the Baseline Locator Form will involve entering the form type and
the Participant ID into the SMS. All of the Baseline Locator data will also be
manually entered into the SMS. Because this data entry is time consuming,
the Baseline Locator Forms may be receipted in batch and their data entered
into the SMS at a later time. These data will be used for generating Follow-up
Locator Forms, for annual follow-up mailings, and for merge files for cover let-
ters to participants and physicians. A sample receipt control screen for the
Baseline Locator Form is presented in Figure 5-2.
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. What is your place of birth?

. What is vour Social Security Number? NN

. What is iour current Frimari home address and telerhone number?

. What is vour work telephone number?{If applicable)

Viewing Blfrcp

Cllele| B e Al

[Escl-Done [F18]1-Henu [F91-Edit [Ins]-Add

BASELINE LOCATOR FORH Page 1/3
(Receipt)

Participant ID: - Form Type:
Date Completed: Date Received:
If Date Completed was estimated, please enter "HK™:

. What is vour full name?
Title First Hiddle Last Suffix

. Bre ou known b an other last name ()lease include our maiden name)?

Maiden Name Other Name 1 Other Name 2

City State

Streetl Street?
|

City State Zipcode Telephone Number

{0 records on file)

Figure 5-2. Receipt Screen for Baseline Locator Form

5.5

In addition to receipt into the SMS, the Baseline Questionnaire must be
scanned in the Data Entry and Editing System (DEES). Prior to scanning, the
SC staff will perform a manual edit of the form. During this edit, several open-
ended items will be coded including:

e Place of birth (Q.1)
e Cancers reported in family members (Q.21)
= Cancers reported in participant (Q.30)

Refer to the specifications for the Baseline Questionnaire (Appendices A-5-1
and A-5-2) for further information on coding these items.

After the manual edit and coding are completed, the Optical Mark Reader
(scanner) will be used to scan the form using the DEES. Computer edits will be
generated from this process which will identify inconsistent responses, missing
data, and incomplete information. (Refer to Chapter 17.0 and the DEES User’s
Guide/DEES Upgrade Documentation.) The computer edit will identify prob-
lems with data items, some of which will require data retrieval. Data retrieval
is described in the following section.

After data retrieval is completed, the form will be updated, rescanned and
assigned a final disposition. See Chapter 17.0 for additional information on
processing PLCO forms.

Follow-up of Non-Respondents and Data Retrieval

The SC will conduct follow-up for non-respondents and for items on either the
Baseline Questionnaire or the Baseline Locator Form that require data
retrieval.
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Although each SC will establish a schedule for making follow-up attempts to
non-respondents, we recommend an initial recontact approximately three
weeks after the Baseline Questionnaire has been mailed. The SC may arrange
for either a reminder phone call, a second mailing of the Baseline Question-
naire, an in-person interview if the participant is coming to the clinic, or a tele-
phone interview.

Data retrieval will be conducted for key items on the Baseline Questionnaire
and the Baseline Locator Form as identified from the computer edit. The key
items on the Baseline Questionnaire are data that NCI has determined are crit-
ical for analysis. Since items on the Baseline Locator Form are necessary for
future contact of the participant, each SC will determine which are key for data
retrieval. The SC will contact the participant for completion of any critical data
item which is incomplete, missing, or illegible. The SC may, if desired, use this
opportunity to also obtain information regarding data items which are consid-
ered non-critical. Listed below are the critical data items of the Baseline Ques-

tionnaire requiring data retrieval:

Critical Data Items Question Number
Date of Birth Cover Page

Race 2

Smoking 10,12

Personal Cancer History 29,30
Live Births (Female) 41
Ovaries Removed (Female) 49,50
Prostate Surgery (Male) 38
Screening Exams (Female) 55,58-62

Screening Exams (Male) 43-47

If a participant fails to complete the Baseline Questionnaire before the end of
the delinquency period, the SC Coordinator will complete a Missing Data Form
to indicate that the data will not be collected. If no other reason is identified,
the reason for the missing data will be recorded as “Out of Window.” If the
participant returns the Baseline Questionnaire after a Missing Data Form has
been receipted in its place, the Missing Data Form should be deleted from the
SMS and the Baseline Questionnaire should then be receipted into the SMS.
Refer to the SMS User’s Guide/SMS Upgrade Documentation for instructions on
deleting Missing Data Forms from the system. (See Chapter 17.0 for additional
information on the Missing Data Form.)

There may be a small number of cases in which more than one Baseline Ques-
tionnaire is completed by the same participant. Some of the common situa-
tions involving duplicate Baseline Questionnaires and their resolutions are as
follows:

1. Situation: Based on the participant’s name, the SC may send a female
participant a Baseline Questionnaire - Male in error and it may be com-
pleted and returned by the male participant.
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Resolution: Do not receipt and scan the questionnaire for the wrong
gender. The SC should transcribe non-gender-specific information onto
the appropriate blank, gender-specific form, and then contact the par-
ticipant to collect missing gender-specific data. If the wrong question-
naire was already receipted and/or scanned, it must be deleted from
SMS and/or DEES.

2. Situation: After randomization, the participant completed the ques-
tionnaire and returned it late (by mail). The SC considered the partici-
pant a non-respondent and sent another questionnaire. The two
questionnaires crossed in the mail.

Resolution: In this case, the form completed on the earliest date
within the reporting window should be receipted and scanned. If both
questionnaires were receipted and/or scanned before the error was
detected, the one with the later date should be deleted from SMS and/
or DEES.

Before any forms are deleted, it should be verified that the multiple forms
were completed by the same person (rather than mislabeled).

Monitoring Completion of the Baseline Questionnaire and
Baseline Locator Form

Reports generated by the PLCO computer system will assist the SC Coordina-
tor in monitoring receipt of the Baseline Questionnaire and the Baseline Loca-
tor Form. These include:

e Open Forms Report (SMS) (Appendix B-17-8: Open Forms/Speci-
mens Report): This report will show delinquent or outstanding Baseline
Questionnaires and Baseline Locator Forms by individual Participant ID.

e Duplicate Report (DEES) (Appendix B-5-2: Duplicate Forms Report):
This report will list PIDs for which more than one Baseline Question-

naire is scanned.

e DEES/SMS Comparison (DEES) (Appendix B-17-4: Population Profile
Report): This report compares like data items between SMS and DEES
for forms receipted and scanned.

e SMS/DEES Synchronization Reports (DEES) (Appendix B-17-6:
Intervention Activities Report): This report identifies forms scanned in
DEES but not in SMS or receipted in SMS but not yet scanned.

Transmitting Data to the Coordinating Center

The Baseline Questionnaires and Baseline Locator Forms will be filed at the SC.
Data from the Baseline Questionnaire will be transmitted to the Coordinating
Center (CC) using the Data Transmission application module of the PLCO com-
puter system. Problems identified by the CC will be sent to the SC Coordinator
for resolution. Refer to the SMS User’s Guide/SMS Upgrade Documentation for
specifications on data transmission.

5-6 PLCO Manual of Operations and Procedures
March 1, 2006



6.0 SCHEDULING, CONDUCTING AND REPORTING

6.1

6.2

BASELINE SCREENING TESTS AND
ADMINISTERING THE DIETARY
QUESTIONNAIRES

Overview

Screening Centers (SCs) will schedule and conduct baseline-screening visits
with all participants randomized to the intervention arm of the study. The
baseline-screening visit is referred to as TO. The purpose of this visit is to con-
duct screening tests for the PLCO cancers. Intervention participants will
undergo the following tests at the baseline visit:

All participants: Chest X-ray
Flexible Sigmoidoscopy

Women Only: Ovarian Palpation Examination** (This exam was discon-
tinued in December 1998)
Transvaginal Ultrasound>
CA-12511 Blood Test*

Men Only: Digital Rectal Examination
PSA Blood Test

The SC Coordinator will contact participants to schedule a baseline-screening
visit to take place within one month of the participant’s enrollment in the
study. The screening tests will be conducted according to the PLCO protocols
described in Chapters 10 through 15. All examinations for a study year should
be scheduled to take place in one visit to the Screening Center. Only if neces-
sary should the examinations take place in more than one visit. The SC Coor-
dinator will monitor the completion or non-completion of all required
examinations and study forms. The results of all screening tests will be trans-
mitted to the Coordinating Center (CC) on a monthly basis. The SC Coordina-
tor will also oversee the process of reporting screening test results to
participants and physicians. The following sections describe the scheduling,
conduct, monitoring, and reporting of the baseline screening tests.

Also included in this chapter are procedures for administration and handling of
the PLCO dietary questionnaires. The Dietary Questionnaire (DQX) will be
administered to all intervention group participants at baseline and the Diet
History Questionnaire (DHQ) will be administered to all control group par-
ticipants at baseline (in addition to interventions participants at T3).

Scheduling the Baseline Screening Visit

The baseline-screening visit will be scheduled to take place within one month
after randomization and enrollment of the participant in the trial. This period of
one month is called the participant’s “reporting period.” During the reporting
period, the SMS has “expectations” that the screening exam forms will be
receipted. After a participant has moved out of his/her reporting period, i.e.,
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after one month, the SC should continue to attempt to collect data from the
participant (i.e., perform screening examinations) until three months past the
participant’s randomization date. This period from one month to three months
past the randomization date is called the “delinquency period.” During the
delinquency period, the SMS continues to have “expectations” for the data col-
lection forms. After three months, the SC should discontinue all attempts to
collect data until the following annual reporting window begins. (See Figure 6-
1 below). If, however, a participant requests screening outside his or her
annual activity window, the screening should be performed up to 1 month
prior to the T1l randomization anniversary date. (See Chapter 17.0 for a dis-
cussion of data collection outside the window). If the participant is unable to
complete the TO flexible sigmoidoscopy examination during his or her activity
window, it may be performed at his or her request up to 1 month prior to the
T1 randomization anniversary date.

Activity Window for TO Activiy Window
for T1 bﬂ
I 1
1 2 3 4 E [ 7T S 9 10 11 12
Fepotmgs Delmquency Paand Mo Data Collection Eepotmg
Pariod Fariad for
Tl »
Rand. Rand. Daie Rand. Daie Rand. Daie Rand.
Daie + 1 vomah + 3 mondhs + 11 nomths Anmnav,
Daie

Figure 6-1. Baseline Study Year TO

A brief description of how the SC will schedule appointments for a baseline
screening visit is given below:

e Appointments will be scheduled for participants who are currently in
their reporting window or their delinquency period, and who have not
completed all baseline-screening examinations.

e The SC may generate the Intervention Activities Report (Appendix
B-17-6: Intervention Activities Report) from the SMS. This report lists
participants who are currently in their reporting window or their delin-
quency period. Chapter 17.0 contains a detailed explanation of the
Intervention Activities Report. (Note: The Intervention Activities
Report is no longer available from the SMS.)

e The SC may also generate the Participant Overview Report (Appen-
dix B-17-7: Control Activities Report) which provides information about
the status of study activities for individual participants.

e Once participants who need appointments are identified, the SC staff
will contact the participants (by mail or phone) to schedule an appoint-
ment;

e Appointments will be recorded in a scheduling system. Each SC will
develop its own scheduling system for tracking participant contact and
appointment times.
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< It is recommended that each participant be recontacted in advance of
the appointment date either by phone or mail and given the following
information:

» a reminder of the appointment time and place, with maps or park-
ing instructions, as appropriate;

» a description of each of the procedures; and

» instructions for preparing for the screening tests, such as how to
use enemas, etc.

The SC may wish to develop “Participant Information Sheets” for this purpose.
Such information sheets must be approved by the NCI prior to distribution to
participants.

The SC Coordinator should aggressively attempt to reschedule no-shows and
cancellations within the reporting window.

Documenting Non-Participation

When the SC Coordinator attempts to schedule an appointment for the base-
line visit, s/he may encounter participants who are unable or unwilling to par-
ticipate in one or more study activities. In addition, there may be situations in
which the study protocol prohibits completion of a screening examination
(e.g., when a PLCO organ has been removed or when a PLCO cancer has been
diagnosed). Please refer to Chapter 7.0 for a complete discussion of non-par-
ticipation in screening activities.

When a participant does not complete one or more study activities, the SC
Coordinator will complete a Missing Data Form (Appendix A-17-1) or a Non-
response Form (Appendix A-17-2), depending on the situation. During the
period from the end of the delinquency period until the beginning of the follow-
ing year’s reporting period, the SMS has “expectations” for Missing Data Forms
instead of data collection forms. The completion of these forms at baseline is
described below.

6.3.1 The Missing Data Form

If a participant firmly refuses or is unable to schedule a baseline screening visit
or to complete all of the tests during the reporting window or the delinquency
period, but may be willing or able to complete study activities in the future,
the SC Coordinator will complete the Missing Data Form as follows:

e Record the SC identifying information on the top of the form and affix
the Participant ID label.

e Check the box for each baseline form that will not be completed.
e Record the study year code as “TO”.

< Record the reason code and the appropriate subcode indicating the rea-
son for the missing data.

e Receipt the form into the SMS and file it in the participant’s folder.

If the participant returns a questionnaire or undergoes screening after a Miss-
ing Data Form has been receipted for that activity, the Missing Data Form
should be deleted from the SMS and the appropriate data form should then be
receipted into the SMS. Refer to the SMS User’s Guide/SMS Upgrade Docu-
mentation for instructions on deleting Missing Data Forms from the system.
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6.3.2 The Nonresponse Form

If a participant firmly refuses or is unable to schedule a baseline screening visit
and will no longer participate in any aspect of the trial that involves participant
contact, such as screening visits and questionnaires, the SC Coordinator will
complete the Nonresponse Form as follows:

e Record the SC identifying information on the top of the form and affix
the Participant ID label.

 Check the reason for nonresponse and describe in detail medical condi-
tions, refusals and loss of contact.

 Record the effective date (i.e. date of refusal, etc.).
< Receipt the form into the SMS and file it in the participant’s folder.

The Non Response Form should be completed at the discretion of the SC Coor-
dinator, but its use should be minimized. It should only be used when there is
no reasonable chance that the participant will be willing or able to participate
in study activities in the future.

Specifications for the completion of the Missing Data Form and the Nonre-
sponse Form are included as Appendix A-17-1 and Appendix A-17-2, respec-
tively. A further discussion of these two forms is given in Chapter 17.0.

Preparing for the Baseline Screening Visit

Before the baseline-screening visit, the SC Coordinator will prepare the follow-
ing study forms needed for the visit:

For Males: For Females:

Participant Control Record (PCR) Participant Control Record (PCR)

Blood Collection Form (BCF3) Blood Collection Form (BCF3)
Chest X-Ray Screening Examination Chest X-Ray Screening Examination
Form (XRY2) Form (XRY2)

Flexible Sigmoidoscopy Screening Flexible Sigmoidoscopy Screening
Examination Form (FSG2) Examination Form (FSG2)

Digital Rectal Screening Examina- Transvaginal Ultrasound Screening
tion Form (DRE2) Examination Form (TVU2)

The Participant Control Record is described below in Section 6.5. The examina-
tion forms are described in Chapters 10 through 15. Note that female partici-
pants who do not have one or more ovaries intact will not be given
transvaginal ultrasound or CA12511 exams. As of December 1998, the ovarian
palpation screening exam will no longer be performed for any female partici-
pants.

It is strongly recommended that SC office staff prepare the examination forms
in advance of the visit by affixing Participant ID labels to them and completing
the administrative section at the top of each form. Note: Only the administra-
tive section of the data collection forms should be completed in advance of the
visit. Pre-filling of other sections can result in data collection errors. It is also
recommended that the complete study folder containing enrollment docu-
ments, correspondence, medical record abstracts, etc., not be sent to the
clinic for the participant’s screening visit; only the documents related to the
screening should be sent to the clinic.
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6.6

Conducting the Baseline Screening Tests

According to the study protocol, the baseline screening visit should take no
more than two hours to complete. The SC is required to explain the procedures
to the participant in advance of the tests. As noted above in Section 6.2, this
may also be done in writing (via participant information sheets) in advance of
the visit. It is also recommended that the procedures be reviewed verbally
during the visit. This can be accomplished in an intake interview in which the
individual procedures and the flow of the visit are explained, and the partici-
pant’s questions are answered. The SC may wish to also take the participant’s
medical history and vital signs at this time (a required activity for the flexible
sigmoidoscopy examination - see Chapter 13.0). The procedures for conduct-
ing the screening tests are described in Chapters 10 through 15.

Documenting the Baseline Screening Visit

After each examination is completed, the examiner will document the results
of the examination on the appropriate screening examination data collection
form.

6.6.1 The Participant Control Record

A Participant Control Record, shown in Appendix A-6-1, will be used to
track the status of each screening test and level of referral for each test. The
Participant Control Record may be completed, in part, by each examiner, or
may be completed by staff at the end of the visit, based on a review of exami-
nation forms. The Participant Control Record will be completed as follows:

At the beginning of the screening visit, the SC Coordinator will ensure
that the administrative section at the top of the Participant Control
Record is complete and that a Participant ID label has been affixed to
the form.

e The SC Coordinator will record the time the participant arrived at the
SC next to “Screening Visit Total: Time In.”

< The Participant Control Record will accompany the participant as s/he
goes from one examination to the next. The order of examinations,
however, will not necessarily proceed according to the order in which
the tests are listed on the Participant Control Record. Rather, the order
will be dictated by protocol restrictions and by the setup of the SC facil-
ities. (Protocol restrictions regarding the order for the blood collection,
flexible sigmoidoscopy and transvaginal ultrasound are described in
Chapters 10, 14 and 15, respectively.)

e The examiner will record the result of the examination in the Exam
Result column. Possible exam results are as follows:

AS=Positive Screen

AN=Negative Screen, Other Abnormalities
NG=Negative Screen, No Abnormalities
IN=Inadequate

= If the examination was not done, the SC Coordinator will record “ND” in
the “Not Done/Result Pending” column. If the result of the examination
is pending, the SC Coordinator will record “RP” in this column.
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e For all exams, the SC Coordinator will record a number in the Level of
Referral column to indicate the level of referral.

Possible levels of referral are as follows:
1 = Significant Abnormality, Referral
2 = Moderate Abnormality, Referral
3 = Slight Variation from Normal, No Referral
4 = Normal/Result Not Available, No Referral

An exam result of Positive Screen must have a level of referral of 1. An
exam result of Negative Screen, No Abnormalities must have a level of
referral of 4.

e The examiner who assigned the final result to the examination should
record his/her ID in the Staff ID column. If the examination result is
pending (activity status of RP), the Staff ID should be left blank.

e At the end of the screening visit, the SC Coordinator will write the time
the participant left the SC next to “Screening Visit Total: Time Out.”

Specifications for the completion of the Participant Control Record are pre-
sented as Appendix A-6-1

At the end of the visit, before the participant leaves the SC, the SC Coordina-
tor will review the Participant Control Record to make sure that all required
tests were performed. If a screening test needs to be rescheduled, it should be
rescheduled for a date that is within the reporting window (i.e., within one
month of the randomization date), but not later than three months past the
randomization date. The rescheduled date will be noted in the SC’s appoint-
ment scheduling system.

After the visit, the examination forms must be entered into the Data Entry and
Editing System (DEES) and the Study Management System (SMS). Once the
exam forms are scanned and the Participant Control Record is entered, com-
puter edits will verify that the referral codes correctly correspond to the result
codes. In the majority of cases these edits will identify situations in which the
SC should modify erroneous coding. In rare cases where the SC reviews the
results and the mismatched coding is valid, procedures for results reporting
will be handled on a case by case basis. In these instances, the SC should con-
tact User Support for assistance. Please refer to Chapter 17.0 for a discussion
of PLCO forms processing.

6.6.2 Documenting a Duplicate Screening Visit

If a participant is inadvertently screened twice in the same study year, the
exams from the first visit should be considered the official PLCO exams. In
order to document the situation, the following steps should be taken:

1. Any blood collected at the second visit should either be discarded or
processed by the SC outside of the PLCO Trial.

2. The forms for the second visit should not be scanned. Instead, the
exam results should be entered into the Participant Status Screen.

3. The hardcopy exam forms from the second visit should be kept in the
participant’s file with a note (initialed and dated) documenting the situ-
ation.
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The participant and his/her physician should be informed of the error
and given the results of all exams (from both the first and second visit).

A Protocol Violation Report (Appendix A-17-7) should be completed and
sent to the CC.

6.7 Monitoring the Baseline Screening Tests

The SC Coordinator will monitor the completion of the baseline screening tests
for all intervention participants using the following SMS reports:

Open Forms Report (Appendix B-17-8: Open Forms/Specimens
Report): This report will show all delinquent, incomplete or outstanding
forms for each participant. Since the receipt of forms and specimens
indicates the successful collection of study data, the SC Coordinator will
use this report on a regular basis for monitoring the status of interven-
tion participants during the study.

Results Pending Report (Appendix B-6-1: Results Pending Report):
This report lists all participants for whom screening examination results
are pending (status of RP). The report shows the PID, study year, form
type, and examination date.

Results Pending Three or More Weeks Since Exam Date (Appen-
dix B-6-2: One or More Exam Statuses = Results Pending Three or
More Weeks Since Exam Date): This report lists all participants for
whom at least one examination is still pending (RP status) three or
more weeks after the examination date. It shows the PID, study year,
exam date, status of all examinations, and date the Screening Test
Results Report was sent.

Referrals for Exam Forms (Appendix B-6-3: Referrals for Exam
Forms): This report displays the referral levels assigned to individual
examinations. It may be requested for specific participant IDs, for all
examinations that took place during a range of dates or for all partici-
pants. The report may be sorted by PID, examination date, referral
code or study year.

QA Checks Report (Appendix B-6-4: QA Checks Report): This report
prints discrepancies between the results of regular examination and
medical record abstract forms and their associated quality assurance
forms. It presents counts as well as a listing of discrepant cases.

Examination Summary Report (Appendix B-6-5: Examination Sum-
mary Report): This report generates summaries of exams performed.
The user may select any combination of exams and a range of visit
dates. This is a four part report: (1) exams performed, (2) exams by
examiner ID, (3) exams by outcomes, and (4) outcome by examiner.

Instructions for generating and using the above reports are provided in the
SMS User’s Guide/SMS Upgrade Documentation. Reports can also be gener-
ated to track an individual participant’s status with regard to the baseline
screening tests. These reports are described in Chapter 17.0.

The SC Coordinator should attempt to resolve all problems related to the
screening tests and their associated forms before the participant moves out of
his/her reporting window. If a participant reaches the end of his/her delin-
quency period without completing all of the required study activities, the SC
Coordinator will complete a Missing Data Form to indicate which activities were
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not completed. If no other reason is identified, the reason for the missing data
will be recorded as Code 6 “Out of Window”, subcode 666.

Reporting Results of the Baseline Screening Tests

The SC Coordinator is responsible for reporting the results of the baseline
screening tests to the participant, to the participant’s physician of choice, and
to the CC. The procedures for reporting results are described below.

6.8.1 Reporting Results Immediately After the Screening Exam

The SC may choose to provide preliminary verbal results of an exam to the
participant immediately after the exam. At this time the examiner should
remind the participant that written results will also be sent in 3 weeks. Regard-
less of the outcome of a screening exam, no recommendations for specific
methods of follow-up, such as colonoscopy, biopsy, etc., should be provided
either to the participant or to his/her physician. It is also a violation of the
PLCO protocol to provide follow-up recommendations based on information
obtained outside of the PLCO screening examination. If the examiner is con-
cerned about a participant’s level of risk (due to family history, past results,
etc.) s/he may want to encourage the participant to talk to his/her physician
about these issues. For example, the examiner may say: “due to your family
history of cancer, you may want to talk to your physician about the appropri-
ate way to monitor your health....” If the SC provides follow-up recommenda-
tions either verbally or in writing to either the participant or to his/her
physician, the SC must submit a Protocol Violation Report (Appendix A-17-7)
to the CC.

6.8.2 Generating the Screening Test Results Report (STRR)

The Screening Tests Results Report (STRR) (Appendix B-6-7: Screening
Test Result Report Not Sent Three or More Weeks Since Exam Date) may be
used to report test results to participants and their physicians. There will be a
version of this report for male participants and a version for female partici-
pants. This report will be automatically generated by the SMS upon receipt of
the blood test results from UCLA. The report can also be reprinted, if neces-
sary (refer to the SMS User’'s Guide/SMS Upgrade Documentation for more
information on generating the Screening Tests Results Report). Note: Since
the STRR may be automatically generated when the blood test results are
received, the SC must be sure to generate the STRRs for participants who did
not undergo the PSA/CA125I11 blood test or those samples that were not
shipped.

The Screening Tests Results Report will contain the following information:
e Participant Name;
- Participant Address;
e Participant Telephone Number;
e Study Year;
e Examination Date;
e Results of Examinations; and

e Type of test, analysis lab, and reference range (for blood assays).
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The report will list only those examinations appropriate to the participant’s
gender.

Several copies of the STRR should be made. One copy of the STRR will be sent
to the participant, one copy will be filed in the participant’s folder at the SC,
and one or more copies may be sent to physicians as appropriate.

The SCs should generate all STRRs regardless of results, or lack there of. For
example, a woman without ovaries will not have any results after her T4 visit
but an STRR documenting the visit should still be generated and filed in the
participant’s file for record keeping purposes. In addition, the SC may want to
draft a letter to be sent to acknowledge and appreciate participant efforts even
when there are no results to report. The SC should submit such a “No Results”
letter to NCI for approval, with a copy to the CC.

6.8.3 Reporting Results Using an SC-Designed Report

The SC may elect to send notification of the test results using a form other
than the Screening Test Results Report generated from the SMS. The SC-
designed form must include all of the elements listed above. In addition, SCs
not sending the SMS STRR must generate one copy of it for the participant’s
file, in addition to maintaining a copy of the SC-designed report that was sent
to the participant and physician. The SC should submit such a "No Results"
report to NCI for approval, with a copy to the CC.

6.8.4 Reporting Detailed Findings of the Examinations

If a SC wishes to report detailed findings to participants and/or physicians (to
supplement the Screening Test Results Report), the SC may use the Screen-
ing Examination Reports that are available in DEES (Appendices B-11-1
through B-15-1). If the SC uses some other method to report detailed find-
ings, the SC must obtain NCI approval of such reports. In addition, a copy of
detailed findings reports that are sent to participants and/or physicians must
be filed in the participant’s study file.

6.8.5 Reporting Results of the Screening Tests to Participants and
Physicians
Screening test results will be sent to participants and physicians with a sepa-

rate cover letter. Each SC is responsible for drafting its own cover letters, how-
ever the letters must include the elements described below.

The participant letter must include:

e A disclaimer stating that the examination is a screening examination,
not a comprehensive examination;

e A statement advising the participant to seek medical attention in the
case of abnormal screening test results;

e A statement that the results have been sent to his/her physician of
choice (if he/she provided the name of a physician); and

e The SC telephone number and the SC Coordinator’s and Principal
Investigator’'s names for any questions or concerns the participant may
have.

The physician letter must include:
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A statement that the PLCO trial is a NCI sponsored scientific study
designed to evaluate screening tests for prostate, lung, colorectal and
ovarian cancer;

e The name and date of birth of the participant whose results are being
reported;

e A disclaimer stating that the examination is a screening examination,
not a comprehensive examination;

< A statement indicating that the participant has been advised to seek
medical attention in the case of abnormal screening test results;

= A statement encouraging the physician to see the participant for diag-
nostic follow-up of abnormal screening tests;

= A statement inviting the physician to contact the SC for more informa-
tion regarding the diagnosis and treatment of PLCO cancers; and

e The SC telephone number and the SC Coordinator’s and Principal
Investigator’'s names for any questions or concerns the physician may
have.

A sample participant results letter is presented in Appendix C-6-1. A sample
physician results letter is presented in C-6-2. All cover letters must be
approved by NCI prior to use at the SC.

Participants and physicians should be notified in writing of all test results
within three weeks of the screening visit. A copy of all written correspondence
to participants and physicians should be kept in the participant’s study file. The
SC Coordinator should monitor the mailing of test results on an ongoing basis.
See Section 6.7

At the beginning of the study, each participant will be asked to provide the
name, address, and telephone number of his/her primary care physician on
the Baseline Locator Form. The SC will send the participant’s test results to
this physician. During the baseline screening visit, the SC staff should confirm
with the participant that this is the appropriate physician to whom results
should be sent, and that the name and address are correct. If a participant
does not have a physician, or if a specialist is needed to follow-up a positive
screening test result, the SC Coordinator will, at the participant’s request,
advise him/her to consult an appropriate physician, and will send the partici-
pant’s screening test results to this referral physician. Participants and primary
care physicians will be notified of both normal and abnormal test results. It is
acceptable to send referral physicians the results of abnormal tests only.

6.8.6 Correcting an Erroneous Results Report

If it is discovered that incorrect results were sent to the participant or his/her
physician, the correct results must be reported, regardless of the type of error
(underestimate or overestimate of seriousness). The manner and timing of
this reporting should be handled on a case by case basis at the discretion of
the screening center. In addition to reporting the correct results, the SC should
also report this error to the CC as a protocol violation.

In situations where a DE form was completed, receipted and scanned for an
erroneous “AS” exam—and no cancer was diagnosed—the DE form should be
deleted as follows:

1. Update the hardcopy screening exam form with the correct exam
result;
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2. Delete the DE screening exam from both the SMS and DEES;
3. Rescan and re-edit the screening exam form in DEES;

Update SMS from the DEES screening exam data (or update the SMS
exam result on the PCR interactively);

5. Review the cancer data on the SMS Participant Status Screen for
appropriate data;

6. Contact PLCO User Support if the cancer suspicion record still appears
on the Participant Status Screen for the exam form;

7. Record a note on the hardcopy DE form explaining why the DE was
completed, initial and date it, and file it in the participant’s file;

8. Report the correct results with an explanation of the circumstances to
the participant and his/her physician.

6.8.7 Making Referrals for Abnormal Examinations

All participants with a positive screen must be referred for follow-up with an
appropriate specialist. Each SC is responsible for referring participants to
appropriate medical professionals in accordance with standard practice at the
SC. Participants with negative screening results but one or more significant
abnormalities may also be referred for follow-up at the discretion of the SC. In
some cases, the SC may wish to refer a participant “internally,” that is, to a
medical professional associated with the SC, for a review of a positive result.

6.8.8 Internal Referrals

An internal referral involves the review of a positive lung screen by a SC physi-
cian or other qualified individual. In most cases, an internal referral entails a
review of the examination data by the physician, and not an actual clinical
examination of the participant. If the internal referral physician determines
that further follow-up is necessary, the participant will then be referred “exter-
nally” to a physician of his/her choice. In some cases, the review may be per-
formed by a nurse or other qualified individual. Internal referrals can be made
for only lung examinations. If an internal referral indicates that an abnormality
is stable and there has been no change, the SC is not required to refer the par-
ticipant externally, but the SC must report the results of the PLCO examination
and the internal referral to the participant and to the participant’s physician of
choice. If the participant requests an additional referral, the SC must refer the
participant externally.

Reporting the results of internal referrals may be accomplished via an addition
to the Screening Test Results Report or to the cover letter that accompanies it,
or by some other type of written communication.

Internal referrals do not in any way affect chest x-ray results. All chest x-ray
results should be assigned in accordance with the PLCO protocol, regardless of
the results of any prior examinations or any subsequent referrals. For exam-
ple, if a TO chest x-ray shows an abnormality that is suspicious for cancer, the
result of the exam must be recorded as “Positive Screen.” If a subsequent
internal review reveals that a film taken prior to the participant’s enrollment in
the study showed the same abnormality and there has been no change, the
result of the TO examination is still “Positive Screen.”

Internal referrals represent the first step in the follow-up of a positive screen.
The result of an internal referral resulting from a positive screen must be doc-
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umented on a Diagnostic Evaluation Form (see Chapter 8.0), and not on the
chest x-ray examination form. If there is a subsequent external referral for the
positive screen, it should also be documented on the same Diagnostic Evalua-
tion Form.

6.8.9 Monitoring the Reporting of Results

The SC Coordinator will monitor the timeliness of reporting screening exami-
nation results using the following SMS report:

Screening Test Result Report Not Sent Three or More Weeks Since
Exam Date (Appendix B-6-7: Screening Test Result Report Not Sent Three or
More Weeks Since Exam Date): This report lists all participants whose screen-
ing visit took place three or more weeks previously, but a Screening Test
Result Report has not been sent.

6.8.10 Transmitting Results of the Screening Tests to the Coordinat-
ing Center

The SC Coordinator will transmit screening test results to the CC on a monthly
basis. This will be done through the Data Transmission application of the PLCO
computer system. When the SC Coordinator runs this application, the com-
puter will automatically extract the data that should be reported to the CC.
Refer to the Network User’s Guide/Network Upgrade Documentation for infor-
mation on transmissions.

Dietary Questionnaires

As part of the studies of cancer etiology being conducted in conjunction with
the PLCO trial, all intervention group participants will have blood drawn for
storage at an NCI biorepository (see Chapter 10.0) and will be asked to com-
plete the self-administered Dietary Questionnaire (DQX) at baseline. See
Appendix A-6-2 for the DQX and its specifications for completion.

In December 1998, a second dietary questionnaire was added to the PLCO
Cancer Screening Trial. The Diet History Questionnaire (DHQ) is a 40-page
opscan form designed to collect a wide range of nutritional information (see
Appendix A-6-3 for the DHQ form and its specifications).

The DHQ will be administered to all control participants at baseline (T0O) and all
intervention participants at T3. Because some participants will have already
moved through these activity windows at the time of implementation, there
will be a backlog of participants. This backlog will consist of Intervention par-
ticipants who have moved through their T3 window, and Control participants
who have moved through their TO window. NCI has specified that backlog par-
ticipants receive the DHQ at their next randomization anniversary and that this
backlog be eliminated within two years of the initiation of the DHQ effort (by
December 2000).

Any individuals who participated in the DHQ pilot will not be required to com-
plete the DHQ (regardless of which form, if any, they completed during the
pilot). Westat will enter MDF records into SMS for the DHQ for all pilot partici-
pants. Hardcopy MDFs will not be required for these participants. In addition,
any control participants who mistakenly complete the DQX will not be
approached to complete another dietary questionnaire. Such errors may have
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occurred if a control participant was randomized a second time as an interven-
tion and mistakenly given a DQX.

This section provides instructions for administering, receipting, editing and
shipping the PLCO dietary questionnaires.

6.9.1 Administration of the Dietary Questionnaire (DQX)

The SC Coordinator may use the SMS to determine which participants are due
to complete the DQX. The Baseline Directive (Appendix B-5-1: Baseline
Directive) generated from the Requests Module of SMS lists the participants
who are in their reporting window for the Dietary Questionnaire but have not
yet completed it. (Note: The Baseline Directive is no longer available from the
SMS.)

The DQX should be given to each intervention participant at the beginning or
end of the baseline screening visit (TO). The participant should be asked either
to complete it during waiting times at the clinic or to take the questionnaire
home, complete it and mail it back to the SC. Depending upon the SC enroll-
ment procedures, it may also be appropriate to give the DQX during an orien-
tation session and then ask the participant to return the form at the TO visit.

Although the form is designed to be self-administered, it can be interviewer-
administered either in-person or via telephone, at the discretion of the SC
Coordinator. Specifications for the form appear in Appendix A-6-2

Intervention participants who are in their baseline study year and for whom
biorepository blood specimens are not collected, should still complete the
Dietary Questionnaire.

6.9.1.1 Preparation
To prepare the DQX for distribution to the participant, the following steps
should be taken:

1. The Requests option in FAST (no longer available) can be used to deter-
mine which participants need to complete a DQX form. (See SMS User’s
Guide/ SMS Upgrade Documentation.)

2. Apply a Participant ID label to the front of the form (in the left corner).
Please be sure that the PID label is straight and the bar code portion is
closest to the edge of the form.

3. Clip a postage-paid return envelope to the questionnaire booklet.

4. Use the Requests/Mailing option to enter the date the questionnaire is
given/mailed to the participant into the Forms and Specimens Tracking
Module of the SMS. (See SMS User’s Guide/ SMS Upgrade Documenta-
tion.)

6.9.1.2 Timeframe

The timeframe for the completion of the DQX is the same as for the Baseline
Questionnaire. It should be completed, if possible, by the end of the partici-
pant’s reporting window (1 month after randomization) and at the latest, by
the end of the delinquency period (3 months after randomization).
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6.9.2 Administration of the Diet History Questionnaire (DHQ)

6.9.2.1 Scheduling

The SMS can be used to determine which participants need to complete the
DHQ. NCI has required that the DHQ be administered to all backlog partici-
pants within the first two years of the DHQ effort. To allow this, the DHQ
expectations are designed so that the current DHQ participants and the “old-
est” backlog participants (T4 and T5) are addressed in the first year of the
DHQ effort (December 1998 to December 1999). The remaining “younger”
backlog (control participants who at the time of implementation were in their
T1 - T3 windows) are addressed in the second year of the DHQ effort (Decem-
ber 1999 to December 2000).

According to these expectation requirements, the following participants will be
listed as requiring a DHQ in the specified timeframes:

Figure 6-2. Schedule for Administration of the DHQ

First Year (Starting 12/98) | Second Year (Starting 12/ | All following years
99) (Starting 12/00)
Current Intervention, T3 Intervention, T3 Intervention, T3
Control, TO Control, TO
Backlog Intervention, T4, T5, T6 Control, T1, T2, T3 Control, TO
Control, T4, T5, T6

Expectations will be triggered in the following manner: (same as for the ASU)

e 30 days prior through one month after the randomization date or anni-
versary, the DHQ status will be “outstanding;”

e between 1 and 3 months (90 days) after the randomization date or
anniversary, the status will be “delinquent;” and

- after 90 days have past since randomization or the anniversary date,
the expectation will switch to “MDF-DHQ.” This expectation will remain
until and MDF-DHQ is receipted.

Note: All MDF-DHQs should be receipted by the SCs before the
opening of the participant’s next study year to prevent resetting
of the DHQ expectation in the subsequent year.

Note: If an SC is concerned about the participant burden associated
with the administration of the DHQ in conjunction with the ASU or other
PLCO activities, they may administer the DHQ outside of the activity
window. If an SC administers the DHQ outside of the activity window,
this time delay (amount of time between the activity window and
administration of the DHQ) should be as uniform as possible for all par-
ticipants. If they decide to administer these questionnaires months
after the randomization anniversary, the system will still show the reg-
ular windows in terms of outstanding, delinquent and MDF expecta-
tions. The Requests module will still reflect the standard activity
window rules. In these cases, the SC can use the Individual Directive
(IDIRECTIVE) option of the Requests module to determine which par-
ticipants need the DHQ and to generate a mail merge file.
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6.9.2.2 Generating a Mailing List

The SCs will have the option of mailing the DHQ either alone or with the ASU.
Regardless of which option they choose, the DHQ directive must be generated.
This directive is required for all mailings because there may be participants
who, at the time of the DHQ mailing, may have already completed or may not
require the ASU (such as control participants at baseline).

Option 1: Mail the DHQ Alone

To prepare a mailing for the DHQ, the SCs can determine who requires
the form by using the Directive option of the Requests module to gen-
erate the following directive:

DHQ directive: (Required) (Appendix B-6-10: DHQ Directive/Late
Directive) This directive will list all participants who are due for their
DHQ. It will not include those participants who were already mailed a
DHQ with the ASU (those from the combined ASU/DHQ directive, see
below). Because there will be participants who do not require the ASU
but may still need the DHQ, it will be essential for the SCs to run this
report. For example, when the DHQ window opens, some participants
may have already completed their ASU for that study year. For those
SCs that are not combining the ASU and DHQ mailings, this will be their
only resource for identifying to whom the DHQ should be sent. (For
more information see the SMS User’s Guide and the SMS Upgrade Doc-
umentation.)

Option 2: Mail the DHQ with the ASU

For backlog control participants and intervention participants, the SCs
may wish to add the DHQ to the ASU mailing. To prepare a combined
ASU/DHQ mailing, the SCs can determine who requires these forms by
generating the following directive:

ASU directive: (Appendix B-7-1: ASU Directive - Participant due for
New Form) While running this directive, the SCs will be prompted with
the question “Do you want to mail the DHQ too?” If they say yes, the
report will list all those participants who require an ASU and a star will
indicate those who also require a DHQ. When the SCs create a merge
file for mailing, these participants will be “flagged” such that they will
not appear on the DHQ directive. Unlike expectations, this directive will
include those DHQ participants who, upon implementation of the DHQ
effort, enter their DHQ expectation cycle as “delinquent” or “MDF-DHQ”
- but only if they still require the ASU. (For more information see the
SMS User’s Guide and the SMS Upgrade Documentation.)

Note: The SCs will also have to run the DHQ directive to identify those
participants who do not require an ASU but do still need to complete
the DHQ.

6.9.2.3 Preparation of the DHQ
To prepare the DHQ for distribution to the participant, the following steps
should be taken:
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e Generate the DHQ Directive to determine which participants need to
complete a DHQ. (As mentioned above, the ASU directive can also be
used to identify participants who require the DHQ.)

e Apply a Participant ID label to the front of the form. The PID label
should be placed in the label box in the bottom right corner (the lines in
this box represent the correct orientation of the barcode portion of the
label). The SCs should be sure that the PID label is on straight and the
bar code portion is closest to the spine of the form.

e Clip an approved DHQ cover letter and a postage-paid return envelope
to the questionnaire booklet. (See Appendices A-6-3 and C-7-4 for
sample cover letters.)

6.9.2.4 Administration

The DHQ is designed to be a self-administered questionnaire. In pilot testing of
the form among PLCO participants, respondents needed an average of 60 min-
utes to complete the form, with most individuals needing little or no help.

The DHQ should be given to each control participant at baseline (T0). Inter-
vention participants will complete the DHQ while in their T3 window. The TO
administration should involve mailing the DHQ within the first 3 months after
randomization, and the T3 administration should involve mailing the DHQ
within the first 3 months after the third anniversary of randomization. Backlog
intervention participants (those intervention participants who have already
exited their T3 window) should receive the DHQ by mail at their next random-
ization anniversary. As for the backlog control participants (those control par-
ticipants who at the initiation of DHQ activities have already exited their TO
window), half will receive the DHQ in the first year of DHQ administration, and
half will receive the DHQ in the second year of administration, as specified in
Table 1.

The SCs are required to give or send the DHQ to participants within their activ-
ity window (one month prior to three months after randomization or the ran-
domization anniversary). The SCs can determine whether or not it would be
effective to send the DHQ with the ASU, mail it alone, or distribute it in person
at the clinic. If a SC does decide to mail the DHQ with the ASU, it is very
important that they closely monitor response rates, as NCI requires the SCs to
maintain a minimum 90% response rate for the ASU.

Although the form is designed to be self-administered, it can be interviewer-
administered either in-person or via telephone, at the discretion of the SC
Coordinator. A copy of the DHQ specifications for completion can be found in
Appendix A-6-3

6.9.3 Receipt and Editing the Dietary Questionnaires

6.9.3.1 Receipt

Upon return of the completed DQX and DHQ forms, they should be receipted
into the SMS. (Note: Receipt of the DQX Form is no longer available from the
SMS.) The questionnaires should be receipted as expeditiously as possible
since the system will not consider this activity to have been completed until
the questionnaire has been receipted. Receipting dietary questionnaires
involves entering the form type, Participant ID, and completion date into SMS.

If a dietary questionnaire is returned more than 3 months after it is mailed, it
should still be receipted and sent to National Computer Systems (NCS).
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6.9.3.2 Editing and Data Retrieval

After the questionnaire is receipted and before it is sent to NCS for processing,
the SC staff should perform a manual edit. This edit should involve the follow-
ing steps:

1.

Check the form for completeness and machine readability. This includes
verifying the correct placement of the PID label. If the form is com-
pleted in blue or black ink instead of in pencil, there is no need to tran-
scribe the responses onto a new form using pencil.

Check that the PID, gender, date of birth, and form completion date (or
“today’s date”) are valid and scannable (i.e. PID is bar coded, date bub-
bles are darkened). These are critical items so if they are invalid, data
retrieval is required. It is acceptable to use participant files, rather than
participant contact, to verify or correct gender and date of birth.

Note: The SC can estimate the completion date (or “today’s date”) by
using the date the form was receipted. For, example, if the form was
returned without a completion date and receipted at the SC on 10/19/
97, then the estimated date of completion would be this receipt date,
10/19/97. In order to keep a record of the forms with estimated com-
pletion dates, the SCs should put a flag in the SMS DQX or DHQ receipt
screen, noting the estimated date.

If information is present on the questionnaire but the participant did
not fill it out in a manner suitable for optical scanning, SC staff should
correct the form to the extent possible. This applies to items that are
not zero-filled or those responses that are circled or checked rather
than darkened. Answers should not be changed or adjusted for consis-
tency reasons. Answers should only be changed if they are part of the
data retrieval information provided by the participant.

Check that there are no extra note cards or loose pages of comments
attached by the participant. Any notes, comments, complaints, etc.,
should be separated from the forms and carefully reviewed. When loose
pages are separated from the forms, the SC should be sure to mark on
the pages the PID and the batch number of the corresponding ques-
tionnaire. Only op-scan forms and transmittal/batch sheets should be
forwarded to NCS. SCs should check each form for other study forms
such as an ASU or FLF, as well as for inserted sheets or sticky notes,
because these may disrupt the scanning process. SCs should carefully
note on each loose sheet that is found the PID and batch from which it
came, and store the original sheets in the participant’s file. In addition,
the SC should keep a log of complaints regarding the dietary question-
naires, so that NCI can decide if further action needs to be taken
regarding complaints. Copies of this complaint log should be sent to the
CC on a quarterly basis.

Since the DHQ does not have a forms processing box, attempted data
retrieval should be noted either in the pink box on the cover of the form
or next to the actual data item. All notes should be made in red pen or
pencil and initialed and dated. Notes should not be made near the
skunk marks or data bubbles. See the DHQ form completion specifica-
tions for more information regarding the correction of participant
responses after data retrieval is conducted.

Note: Due to the increased time burden caused by the introduction of
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the new DHQ, a manual review of non-critical items is no longer
required. Computer edits at the CC will identify forms where ten or
more consecutive items (which require completion) or an entire page or
more has been skipped. In these cases, the forms will be returned to
the SC for data retrieval. Occasional missing items (foods, portion
sizes, or additional questions) are not major omissions and data
retrieval for these items is at the discretion of the SC Coordinator.

6.9.4 Monitoring Dietary Questionnaire Completion

6.9.4.1 Tracking
The return of the DQX and DHQ will be tracked in SMS in the following man-

ner:

Up to 1 month after a participant’s randomization date, the Open Forms
Report (see description below) will list a DQX or DHQ that has not been
returned and receipted in SMS as outstanding.

If the questionnaire still has not been returned during the period 1-3
months after the participant’s randomization, the Open Forms Report
will list the dietary questionnaire as delinquent.

If the dietary questionnaire has not been returned within 3 months
after the participant’s randomization anniversary, it will show-up as
MDF-DQX Outstanding or MDF-DHQ Outstanding. In these cases, a
Missing Data Form (MDF) should be receipted for the missing dietary
questionnaire. After this 3-month period has passed, the SC should no
longer ask the participant to complete the form; however, if the partic-
ipant does return it after the end of the 3-month period, the SC should
delete the MDF and receipt the dietary questionnaire.

The SMS may also be used to facilitate mailings of the DQX and DHQ.
An initial mailing date will be tracked by the system. Three weeks after
the initial mailing date and up to three months after the participant’s
randomization or randomization anniversary date, the SMS may be
used to generate a merge file and to print mailing labels for dietary
questionnaires that have not been receipted into SMS.

6.9.4.2 Reports and Directives
The following reports and directives generated by the SMS will assist the SC in
monitoring receipt of dietary questionnaires:

Open Forms Report (Appendix B-17-9: Production Edit Report): This
report will show all delinquent or outstanding forms, by individual PID.

It can be used to identify those participants who have not returned a
dietary questionnaire.

Participant Overview Report (Appendix B-17-10: Participant Over-
view Report): This report gives a summary of the study information for
a participant such as PID, Randomization Date, Randomization Group,
Participant Name, Gender, Date of Birth, and Address. Other vital sta-
tus and cancer information are also presented, as well as forms
receipted or outstanding and exam results. This report can be run for
selected PIDs or for a block of participants according to their random-
ization date.
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e Requests Module in SMS: This module gives the ASU, DHQ, DQX,
Late, and Individual Directives. These can be used to determine which
participants are expected to complete the DQX, DHQ, and ASU. Here
(except for the Idirective) SCs will have the option of combining the
DHQ information with the ASU. The Mailing Option of this module also
allows you to document the date a mailing file was generated.

6.9.4.3 Duplicates

SMS should also be monitored for the detection of duplicate dietary question-
naires. If a duplicate is detected, SMS will reject the duplicate entry (for more
information see the SMS User’s Guide). This duplicate form should not be
shipped to NCS, instead the SC should keep the form. If duplicate forms are
received, the SC should take the following steps:

1. Verify that the forms were completed by the same person, rather than
just mislabeled.

2. If they are from the same person, the form completed on the earliest
date within the reporting window should be considered the official study
questionnaire. This questionnaire should be receipted.

3. Only the official dietary questionnaire should be sent to NCS. The other
form should be placed in the participant’s file with a note explaining the
situation.

4. If the incorrect form was already sent for processing, notify Beth
Bridgeman at Westat as soon as the error is discovered. This notifica-
tion may be made by telephone, fax, or email.

6.9.5 Follow-up of Non-Respondents

6.9.5.1 Non-Respondents

The SC Coordinator should be prepared to carry out follow-up activities for
those participants who do not return dietary questionnaires within three weeks
of administration. Non-respondents should be contacted to determine if a sec-
ond questionnaire should be sent. For the DQX, the number and type of con-
tacts made is left to the discretion of the SC.

In contrast to the DQX, follow-up is required for those participants who do not
return the DHQ within three weeks of administration or who have submitted an
unacceptable questionnaire (see manual editing guidelines above). Non-
respondents should be contacted once by telephone to remind him/her to
complete the questionnaire and to determine if a second questionnaire should
be sent. The following guidelines should be used to reach participants:

1. Up to three attempts may be made to contact a participant by tele-
phone;

2. Each call should be placed on a different day of the week (Monday
through Friday);

3. The calls should be made at different times each day (morning, after-
noon, evening); and

4. The first and last calls should be separated by at least one week.

The SC will devise a strategy to ensure a high contact rate. If necessary, this
may include contacts in the evening or on weekends. If the questionnaire has
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been lost or misplaced, the center will provide one more complete mailing to
the participant (if s/he is still in the DHQ activity window).

The Requests module of SMS will allow the SC to identify those participants
who have not returned their dietary questionnaire and are still within the
reporting window. The ASU Late directive (Appendix B-7-2: ASU Directive -
Late Respondents) will give the option of combining this with the DHQ. The
ASU Individual directive will not have this combined option. In these
instances, the SCs will have to run the DHQ Individual directive. The SMS
will support a second mailing by producing listings of outstanding question-
naires and allowing the SC Coordinator to generate merge files and print mail-
ing labels. The labels can be prepared for all outstanding forms; for those
forms that have not been returned within a specified number of days; or for a
specific Participant ID. (See SMS User’'s Guide/SMS Upgrade Documentation
for more information.)

6.9.5.2 Missing Data Forms (MDF)

If a participant refuses to complete the dietary questionnaire or fails to com-
plete the form by the end of the delinquency period, the SC Coordinator will
complete a MDF to indicate that the data will not be collected. If no other rea-
son is identified, the reason for the missing data will be recorded as Code 6
“Out of Window,” subcode 666. If the participant returns the dietary question-
naire after an MDF has been receipted in its place, the MDF should be deleted
from the SMS and the DQX or DHQ should then be receipted into the SMS.
Refer to the SMS User’s Guide/SMS Upgrade Documentation for instructions on
deleting Missing Data Forms from the system. (See Chapter 17.0 for additional
information on the Missing Data Form.) The hardcopy MDF should be kept in
the participant’s file with a note explaining the situation.

6.9.6 Shipping Completed Dietary Questionnaires to NCS

6.9.6.1 Schedule

Once each month, completed dietary questionnaires should be batched and
shipped to National Computer Systems (NCS) for processing. As of July 2002,
all completed DQXs will be mailed to Beth Bridgeman at Westat. Shipments
should be made so that they are received at NCS within the first 10 working
days of each month. Each year the SCs will be provided a DHQ/DQX Shipment
Schedule outlining the appropriate shipment dates and cut-off dates. If, for a
particular month this schedule is not possible, the SC must contact Data Prep.
at NCS and Beth Bridgeman at Westat to notify them of a delayed or non-exis-
tent shipment (see Appendix A-6-4 for the Shipment Notification Fax). If a
shipment is received by NCS after the cut-off date for that month, NCS will
hold the forms and scan them with the following month’s shipment.

Generation of shipping address labels is available through the SMS. Starting
January 1, 1999, questionnaires should be sent via a traceable mail service
such as certified mail, UPS, FedEx, etc. to the following address:

Pearson NCS

Attn: Finishing

1313 Lone Oak Road
Eagan, MN 55121
FAX: (651) 681-6221

Note: The SCs should also be sure to list a return address on each package.
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6.9.6.2 Preparation of Shipments
The following tasks should be completed in order to prepare a dietary ques-
tionnaire shipment:

1.

Generate a DQX Transmittal Log and a DHQ Transmittal Log for
this shipment. The transmittal lists the Participant ID of each receipted
questionnaire not previously shipped. (See the SMS User’s Guide/SMS
Upgrade Documentation for more information on generating a trans-
mittal). After the 4.3 upgrade (December 1998), the SMS will automat-
ically group receipted DQXs and DHQs into separate batches of 35 and
assign batch numbers. The first page of the transmittal will give the
total number of forms in this shipment and each page will give the
batch total (one batch per page).

Modify the transmittal log shipping date to reflect the date you plan to
ship that month’s forms. Transmittals should always be generated for a
given month prior to transmitting data to the CC, to ensure that the
data delivered to the CC will be current for the dietary questionnaire
receipts and shipments. By doing this, all of the forms sent to NCS or
Westat in a given month may not have the same date in their batch
number but they will have the same ship date.

Note: Rather than generating all of the dietary questionnaire transmit-
tals for a monthly shipment at once the SC may generate batch trans-
mittals on an ongoing basis. This way, the task of ordering the forms by
PID is much more manageable. If the SC is not planning to ship that
day, they should change the ship date in SMS to the anticipated ship
date. By doing this, all of the forms sent to NCS in a given month may
not have the same date in their batch number but they will have the
same ship date.

For each batch, organize the questionnaires in Participant ID order, the
same order in which they appear on the transmittal.

Review the transmittal against the actual hard copy questionnaires. If
any are lost or are not ready to be shipped, they should be crossed off
the transmittal. Then, it is necessary to go into the SMS and remove
the shipping date for any dietary questionnaires not being included in
the shipment (do not send a transmittal with handwritten changes). A
revised DQX and/or DHQ Transmittal Log should then be generated.
Note: Because the first page of the transmittal gives the total number
of forms in a shipment, it, along with any revised pages, will have to be
replaced after any PIDs are removed.

Include one copy of the transmittal in the shipment and keep a second
copy on file at the SC.

Complete a Shipment Notification Fax (see Appendix A-6-4). The infor-
mation needed to complete this fax can be found on the pages of the
transmittal logs. On the day of the shipment, fax a copy of the Ship-
ment Notification Fax to Data Prep. at NCS (612-893-8325) for DHQs
and Beth Bridgeman at Westat (301-294-2085) for DQX so that both
NCS and Westat can be sure that all documents are received.

A sheet of cardboard should be placed on the top and bottom of a batch
and bound, outside the cardboard, with a rubber band. Be sure that the
rubber bands are not bending the forms, thus making them difficult to
scan. Then, these wrapped batches should be placed inside a
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17.257x11.25”x10” box. For the first year of shipments to NCS,
these materials (boxes and cardboard) will be provided by
Westat. For the remainder of the years the SCs will be responsible for
purchasing these supplies.

8. Each box should contain the transmittal pages for the enclosed forms
(no boxes should be sent without a transmittal).

9. Mark each piece of a multiple shipment as box “#” of “total number of
boxes,” such as “box 3 of 5.”

6.9.6.3 Lost Shipments

It is expected that the use of a traceable mail service will prevent the loss of
shipments containing completed questionnaires. In the event that a shipment
is lost, the receipt and shipping information (date shipped) for each form
should be deleted from SMS. An MDF should be completed with a reason code
of 8, subcode 801, and receipted in place of each lost form. NCS will use the
NCS Discrepancy Notification Fax (Appendix A-6-6) to notify the SCs of
any discrepancies between the transmittal information and those documents
received at NCS.

6.9.7 NCS and Westat Processing and Data Retrieval

6.9.7.1 Processing

Upon receipt by NCS, the shipments will be carefully inventoried. If NCS dis-
covers any discrepancies between what they receive and what is noted on the
Shipment Notification Fax, they will complete a NCS Discrepancy Notifica-
tion Fax (see Appendix A-6-6). This fax describes the discrepancy and may
call for SC investigation. Next, the dietary questionnaires will be processed
using optical scanning. Monthly, NCS will ship all forms to Westat where the
data will be reviewed and computer edits will identify errors and missing data.

6.9.7.2 Westat Initiated Data Retrieval

DQX and DHQ forms that are flagged as problematic as a result of the com-
puter edits will be photocopied for data retrieval. The copies will then be
returned to the SC along with a Data Retrieval problem sheet explaining the
issues needing attention. It will be up to the SC to resolve the problem, either
through record review or participant contact. Once the correct information is
obtained, the SC should use a red pen or pencil to record the information on
the enclosed form and complete the bottom section of each Data Retrieval
problem sheet. If data retrieval is unsuccessful or not performed, this should
be indicated on the problem sheet with an explanation for the missing informa-
tion.

Within 2 weeks of the data retrieval request, corrected copies should be
returned to Westat at the following address:

Beth Bridgeman

Westat

TB 294

1650 Research Boulevard
Rockville, MD 20850

It is expected that a thorough manual review at the SC, prior to the shipment
of the forms to NCS or Westat, will prevent the need for extensive Westat ini-
tiated data retrieval.
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Part Ill: Follow-up Operations

Introduction

Part 111 of this manual discusses the followup operations of the PLCO Cancer
Screening Trial. This includes all study activities occurring after a positive
screening examination and/or after the baseline year of data collection. Partic-
ipants in the intervention group will receive annual screening examinations for
five additional years after the baseline year. All study participants will be con-
tacted annually, for approximately 13 years to determine vital status and
whether a cancer has been diagnosed.

All positive screening examinations and cancers reported by participants and
from other sources will be followed-up by contacting physicians and reviewing
medical records. Diagnosis and treatment information will be abstracted for all
PLCO cancers. For any participant determined to be deceased during the
course of the trial, a death certificate will be obtained. The goal is to determine
all PLCO cancer incidence and mortality in the study cohort.

Effective followup for endpoint determination is vital to the success of the
PLCO Trial. Each Screening Center is responsible for developing procedures to
help ensure a high rate of participant retention in the trial. This will include
adequate followup and tracking of non-respondents, reluctant, moved and lost
participants. Support for all followup activities is provided through the proce-
dures and systems documented in Chapters 7 through 9 of this manual.
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7.0 ANNUAL PARTICIPANT FOLLOW-UP ACTIVITIES

7.1

Overview

Follow-up activities will be conducted annually for each PLCO participant for at
least thirteen years after randomization and enrollment into the trial. The pur-
pose of these follow-up activities is to re-screen intervention participants and
collect biospecimens in years T1 through T5, and to obtain information regard-
ing medical care as well as to update locator information from participants in
both the intervention and control groups.

Follow-up activities for intervention participants will include:

e Screening tests in study years T1 through T5

< Blood collection for etiologic studies in study years T1 through T5

< Administration of ASU for cancer and vital status confirmation

e Administration of FLF to obtain new contact information
Follow-up activities for control participants include:

< Administration of ASU for cancer and vital status confirmation

e Administration of FLF to obtain new contact information

e Administration of the Health Status Questionnaire (HSQ)

« Collection of Buccal Cell

The “activity window” for a study activity consists of the reporting period plus
the delinquency period. The reporting period for most follow-up activities is
from one month prior to one month past the participant’s randomization anni-
versary date (see Figure 7-1 below). The delinquency period for all activities
other than screening exams is from one month past to three months past the
randomization anniversary date. For most screening examinations, the delin-
quency period extends to six months following the anniversary of randomiza-
tion. All screening examinations in study years TO through T4 should be
pursued for six months after the opening of the activity window. For the T5
FSG and the T5 PSA and CA-125I1, the delinquency period should extend to 12
months following the anniversary of randomization. Regardless of the length of
the delinquency period, once it ends, an MDF should be receipted for outstand-
ing forms. If all of the required data have not been collected by the end of the
delinquency period, all data collection efforts should be stopped until the fol-
lowing year’s reporting window begins. If, however, the participant requests
screening or the Annual Study Update is returned outside his/her annual
reporting period, the data should be collected. (See Chapter 17.0 for a discus-
sion of data collection outside the window.)
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Figure 7-1. Follow-up Study Years (T1 through T13)
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* Please note that a 7-month activity window exists for all TO-T4 screening activities, and a 13-month
activity window exists for T5 PSA, CA-125ll, and FSG screens.

7.2

The SC Coordinator will monitor the completion or non-completion of all
required follow-up activities. The results of all data collection will be transmit-
ted to the CC on a monthly basis. The SC Coordinator will also oversee the
process of reporting screening test results to participants and physicians. The
following sections describe the annual follow-up activities.

Completing the Annual Study Update and Follow-up
Locator Form

The Annual Study Update (ASU) (Appendix A-7-1) is a self-administered
questionnaire that will be used to collect information from the past year’'s med-
ical history from all participants, both intervention and control for all years of
follow-up (T1-T13). Prior to July 1996, this form was called the Periodic Survey
of Health (PSH). The following information will be collected on the Annual
Study Update:

= cancer diagnoses since the reference date;*

- type of cancer and date of diagnosis;

= physician’s name and address where cancer was diagnosed;
 use of Proscar (men) since the reference date.

(*The reference date is the date the participant last completed an Annual
Study Update, or if the participant is in his/her T1 study year, it is the date of
randomization.)

The specifications for the completion of the Annual Study Update are given in
Appendix A-7-1 These specifications may be used by the SC Coordinator to
answer participants’ questions about the completion of the form.
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Periodically, participants in both the intervention and control groups may also
be asked to confirm or update the participant location information the SC has
on file by completing a Follow-up Locator Form (FLF) (Appendix A-7-2). The
main purpose of the Follow-up Locator Form is to provide the SC with informa-
tion that can be used to trace the participant if s/he becomes lost to follow-up.
Its administration is not required and is at the discretion of the SC Coordina-
tor, although it is recommended that it be administered at least every other
year. There are two versions of the FLF. One is a computer-generated form
which is specific to each participant and lists the participant’s location informa-
tion, as it appears in the SMS files, on the left side of the form. On the right
side of the form, blanks are left for the participant to make additions when
information is missing, or to correct the information. The second version of the
FLF is a generic form that is similar to the Baseline Locator Form. It requires
that all locator information be completed again, even if it is on file in the SMS.
Both versions of the FLF as well as the specifications for their completion can
be found in Appendix A-7-2. These specifications may be used by the SC Coor-
dinator to answer participant’s questions about the completion of the form.

All participants entering their annual reporting window are due to complete the
Annual Study Update and some or all may be asked to complete a Follow-up
Locator Form. In situations where the participant is unable to complete the
form(s), they may be completed by someone else such as a spouse, other
family member, or friend. The following tasks will be completed in order to dis-
tribute the Annual Study Update and the Follow-up Locator Form in a timely
manner for completion by study participants:

e Annual Study Update Forms may be generated through the Requests
module of the SMS or through Word using a merge file generated from
the SMS (refer to the SMS User’s Guide/SMS Upgrade Documentation).
The SC will generate the ASU Directive (Appendix B-7-1: ASU Direc-
tive - Participant due for New Form) and will print the ASU for all partic-
ipants who are currently in or are entering their annual activity window.

e The ASU will be attached to a Follow-up Locator Form (if desired) and
sent/given to the participant for completion.

< Intervention participants may complete the ASU and FLF at the SC at
the time of the screening visit. At these visits, the SC staff will be avail-
able to provide assistance if the participant has questions regarding the
forms.

e The forms may also be mailed to participants. Any mailed question-
naires will be accompanied by a cover letter which will introduce the
forms and instruct household members to contact the SC if the partici-
pant is unable to complete the forms (due to death, illness, etc.) A
sample cover letter for the ASU is included as Appendix C-7-1 This let-
ter may be customized for individual SC use.

If a participant fails to return the ASU (and FLF) within three weeks of the date
they were mailed, the SC Coordinator will either send the materials again or
will contact the participant as a reminder to complete and return the question-
naires. The quantity and nature of these follow-up contacts will be left to the
discretion of the SC Coordinator. The SC Coordinator can determine which par-
ticipants have not responded in a timely manner by generating the ASU
Directive for Late Respondents Report (Appendix B-7-2: ASU Directive -

Late Respondents).
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If a participant fails to return the Annual Study Update before the end of the
ASU delinquency period, the SC Coordinator will complete a Missing Data Form
to indicate that the data will not be collected for that year. If no other reason is
identified, the reason for the missing data will be recorded as Code 6 “Out of
Window,” subcode 666. A Missing Data form is not required for the FLF, but it
may be receipted in place of an FLF, if desired. If the participant returns the
Annual Study Update after a Missing Data Form has been receipted in its place,
the Missing Data Form should be deleted from the SMS and the Annual Study
Update should than be receipted into the SMS. Refer to the SMS User’s Guide/
SMS Upgrade Documentation for instructions on deleting Missing Data Forms
from the system. (See Chapter 17.0 for additional information on the Missing
Data Form.)

If an Annual Study Update form is lost prior to completing the double data
entry and the form is less than one year old it should be re-administered to the
participant. If the form is older than one year, the SC should not attempt re-
administration. Instead, a MDF should be filed for the missing form and a Pro-
tocol Violation Report (Appendix A-17-7) should be completed and submitted
to the CC.

In cases where the Annual Study Update was lost after the first data entry
pass but before the second, the following steps should be followed:

1. The SC should recreate (printout) the ASU from the data in the system.
Call the participant to confirm the information for that time period.
Delete the old ASU.

Do double data entry using the new form.

a s wN

Complete a Protocol Violation Report and submit it to the CC.

Receipting the Annual Study Update and Follow-up Locator
Form

After the Annual Study Update and Follow-up Locator Form are received, they
will be manually edited for completeness and legibility. Item 1 on the ASU
(cancer diagnosed since reference date) is considered by NCI to be a key item
that is critical for analysis. Data retrieval must be performed for this item if the
response is incomplete, unclear, missing, or illegible. A qualified abstractor
needs to code the cancers reported on the ASU.

All items on the Annual Study Update will be entered into the SMS and the
response to Item 1 (cancer diagnosed since reference date) will require double
data entry.

The SMS screen for entry of this information is shown in Figure 7-2 below:
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Annual Study Update: Male Participant

+ 7 MO X| [ & B ASU

|#— <= | participant ID: 800011-9 Study Year: T4 =@ =
Date Received:

1. In the period from last year to the present, have you been diagnosed ,—_|
with cancer by a healthcare provider (Y/N)? (If NO, SKIP ITEM 2):
{excluding basal-cell and sguamous-cell skin cancers)

2. What type of cancer was diagnosed during this period (MARK ALL THAT APPLY:)

Type Diagnosis Date Type Diagnosis Date
MM DD YYYY MM DD YYYY

Prostate: [~ l_ l_ Other: I

Lung: B l_ l_ | Enter Other Cancer Code(s):

Colorectal: [~ l_ l_ I_ I_
- N
[ = [ T T

If an Other Code is 838, Specify Cancer:

3. FOR MEN ONLY: In the period from last year to the present, have you taken the medication
Proscar or Propecia (Finasteride) (Y/N)?

4, Today's Date: =

5. Who completed this questionnaire? [~ =
(Please check)
6. Comments:

9

6—% View Mode Record 1 of 1

Figure 7-2. Data Entry Screen #1 for Annual Study Update

If a Missing Data Form has been completed in place of the Annual Study
Update, it will be receipted into the SMS. When processing of the Annual Study
Update, the Follow-up Locator Form, or the Missing Data Form is completed,
the forms will be filed in the participant’s study folder.

Scheduling Annual Follow-up Screening Visits

Participants in the intervention arm of the trial will be scheduled for a follow-
up screening visit in each of the five years following the baseline visit. These
visits are referred to as T1, T2, T3, T4 and T5.

Appointments will be scheduled for participants who are entering or are cur-
rently in their screening activity window, and who have not completed all fol-
low-up screening examinations for the study year. Depending on the screening
examination, the activity window will extend to either 6 or 12 months following
the anniversary of randomization. The length of this activity window will
depend on the participant’s study year. For TO through T4, the activity window
will extend until 6 months after the anniversary of randomization. For the T5
study year, the activity window will extend a full 12 months after the 5th anni-
versary of randomization. The SC Coordinator will contact these participants to
schedule appointments for annual visits to take place any time after the start
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of the activity window. Appointments will be recorded in the SC’s scheduling
system.

In order to minimize no-shows, it is strongly suggested that participants be
recontacted in advance of their appointment date to remind them of the
appointment. During this contact, they may also be given instructions for pre-
paring for the screening visit. The SC Coordinator should aggressively attempt
to reschedule no-shows and cancellations within the activity window.

Preparing for the Annual Follow-up Visit

As described in Chapter 6, the SC Coordinator will pull the folders for all partic-
ipants scheduled for an annual visit and will ensure that all required study
forms have Participant ID labels affixed and that the administrative section at
the top of each form is complete. As in the baseline-screening visit, a Partici-
pant Control Record (Appendix A-6-1) will be used to track the completion or
non-completion of the screening tests. The use of the Participant Control
Record is described in Chapter 6.0.

Conducting Annual Follow-up Screening Tests

Screening tests for prostate cancer and ovarian cancer will be done during
each of the five annual follow-up visits. Screening for colorectal cancer
through flexible sigmoidoscopy will be done only at the fifth annual visit (T5).
Screening for lung cancer will done during the first 2 annual follow-up visits for
all intervention participants and only for current or former smokers at the third
(T3) annual visit. In addition to the screening tests, blood will be collected for
etiologic studies at each of the five annual visits. The visit to the SC, including
all of the screening tests, and possibly completion of the ASU and FLF,, should
take no more than 2 hours.

The procedures for conducting the screening tests and recording screening
test results are described in Chapters 10 through 15.

A participant may not undergo a screening test for the following reasons listed
in Section 7.9 (Documenting Non-Participation). However, if a participant is
undergoing chemotherapy, and has volunteered this information, the SC
should encourage the participant to come in for their screening exam, unless it
is chemotherapy for a PLCO cancer. The SC should record that the participant
is receiving chemotherapy in the Scheduling Notes section on the Participant
Status Screen.

Documenting the Annual Follow-up Screening Visit

Each screening examination will be documented on an examination form and
on the Participant Control Record. The result of an annual screening examina-
tion will be assigned by the examiner without knowledge of the results of pre-
vious examinations and should be based solely on the findings of the current
examination.

At the end of the screening visit, before the participant leaves the SC, the SC
Coordinator will review the Participant Control Record to make sure that all
required tests were performed and will attempt to reschedule any examina-
tions that were not done or were inadequate. Examinations will be judged
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inadequate based on criteria defined in the screening protocols (see Chapters
10 through 15).

The SC Coordinator will process the Participant Control Record and the screen-
ing examination forms as described in Chapter 6.0.

Documenting A Duplicate Screening Visit

If a participant is inadvertently screened twice in the same study year, the
exams from the first visit should be considered the official PLCO exams. In
order to document the situation, the following steps should be taken:

e Any blood collected for PSA or CA-125I1 at the second visit should
either be discarded or processed by the SC outside of the PLCO Trial.

< Any Biorepository samples collected at the second visit should be dis-
carded.

e The forms for the second visit should not be scanned. Instead, the
exam results should be entered into the Participant Status Screen.

e The hardcopy exam forms from the second visit should be kept in the
participant’s file with a note (initialed and dated) documenting the situ-
ation.

e The participant and his/her physician should be informed of the error
and given the results of all exams (from both the first and second visit).

= A Protocol Violation Report (Appendix A-17-7) should be completed and
sent to the CC.

Documenting Non-Participation

A participant may not undergo one or more of the annual screening examina-
tions for one of the following reasons:

e Refusal

e PLCO Organ Removal

e PLCO Cancer Reported

< Mental or Physical lliness
e Out of the Area

If a participant is unable or unwilling to schedule an annual screening visit
before the end of the delinquency period, the SC Coordinator will complete a
Missing Data Form to indicate that the data for one or more of the screening
tests will not be available for that year. The length of this delinquency period
will depend on the participant’s study year. For TO through T4, the delinquency
period will extend until 6 months after the anniversary of randomization. For
the T5 study year, the delinquency period will extend a full 12 months after
the 5th anniversary of randomization. As in the baseline visit, if a participant
undergoes screening after a Missing Data Form has been receipted for the
screening activity, the Missing Data Form should be deleted from the SMS and
the screening examination form(s) should then be receipted into the SMS.

Note: If an individual reports that they are currently taking Proscar, they are
not excluded from any of the annual study exams or follow-up. For Interven-
tion participants it is still acceptable to collect PSA samples as well as Biore-
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pository samples. The SC is not required to ask about these medications prior
to examinations. Information from the ASU will be sufficient to determine (for
data analysis purposes) which participants are taking these medications.

7.9.1 Non-Participation Due to Refusal

If a participant refuses screening, the SC should make an effort to “convert”
the refusal. Such refusal conversion attempts should be made at the discretion
of the SC Coordinator. If a participant refuses only one of the examinations
(for example, the flexible sigmoidoscopy), s/he should be encouraged to
undergo the remaining examinations. If the participant refuses all of the
screening examinations, s/he should be encouraged to complete the Annual
Study Update and Follow-up Locator Form.

7.9.2 Non-Participation Due to PLCO Organ Removal

If a participant has had a PLCO organ removed, the examination should be
performed (or not performed) according to the guidelines for each screening
test (see Chapters 10 through 15). If a screening examination is not per-
formed in the current year, a Missing Data Form should be completed to indi-
cate that the examination data will not be available for the current year. The
reason code should be “7” (PLCO Organ Removed), subcode 777. It is not nec-
essary for the SC to receipt Missing Data Forms for any subsequent years of
screening.

If a participant who has had a PLCO organ removed is erroneously given a
PLCO screening exam, the MDF for the screening exam form should still be
receipted (not deleted). The results of the exam should be entered in the Par-
ticipant Notes section of the Participant Status Screen of the SMS, rather than
receipting the form. The hardcopy exam form should be kept in the partici-
pant’s file with an initialed and dated note, explaining the situation. Also, the
participant and his/her physician should be informed of the results and why
the exam was done. Because this was an inappropriate screen, a Protocol Vio-
lation Report explaining the situation should be completed and sent to the CC.

If a participant reports that they have ovaries or a prostate but upon examina-
tion it is found that they do not have ovaries or a prostate, the exam forms
should still be completed and receipted. An MDF should be receipted for the
screening exam forms for that organ for all subsequent study years.

7.9.3 Non-Participation Due to PLCO Cancer Reported

It is strongly recommended that the Annual Study Update be administered to
intervention participants prior to annual follow-up screening visits to deter-
mine whether a PLCO cancer has been diagnosed. An intervention participant
who reports a primary or metastatic cancer of the prostate, lung, colon, rec-
tum or ovary, will not undergo the screening examination(s) for that cancer.
The participant may, if willing, undergo the screening examinations for the
other cancers. The SC is allowed to accept participant self-report of cancer
diagnosis. There is no need to confirm this reported cancer diagnosis with the
participant’s physician or consult medical records before the cancellation of the
related screening test(s). If an exam has been started, however, it should be
completed and an exam form should be completed and receipted as well. It is
still necessary to follow-up with the medical record abstract forms but this
confirmation process does not need to happen before the screening exams are
cancelled.
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If a participant does not undergo a screening examination because s/he has a
PLCO cancer and the Diagnostic Evaluation (DE) form confirming that cancer
has not yet been receipted into the SMS, there will still be an expectation in
the system for the associated screening exam(s). In these cases, a Missing
Data Form should be completed for the associated examination(s). The reason
should be recorded on the Missing Data Form as “C” (Reported PLCO cancer).

If the SC determines that the PLCO cancer was, in fact, diagnosed prior to the
participant’s enrollment in the study, the SC should complete an Administra-
tive Tracking Form as described in Chapter 4.

If a participant who has reported a PLCO cancer is erroneously given a PLCO
screening exam, a MDF for the screening exam form should be receipted. The
results of the exam should be entered in the Participant notes section of the
Participant Status Screen of the SMS, rather than receipting the form. The
hardcopy exam form should be kept in the participant’s file with an initialed
and dated note, explaining the situation. Also, the participant and his/her phy-
sician should be informed of the results and why the exam was done. Because
this was an inappropriate screen, a Protocol Violation report explaining the sit-
uation should be completed and sent to the CC.

7.9.4  Non-Participation Due to Mental or Physical lliness

If a participant is declared mentally incompetent and a legal guardian is
appointed, the SC may request that the guardian complete the ASU (and FLF).
The participant’s legal guardian, in consultation with the SC staff, and if possi-
ble, the participant’s physician, should decide if the participant is able to
accomplish the activities necessary to complete the screening examinations. If
not, the Missing Data Form should be completed with a reason code “1”, sub-
code 113.

If a participant is physically unable to complete one or more of the screening
examinations, the SC staff should encourage the participant to complete any
exams s/he is physically able to complete, as well as the ASU (and FLF).

Reporting Results of Annual Follow-up Screening Tests

The SC Coordinator is responsible for reporting the results of the annual fol-
low-up screening tests to the participant, to the participant’s physician of
choice, and to the CC. Results will be reported to the participant and to the
participant’s physician of choice within three weeks of the screening visit.
Refer to Chapter 6.0 for detailed instructions on reporting results to partici-
pants and physicians.

If there are no results from a PLCO visit, for example a woman without ovaries
will not have any results for her T4 visit, the SCs should still generate an STRR
to be kept in the participant’s file for record keeping purposes. In addition,
each SC may want to draft a letter to be sent to acknowledge and appreciate
participant efforts even when there are no results to report. The SC should
submit the participant “No Results” letter to NCI for approval, with a copy to
the CC.

Results of chest x-ray examinations may be compared to the results of previ-
ous chest x-ray examinations as part of the internal referral process. (See
Chapter 6, Section 6.8.8)
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Transmitting Results of the Screening Tests to the
Coordinating Center

The SC Coordinator will transmit screening test results to the CC on a monthly
basis. This will be done through the Data Transmission application of the PLCO
computer system. Refer to the SMS User's Guide/SMS Upgrade Documenta-
tion for information on using the Data Transmission application.

Tracing Lost Participants

When participant contact is attempted for any follow-up activity, it may be
determined that the participant can no longer be reached at the last known
address and/or phone number. In this situation, tracing activities must be ini-
tiated. If a participant has been deemed lost to follow-up, the SC should indi-
cate that the participant is “in tracing,” and his/her status should be changed
to such in the SMS (See SMS User’s Guide/SMS Upgrade Documentation.) The
Tracing Log (Appendix B-7-3: Tracing Log) may be generated to facilitate the
tracing process. This report provides all current locator information on the par-
ticipant, obtained from the Baseline Locator Form and Follow-up Locator Forms
(if available). Sufficient space is provided on the report so that tracing results
may be recorded directly on it. Alternately, tracing results may be recorded on
a separate form that can be attached to the Tracing Log.

The information collected on the locator forms should greatly facilitate the
tracing process. It is suggested that this information be used initially to try to
locate the participant. Subsequently, especially in later years of the trial, out-
side sources such as the Department of Motor Vehicles, the Social Security
Administration, National Death Index, Post Office checks, cancer registries,
credit bureaus, etc. may be utilized. Every effort must be made to minimize
the number of participants lost during the course of the trial.

Once a participant has been determined as lost-to-follow-up, the SC should
change the participant’s status to “In Tracing” and should enter “IT” in the
SMS Participation Status field on the Participant Status screen. The SC should
begin tracing lost-to-follow-up participants by using Post Office address cor-
rection requests or other tracing sources as mentioned above.

7.12.1 Post Office Address Correction Request

The Post Office Address Correction Request (POA) form (Appendix C-7-5)
is a one-page form that can be used to obtain new address information for
participants whose forwarding address information has expired.

The SC will use a Post Office Address Correction Request (POA) form to obtain
new address information for participants whose forwarding address informa-
tion has expired. The Post Office Address Correction Request form can only be
used by a government agency requesting new address information for an indi-
vidual. This requires that the Post Office Address Correction Request form be
printed on National Cancer Institute (NCI) letterhead and signed by Christine
Berg. The SCs must also use National Institutes of Health (NIH) envelopes for
mailing requests to local Postmasters. The SC will mail the Post Office Address
Correction Request form(s) in the NIH envelope to the postmaster located in
the same city, state and zip code in which the participant last resided. The SC
will be responsible for paying the postage for mailing the Post Office address
correction requests. The Postmaster will record the known address information
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(whether new information or the same) on the Post Office Address Correction
Request form and return it to the SC.

Following are the details of the procedures for preparing, mailing and receipt-
ing the Post Office address correction requests:

7.12.1.1 Post Office Address Correction Request Forms

The Post Office Address Correction Request form is a one-page form
that follows a standard format required by the Postal Service. For the
PLCO study, each Screening Center will have a SC specific form.

The standard format requirements include:

» The form be on government agency letterhead;

» The top portion of the form states the request from the government
agency;

» Includes the participant name and last known address information;

» The bottom portion of the form has mandatory language, as

required by the Postal Service, for completion by the Post Office
only;

» Return address information, which is the Screening Center specific
address (the Postmaster will return the request forms to this
address); and

» The Postmark/Date Stamp, which is stamped by the Post Office with
the Postmark and date.

Christine Berg is the signatory on the Post Office Address Correction
Request forms.

The SC specific Post Office Address Correction Request form will be
printed on NCI letterhead. Westat will maintain the master copy of the
POA form.

The SC will need to submit the PLCO Reorder Form to Westat to request
additional copies of the POA form, as well as additional NIH envelopes
for mailing Post Office address correction requests.

7.12.1.2 Preparation of Post Office Address Correction Request Forms

1.

The SC should prepare a participant label to include the participant’s
name, address and the Participant ldentification Number (PID). The
participant label should be placed on the POA form in the blank space
provided in the top portion of the form, below the first paragraph but
above the second paragraph.

The SC can prepare the participant label (participant name, address
and PID): (1) by creating their own label outside the Study Manage-
ment System (SMS); (2) by handwriting the label; (3) by typing the
participant label directly on the POA form; or (4) by using the mergefile
created from the “Labels/Address” option in SMS.

The SC should separate POA forms by the participant’s zip code, since
POA requests will be mailed to the Postmaster in the same City, State
and Zip Code as the City, State and Zip Code of the participant who is
being traced.
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7.12.1.3 Mailing Post Office Address Correction Request Forms

1.

6.

The SC must use NIH envelopes (brown) for mailing Post Office address
correction requests, which is printed with the NIH return address in the
upper left corner including a space to record the NCI room number.

The SC will need to submit a PLCO Reorder Form to Westat to request
additional NIH envelopes. The NIH envelopes will NOT include the NCI
room number “EPN 3100.” The number must be stamped or handwrit-
ten by the SC prior to mailing Post Office address correction requests.

The POA request will be mailed to the Postmaster in the same City,
State and Zip Code as the City, State and Zip Code of the participant
who is being traced.

The SC should place a printed or handwritten label on the NIH enve-
lope. The envelope should be addressed as follows:

Postmaster
City, State, Zip Code

Multiple requests to the Postmaster in the same City, State and Zip
Code can be placed in the same NIH envelope. The SC should batch no
more than 10 POA request forms per envelope. The SC should make
sure that the zip codes on the POA request forms correspond with the
zip code on the NIH envelope.

The SC will need to pay the postage to mail the POA requests.

7.12.1.4 Receipt of Post Office Address Correction Request Forms

1.

The Postmaster will return POA request forms to the SC address pro-
vided at the bottom of the POA form. The Postmaster will return the
POA forms in post office envelopes; therefore it is not necessary for the
SC to include return envelopes with their Post Office address correction
requests.

Two months after the original POA request mailout, the SC should eval-
uate outstanding Post Office address correction requests. The SC
should consider sending a second Post Office address correction
request for POA requests that are outstanding. Based on experience
from other Westat studies, the majority of the POA requests should be
returned within 2-3 weeks.

Upon receipt of new address information for a participant, the SC will
need to validate the new address. The SC should confirm the new
address by contacting the participant either by telephone, if the tele-
phone number for the new address can be obtained, or by sending a
test mailing to the new address. The test mailing should consist of a SC
contact letter notifying the participant that the SC is trying to contact
him/her and request the participant to contact the SC.

Once the participant’s new address has been confirmed, the SC should
remove the participant from “In Tracing” status by deleting “IT” from
the Participation Status field on the Participant Status screen of the
SMS.

If the new address information cannot be confirmed, the participant
should remain in tracing and the SC should consider using other tracing
sources as mentioned.
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6. The SC will need to decide how many test mailings should be sent in an
effort to confirm new address information and when to pursue other
tracing sources. Westat recommends that the SC send at least a second
mailing to confirm new address information for a participant who does
not respond to the first test mailing.

7. The SC will need to manually track and monitor the Post Office address
correction request activities. There is no system support for these
activities.

7.12.2 Termination of Tracing

Once tracing attempts are terminated, the SC Coordinator will update the par-
ticipation status in the SMS to indicate the outcome of the tracing. Alternately,
the SC Coordinator may enter the number of tracing attempts compiled either
manually or by a separate tracing management system (not part of the SMS).

Through tracing efforts, it may be determined that the participant has moved
to the location of another SC of the PLCO Trial. The SC may offer intervention
participants who are still in their screening years (TO through T5), the opportu-
nity to transfer to another SC. Control participants and intervention partici-
pants who have completed screening are contacted by mail only, and should
not be transferred to other SCs. (See Chapter 17.0)

Monitoring Follow-up Activities

The SC Coordinator will monitor the completion of annual follow-up activities
for all intervention and control participants. The following SMS reports may be
used to facilitate this monitoring activity.

= Intervention Activities Report (Appendix B-17-6: Intervention
Activities Report): This report lists the PIDs of intervention participants
who are entering, continuing in, or leaving their reporting window, and
those who are in their delinquency period.

= Control Activities Report (Appendix B-17-7: Control Activities
Report): This report lists the PIDs of control participants who are enter-
ing, continuing in, or leaving their reporting window, and those who are
in their delinquency period.

e Open Forms Report (Appendix B-17-8: Open Forms/Specimens
Report): This report shows all delinquent, incomplete or outstanding
forms for each participant. Since the receipt of forms and specimens
indicates the successful collection of study data, the SC Coordinator will
use this report on a regular basis for monitoring the status of all partic-
ipants during the study.

e Participant Overview Report (Appendix B-17-10: Participant Over-
view Report): This report gives a summary of the study information for
a participant such as PID, name, gender, date of birth, address, ran-
domization date, and randomization group. Other vital status and can-
cer status information are also presented, as well as forms receipted
and exam results for the participant.

e ASU Forms Received (Appendix B-7-5: PSH/ASU Forms Received):
This report lists ASU forms received within a specified date range.
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e Results Pending Report (Appendix B-6-1: Results Pending Report):
This report lists all participants for whom screening examination results

are pending (status of RP). The report shows the PID, study year, form
type, and examination date.

e Results Pending Three or More Weeks Since Exam Date (Appen-
dix B-6-2: One or More Exam Statuses = Results Pending Three or
More Weeks Since Exam Date): This report lists all participants for
whom at least one examination is still pending (RP status) three or
more weeks after the examination date. It shows the PID, study year,
exam date, status of all examinations and, date the Screening Test
Results Report was sent.

e Referrals for Exam Forms (Appendix B-6-3: Referrals for Exam
Forms): This report displays the referral levels assigned to individual
examinations. It may be requested for specific participant IDs, for all
examinations that took place during a range of dates or for all partici-
pants. The report may be sorted by PID, examination date, referral
code or study year.

e QA Checks Report (Appendix B-6-4: QA Checks Report): This report
prints discrepancies between the results of regular examination and
medical record abstract forms and their associated quality assurance
forms. It presents counts as well as a listing of discrepant cases.

= Examination Summary Report (Appendix B-6-5: Examination Sum-
mary Report): This report generates summaries of exams performed.
The user may select any combination of exams and a range of visit
dates. This is a four part report: (1) exams performed, (2) exams by
examiner ID, (3) exams by outcomes, and (4) outcome by examiner.

e List of PIDs in Tracing (Appendix B-7-4: List Of Participants in Trac-
ing): This report lists the PIDs for participant currently “In Tracing.”
Each time a Tracing Log is generated for a participant, the number of
tracing attempts is automatically updated in this report. The report
shows the PID, DOB, gender, randomization group, participant status,
number of tracing efforts.

The SC Coordinator should attempt to resolve all problems related to the
Annual Study Update, Follow-up Locator Form and screening examination
forms before the participant moves out of his/her reporting window. If a par-
ticipant reaches the end of his/her delinquency period without completing all of
the required study activities, the SC Coordinator will complete a Missing Data
Form to indicate which activities were not completed.

Procedures for Contamination Assessment

7.14.1 Overview

As part of the PLCO Cancer Screening Trial, a study is being conducted to
assess contamination among control participants. This is necessary in order to
fairly and accurately evaluate the results of the PLCO Trial. To initiate contam-
ination assessment, a sample of approximately 1000 control participants
(approximately 100 per SC proportional to the numbers enrolled) stratified on
Screening Center (SC), study year and gender are randomly selected to com-
plete a Health Status Questionnaire (HSQ). (For samples of the men and
women’s version of the HSQ see Appendices A-17-8 and A-17-9) Those control
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participants who indicate on the Baseline Questionnaire - Female (BQF) or
Baseline Questionnaire - Male (BQM) that they have received one or more flex-
ible sigmoidoscopy, colonoscopy or barium enema in the past 3 years, or more
than one PSA in the past 3 years (males only), are not eligible for sample
selection. In addition, TO participants, participants past the T6 window, and
transferred participants are not eligible for sample selection, along with ran-
domized ineligible participants and participants for whom a Non-Response
Form (NRF) has been completed.

As part of this contamination assessment study, the Coordinating Center (CC)
is responsible for printing the Health Status Questionnaires, affixing PID/study
year labels to the questionnaires, distributing them to the SCs, and performing
data entry on completed questionnaires. Systems support is provided for gen-
erating mailing labels, tracking the receipt of completed questionnaires, gener-
ating call records and shipping the questionnaires. The SCs are responsible for
mailing the questionnaires and obtaining completed questionnaires on 100%
of the selected sample. The SC is also responsible for shipping completed
questionnaires to the CC. The NCI requires a response rate of 100% to mea-
sure bias in participant response. Detailed procedures for the administration
and processing of the HSQ are presented in the following sections.

7.14.2 Administration of the Health Status Questionnaire

The HSQ is gender specific. See Appendix A-17-8 for the Health Status
Questionnaire for Men (HSM) and its specifications and Appendix A-17-9
for the Health Status Questionnaire for Women (HSW) and its specifica-
tions. The HSQ is designed for self administration and telephone administra-
tion. The questionnaires are generated at the Coordinating Center (CC) and
distributed to the SCs. SCs are responsible for adding a cover letter (discussed
below) and mailing the cover letter and questionnaire to selected controls. The
questionnaires are site-specific and are labeled with each participant’s PID and
study year. In addition, blank questionnaires (without PID/study year labels)
are provided by the Coordinating Center for remailing or telephone administra-
tion. Extra PID/study year labels are provided for each participant in the sam-
ple. Each page of the blank HSQs must be labeled with these labels.

Each SC must include a cover letter to accompany the HSQ. The cover letter
should include the following elements: 1) a statement emphasizing the impor-
tance of completing the questionnaire; 2) a recommendation to the participant
to contact his/her physician as necessary to obtain the information; and 3) a
reference to maintaining confidentiality of reported information. SC cover let-
ters should be submitted to the NCI for approval prior to use. (A sample cover

letter is given in Appendix C-7-2)

7.14.3 Mailing the Health Status Questionnaire

HSQ forms complete with PID/study year labels affixed are provided by the
Coordinating Center (CC) to the SCs for mailing to participants. The selected
sample is loaded into the SMS at the SC. The following steps should be com-
pleted to prepare the HSQ for mailing to participants:

1. Upon receipt of the forms and sample, generate a Directive from the
SMS. Select Requests/Annual/HSQ/Directive. Then select Requests/
Annual/HSQ/Mailing. This step must be performed to obtain a mailing
date for the HSQ and to create the merge file. The mailing date is used
with the HSQ receipt date to identify responders and non-responders.
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The merge file contains information needed for the HSQ cover letter
and address labels for the mailing envelope. Some or all of the informa-
tion can be used as required by the SC. Detailed specifications for this
procedure are provided in SMS User’s Guide/SMS Upgrade Documenta-
tion.

Mail the forms, along with the cover letter and a postage-paid return
envelope. Mailing procedures should be designed to enhance response
rates. Forms should be mailed the same day or the day after the direc-
tive is generated.

7.14.4 Receipt, Follow-up, and Data Retrieval of the Health Status

Questionnaire

SCs should attempt to obtain completed questionnaires for 100% of the partic-
ipants so that bias in participant response can be measured. To achieve this,
data retrieval should be done on all missing or conflicting responses. Follow
these steps for receipt, follow-up and data retrieval of the HSQ.

1.

Receipt completed forms into the SMS. To ensure that a questionnaire
was receipted for the correct participant, compare the date of birth on
the hard copy questionnaire against the DOB in the SMS as printed on
the Batch Receipt session report. Specifications for this procedure are
provided in SMS User’s Guide/SMS Upgrade Documentation.

Because we are trying to assess bias in responders (defined as partici-
pants who return a completed questionnaire within three weeks of the
initial mailing), SCs should not attempt follow-up calls or mailings for
questionnaires that are not received within the first three weeks follow-
ing the initial mailing. A full three weeks (21 days) after the initial mail-
ing, SCs should begin follow-up procedures. Use Requests/Annual/
HSQ/ LDirective in the SMS to generate a listing of participants for
whom questionnaires have not been receipted. This will generate a
merge file containing information needed for address labels and a call
record. The SC may choose to do a second mailing to listed participants
or may initiate telephone follow-up. In either case an HSQ should be
prepared with the correct PID/study year label on each page and either
mailed or used for telephone administration. Mailing labels can be gen-
erated for second mailings or call records can be produced for tele-
phone follow-up. (A sample call record is provided in Appendix C-7-3)
Guidelines for conducting telephone follow-up are given below:

» Make at least five attempts to contact a participant by telephone.

» Place each call on a different day of the week, Monday through Fri-
day.

» If necessary, place two additional calls, one on Saturday and one on
Sunday.

» Separate first and last calls by at least one week.

» Make calls at different times each day: morning, afternoon, and
evening.

Six weeks after the initial mailing generate the LDirective a second time
to identify participants for whom a questionnaire has not been
receipted. However, do not mail a questionnaire on a third follow-up
attempt. Use the Requests/Annual/HSQ/Mailing merge file to generate
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a call record for initiation of telephone follow-up. Detailed specifications
for this procedure are provided in SMS User’s Guide/SMS Upgrade Doc-
umentation. SCs should continue to perform telephone follow-up for
questionnaires not receipted up to eleven months past the date of ini-
tial mailing to obtain a 100% response rate.

Receipt returned questionnaires into SMS as described in step 1 above.

5. For all questionnaires received, perform data retrieval on missing, illeg-
ible or inconsistent responses. All items on the HSQ will be considered
critical, requiring data retrieval. Following are some examples of prob-
lems that may occur and how to resolve them:

» If the item was left blank and, upon data retrieval, the participant is
unwilling or unable to supply the data, leave the item blank, and
mark your initials and date near the question.

» If the item was left blank and, upon data retrieval, the participant
supplies the data, complete the item and mark your initials and the
date near the question.

» If the item was completed incorrectly (e.g. more than one response
is marked, or you are unable to tell which response is marked), per-
form data retrieval, make the changes on the form, and mark your
initials and date near the question.

» If a verbatim response was given, attempt to interpret, or contact
the participant to interpret the response and mark the response on
the form that is most appropriate. Mark your initials and date near
the question. Do not erase the verbatim response. If a coding deci-
sion (i.e. interpretation) is made without the input of the partici-
pant, the decision must be recorded in a Coding Decision Log (see
Section 17.6.1 and Appendix A-17-3 of the MOOP).

6. After three weeks from the date of the initial mailing, all outstanding
forms will be considered delinquent for up to eleven months past the
date of initial mailing. At the end of the delinquency period, a Missing
Data Form (MDF) must be completed and receipted for any missing
questionnaires.

7.14.5 Shipping the Health Status Questionnaire to the CC

The SCs should follow these procedures for shipping of the HSQ forms to the
CC. Only finalized questionnaires (i.e., edited, with data retrieval performed)
should be shipped.

1. HSM and HSW forms should be shipped to the CC during the first week
of each month with a transmittal generated out of the Shipping module
of the SMS. Specifications for this procedure are provided in SMS User’s
Guide/SMS Upgrade Documentation. The transmittal lists the Partici-
pant ID of each receipted questionnaire not previously shipped. The
transmittal should be carefully reviewed against the actual hard copy
questionnaires. If any are lost or are not ready to be shipped, they
should be crossed off the transmittal. The SC Coordinator should then
go into the SMS and remove the shipping date for any HSQ not
included in the shipment. A revised transmittal should be generated.
Do not send a transmittal with handwritten notes. One copy of the
transmittal should accompany the shipment. The second copy of the
transmittal should be kept on file at the SC.

7-17 PLCO Manual of Operations and Procedures
March 1, 2006



2. All forms to be shipped should be photocopied prior to shipment. The

SC will keep the copies on file and ship the original questionnaires. The
questionnaires should be organized for shipment in Participant 1D
order, the same order in which they appear on the transmittal.

Questionnaires should be sent to the CC via certified mail. The SC Coor-
dinator should send an e-mail message to Beth Bridgeman the day the
forms are sent, to inform her of the shipment.

At the CC, the forms are keyed and progress reports are generated. Questions
or problems regarding the shipment or specific forms should be reported to the
SC Coordinator for resolution.

7.14.6 Monitoring the Completion of the Health Status Questionnaire

There are several ways to monitor the completion of the HSM and HSW. Each
of them is described below.

HSQ Directive (Appendix B-7-8: HSQ Directive): This lists participants
to whom a new request should be made to complete their HSQ.

Open Forms Report (Appendix B-17-8: Open Forms/Specimens
Report): This report shows all delinquent or outstanding forms for indi-
vidual PIDs. Since the receipt of forms and specimens indicates the
successful collection of study data, the SC Coordinator will use this
report on a regular basis for monitoring the status of all participants
during the trial.

Participant Overview Report (Appendix B-17-10: Participant Over-
view Report): This report gives a summary of the study information for
a participant such as PID, name, gender, date of birth, address, ran-
domization date, and randomization group. Other vital status and can-
cer status information are also presented, as well as forms receipted
and exam results for the participant.

HSQ Status Report (Appendix B-7-10: HSQ Status Report): This
report lists the date the HSM or HSW sample was generated, loaded
into the SMS, first and last mailing dates, date receipted, and date
shipped to the CC. This report also lists participation status, vital sta-
tus, and transfer status. This report can also be used to determine for
whom an MDF needs to be receipted. For example, if the participation
status, vital status, or transfer status is not blank, then an MDF should
be receipted.

HSQ Summary Report (Appendix B-7-11: HSQ Summary Report):
This reports gives summary numbers for the total number of HSMs,
HSWs and overall HSQs in terms of forms loaded, mailed, received, and
shipped to the CC. Counts are also given for the number of outstanding
forms, those that have been followed-up, and the number of MDFs
receipted for HSQs.
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8.0 ASCERTAINMENT OF CANCER STATUS

8.1 Overview

Screening Centers (SCs) will implement procedures to determine cancer inci-
dence for all randomized individuals during the entire period of the Trial. All
reports of cancer will be followed up to ascertain whether or not cancer was
diagnosed. For every case of primary prostate, lung, colorectal and ovarian
cancer ascertained, information on diagnostic evaluation, cancer diagnosis and
initial cancer treatment will be collected and abstracted onto the appropriate
medical record abstract forms. In addition, for every non-PLCO cancer ascer-
tained, information on the cancer diagnosis will be collected and abstracted
onto the appropriate medical record abstract form for non-PLCO cancers.

The main goals of the cancer confirmation process (i.e., medical record
abstraction) for PLCO and non-PLCO cancers are:

e To confirm whether or not a participant was diagnosed with a cancer;

e To document the diagnostic evaluation process for a suspected PLCO
cancer (including any medical complications);

e To document the cancer diagnosis information (such as date of diagno-
sis and ICD-0-2 code) for all cancers; and

< To document the staging procedures and the results of the procedures
that the participant underwent for a PLCO cancer.

Information collected as part of the cancer confirmation process is also impor-
tant for other aspects of the PLCO Trial, including death review, pathology
review, staging, and for evaluating the intermediate endpoint (cancer) and the
final endpoint (mortality). This type of information will allow the Trial to:

< Evaluate the human costs of screening by assessing the flow of events
following a positive screen that lead to a diagnosis, including morbidity
and mortality, and adverse experiences; and

< Evaluate the cost effectiveness of cancer screening.

This chapter will discuss the procedures for complete cancer ascertainment.
The main steps for cancer ascertainment are as follows:

1. Ascertain each participant’s cancer status at least annually (i.e., deter-
mine suspected cancer from a positive screen, the Annual Study
Update, cancer registries, etc.).

2. For all participants for whom cancer is suspected, obtain medical
records related to the cancer suspicion or the cancer diagnosis to con-
firm whether or not cancer was diagnosed;

If a cancer was diagnosed, the medical record should be abstracted:

1. For a PLCO cancer: Abstract diagnosis, staging and treatment infor-
mation (including coding) on to appropriate medical record abstract
form (diagnostic evaluation and treatment) and attach a copy of the
pathology report that supports the diagnosis;

2. For a non-PLCO cancer: Abstract diagnosis information (including
coding) on to the Other Cancer Confirmation Form (OCF) and attach a
copy of the pathology report that supports the diagnosis.
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If a cancer was not diagnosed, the medical record may or may not be
abstracted:

1.

When the cancer suspicion was a result of a positive PLCO
screening examination: Abstract diagnostic evaluation and diagnosis
information for the participant’s non-cancer condition (if any) onto the
appropriate medical record abstract form.

When the cancer suspicion was from a source other than a posi-
tive PLCO screening examination: Complete a Missing Data Form to
indicate that the cancer was erroneously reported.

When the medical record abstract form or Missing Data Form is completed:

1.
2.
3.

Scan and edit and finalize the medical record abstract form in DEES;
Receipt the medical record abstract form(s) or MDF into SMS;

File the medical records and the data collection forms in the partici-
pant’s file.

The above cancer ascertainment and documentation procedures are presented
in the following flowchart.
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8.2

Methods to Ascertain Cancer Status

The SC should attempt to ascertain cancer status for all participants on an
annual basis. This will be accomplished mainly via the Annual Study Update
(See Chapter 7.0) and through the screening process for intervention partici-
pants (See Chapter 6.0). There are several additional methods through which
the SC may determine that a participant is suspected to have a PLCO cancer,
including search of cancer registries, search of SC information systems, notifi-
cation by the participant, notification by the participant’s physician, and acqui-
sition of death certificates for participants who are reported as deceased. Each
SC is responsible for developing procedures to utilize all available sources to
help ensure complete ascertainment. The participant’s cancer status may be
updated to “suspicious” in one or more of the following ways.

1. From a Positive PLCO Screening Test.

Upon the completion of the screening examinations, the result of each
screening examination is recorded in the SMS (see Chapter 6.0). When
a result of “Positive Screen” (AS) is recorded for a particular partici-
pant, the SMS assigns to the participant a cancer indicator code view-
able on the Participant Status Screen to indicate that cancer is
suspected but not confirmed and that a Diagnostic Evaluation Form is
outstanding.

It is the SC’s responsibility to encourage participants to seek
medical attention in a timely fashion, following a positive
screen. The SC is then required to follow-up with the participant and/
or the physician or hospital to determine whether a PLCO cancer is
identified. This will generally be accomplished by contacting the partici-
pant’s physician to determine what diagnostic tests have been per-
formed and the results of those tests. In cases where no diagnostic
follow-up procedures were recommended and the physician cannot be
contacted, the SC may accept verification from the participant. How-
ever, if a diagnostic workup was performed, all information regarding
procedures and their outcomes should be obtained from a physician or
hospital, not from the participant.

If the SC refers a participant “internally” after a positive lung, the inter-
nal referral is part of the cancer ascertainment process and must be
documented on the appropriate Diagnostic Evaluation Form. (See
Chapter 6, Section 6.7 regarding internal referrals.) If the internal
referral physician does not recommend additional follow-up but the
participant does undergo additional diagnostic evaluation, both the
internal referral and the additional follow-up should be documented on
the same Diagnostic Evaluation Form.

Each participant must be followed until the first of the following situa-
tions:

» a conclusive diagnosis (either malignant or non-malignant) is
made;

» for 12 months from the date of the positive screen; or
» the next screening exam, whichever comes first.

It is expected that in most cases, the diagnostic workup will be com-
pleted within 12 months of a positive screen. At the end of 12 months
or on the date of the next screening examination, if the diagnostic eval-
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uation is not conclusively malignant, the result of the diagnostic evalu-
ation should be documented on the Diagnostic Evaluation form as “No
Malignancy.” The participant will then continue to be screened once
each year for the remaining screening years of the trial.

If the participant is diagnosed with a primary PLCO cancer, cancer con-
firmation and treatment information must also be obtained and docu-
mented on the appropriate Diagnostic Evaluation and Treatment
Information Forms (see Section 8.4). These participants may continue
to be screened for the other PLCO cancers in subsequent years of the
trial.

2. From the Annual Study Update (ASU).

The Annual Study Update (Appendix A-7-1) will be administered each
year of the study (after the baseline year) to all randomized partici-
pants. The administration of this instrument is the primary method of
ascertaining cancers among the control group, interval cancers among
the intervention group and cancers among intervention group partici-
pants who have withdrawn from or completed all years of screening.
The questionnaire asks if a participant has been newly diagnosed with
any type of cancer, and collects the type of cancer and the date of diag-
nosis.

When a participant reports that s/he was diagnosed with a cancer the
SC staff will enter the cancer and the reported date of diagnosis into
the ASU data entry screen in the SMS. Non-PLCO cancers will be coded
into a 3-digit cancer code, which is entered during receipt of the ASU. It
is important to properly code the cancer reported on the ASU before
entering this information to the system. The coding of the ASU should
be performed under the direction of the Lead Medical Record Abstrac-
tor. Coding of responses on the ASU is an important part of the MRA
process and is described fully in Appendix A-7-1 and in Appendix I:
Cancer _Codes. A flag indicating that cancer is “Suspected” will then be
set in the SMS and receipt of the medical record abstract forms will be
expected. If the cancer was already confirmed and this is a second
report of the cancer, the cancer code will indicate that this cancer type
was previously confirmed and no additional medical record abstract
forms will be expected for that cancer type. (See Section 8.2.2 below).

Note that there may be situations in which it is inappropriate to set
expectations for cancer confirmation and it would be preferable to sim-
ply not key the ASU response into the SMS, thereby reducing paper-
work burden. These situations may include repeated reports of the
same cancer that are confirmed with the participant to be the same
cancer, and reports of conditions that the SC determines are not can-
cer. Outcomes of investigation or review of cancer confirmation should
be noted on the ASU and initialed. These should also be reviewed under
the direction of the Lead Medical Record Abstractor. The SCs should
consult the ICD-9-CM coding manual to determine whether reported
conditions are cancer or not. All conditions that are coded in ICD-9-CM
as a primary malignant neoplasm (140-195, 200-208), non-PLCO carci-
noma in-situ (230-234) or neoplasms of uncertain behavior, including
carcinoids, but excluding villous adenomas (235-238) are considered
cancer.
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3. From a report (telephone, letter, etc.) from the participant, a rela-
tive, physician, etc.

The SC may be notified of a cancer diagnosis by the participant, a rela-
tive or friend of the participant, or some other method. The SC should
implement a system, such as a telephone log or event form, to record
such information when it is received. The information must then be
keyed manually into the cancers table via the Participant Status
Screen. If the cancer reported is a non-PLCO cancer, the cancer type
should be coded into the appropriate 3-digit code (see Appendix I: Can-
cer Codes) prior to entry into the SMS. These should be coded under
the direction of the Lead Medical Record Abstractor.

4. From a Diagnostic Evaluation (DE) form.

If the result of a diagnostic evaluation for a PLCO cancer is a non-PLCO
malignancy or a different PLCO malignancy (for example, a diagnostic
evaluation for a positive x-ray reveals a prostate malignancy), the SC
codes this malignancy in ICD-9 in Part B of the Diagnostic Evaluation
Form. Upon receipt of the Diagnostic Evaluation form into the SMS, the
ICD-9 code will be translated into the 3-digit cancer code and the can-
cers table will automatically be updated with a record showing a new
cancer suspicion.

5. From the death certificate.

On a monthly basis, the SCs will ship death certificates to the CC for
cause of death coding. A list of death certificates with PLCO or non-
PLCO cancers appearing on them will be generated at the CC and sent
to the SCs on a monthly basis (Cancers on Death Certificates
Report (Appendix B-9-5: Participants with Cancer on Death Certificate
Report). The three-digit code for non-PLCO cancers will be provided to
the SCs on this list. The SC staff will manually key the cancer suspicion
into the cancers table in the SMS.

6. From a Cancer Registry.

Local or state registries, if available, may be used to identify PLCO can-
cers in either control or intervention participants which were not ascer-
tained via follow-up of a positive PLCO screening test or via
administration of the Annual Study Update. It is the responsibility of
each SC to determine which registries might be appropriate in the local
area and to seek the approval of the registry to release the requested
information. It is suggested that requests for information be made on
an annual basis.

In the future, the SMS will be used to generate the Cancer Registries
Request List (Appendix B-8-1: Cancer Registries Request List), a list-
ing of all participants for whom the SC has not received a death notifi-
cation or a confirmation of cancer. This list will contain participant
identifiers which would likely be required for a registry search including
name, date of birth, sex and social security number. The Cancer Regis-
tries Request List will be generated either as a hard copy list or as an
ASCII file.

The SC will need to establish guidelines for determining matches from
information received back from a cancer registry search. Once a match
is determined and a PLCO cancer is identified, the participant cancer
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8.2.1

indicator code in the SMS will be updated to indicate that a PLCO cancer
is suspected.

Note: The Cancer Registries Request List is not yet implemented in the
SMS.

Reports for Tracking Cancer Suspicions

The SC will monitor the cancer confirmation process for all intervention and
control participants. The following SMS reports may be used to facilitate this
monitoring activity.

8.2.2

Cancer Confirmation List (Appendix B-8-3: Cancer Confirmation
List): This report lists all participants for whom a possible PLCO cancer
has been reported. The listing contains the following information for
each participant: Participant ID number, participant status, vital status,
type of cancer reported, date of notification, and source from which the
cancer was reported. This form can be used by the SC Coordinator to
rapidly identify the participants for whom information on diagnostic fol-
low-up and cancer confirmation and treatment must be obtained.

Open Forms Report (Appendix B-17-8: Open Forms/Specimens
Report): This report lists all participants and all delinquent, incomplete
or outstanding forms for each participant. In terms of cancer ascertain-
ment, this report can be used by the SC Coordinator to track the com-
pletion of the medical record abstract forms.

Participant Overview Report (Appendix B-17-10: Participant Over-
view Report): This report may be used to monitor the status of cancer
confirmation for a specified individual or group of individuals. Expected/
receipted medical record abstract forms and cancer status are listed on
this report.

Medical Record Background Report (Appendix B-8-2: Medical
Record Background Report): This report may be used to monitor the
status of cancer confirmation for a specified individual or group of indi-
viduals. It contains contact information for the participant and his/her
physicians and hospitals. It also includes the participant’s cancer status
table as it appears in the SMS Participant Status Screen.

Cancers on Death Certificates Report (Appendix B-9-5: Participants
with Cancer on Death Certificate Report): This report is generated by
the CC and lists all participants with cancer reported on the death cer-
tificate as a cause of death. For each death, the report shows the PID,
study year of death, cancer type, date of death, 3-digit cancer code (if
applicable) and cancer description.

Updating Cancer Status to “Suspected” in the SMS

Cancer suspicions may be automatically set in the SMS, upon receipt of a form
such as an examination form or an Annual Study Update, or they may be man-
ually keyed by the SC staff. The data elements that must be entered into the
SMS when keying cancer suspicions are as follows:

Type of cancer
Types of Cancer:

P — Prostate
L — Lung
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8.3

C — Colorectal
O — Ovary
T — Other (+ 3-digit cancer code to indicate the type of cancer)

e Study year cancer was reported to the SC
e Source of the suspicion.
Sources:
» ASU — Annual Study Update
» 3-character exam form type (DRE, FSG, etc.)
» DCF — Death Certificate
» REL - Relative
» PHS — Physician

» OTH — Other (participant, cancer registry, review of medical
records, etc.)

e Date the cancer was identified by the SC. This is the date that the SC
learns of the cancer and not the date of diagnosis of the cancer.

Upon updating of cancer suspicions, expectations for the appropriate medical
record abstraction form (DE or OCF) are set. If the primary cancer was already
confirmed in a previous study year, no new expectations are set. The cancer
status is automatically set to “P” - previously confirmed.

Collection of Medical Records

Once a suspected cancer has been identified, the SC will initiate activities to
confirm the reported cancer. This process includes contacting the participant
and/or physician to obtain information. The nature and quantity of medical
records to be collected differs depending on whether the suspected cancer is a
non-PLCO cancer or a PLCO cancer, and, in the case of PLCO cancers, whether
or not the suspicion is due to a positive screen. For additional guidelines on
obtaining follow-up information from the medical records, see Attachment 1.

8.3.1 Collection of Medical Records for Confirmation of PLCO
Cancers

Collection of medical records may involve contacts to physicians and hospitals
to determine the status of screening followup, the collection of medical records
documenting the participant’s cancer status, and in the case of cancer diagno-
sis, the diagnostic evaluation and staging information, including the pathology
report and pathology slide. (See Chapter 16.0 for information on obtaining
pathology slides.)

The process of cancer confirmation differs slightly depending on whether the
participant is in the intervention group and has a positive screening test or
whether the cancer was reported from some other source. Participants with
positive screening results will be followed forward in time, through the process
of additional diagnostic testing and possibly cancer diagnosis. For these partic-
ipants, a DE form will always be completed, even if cancer was not diagnosed.
For situations in which no cancer is diagnosed, the DE is used to document the
followup that resulted from a positive screen.
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For suspected cancers identified through sources such as the Annual Study
Update, the SC must contact the participant’s physician and/or obtain medical
records to determine whether or not cancer was, in fact, diagnosed. If so, the
appropriate medical record abstract forms will be completed. In this case, the
cancer will be identified after diagnosis, so the participant’s medical record will
be abstracted historically, beginning with the first visit for initial assessment
and ending with the diagnosis.

To facilitate the process of requesting medical records, the Medical Record
Background Report (Appendix B-8-2: Medical Record Background Report)
may be generated from the SMS for a participant for whom cancer has been
reported. This form lists participant and physician identifying information and
information on the reported cancer, which may be needed to request the med-
ical record. In addition, the SC may use the tumor registry information to help
obtain additional source documents, but the SC should not complete PLCO
abstracts on the basis of a tumor registry abstract.

In some instances the hospital may not accept the PLCO Cancer Screening
Trial consent form as sufficient for release of the records. Additional authoriza-
tion may need to be requested from the participant or the participant’s next of
kin. In addition, some institutions require that the authorization be recent
(within 6 months, for example). A sample Medical Record Release Authori-
zation Form that may serve the purpose of obtaining authorization to obtain
records is provided in Appendix C-8-1, however some hospitals or insurance
plans may require a release in a specific format.

If the hospital where the participant was diagnosed and treated is located in
the local area, it is preferable to have the abstractor travel to that hospital to
review the record and complete the medical record abstract forms. This allows
for review of the complete record. If the hospital is not in the local area or if
the SC is unable to abstract off-site, then the records must be requested to be
sent to the study office. A sample request letter to a hospital or physician for
medical records is provided in Appendix C-8-2 Because it may not be possible
to request the complete record, certain key parts have been identified which
will be needed to complete medical record abstract forms for PLCO cancers.
These include (for each admission):

< Admission History for diagnosis and initial treatment
e History and Physical
e Treatment History or Reports

e Discharge Summary for all hospitalizations related to diagnosis and
treatment

e Operative Reports

- Pathology Reports

e TNM Classification Form/Cancer Staging Form
* Reports of Diagnostic Work-up

If information is available in the medical record regarding metastatic sites
when the primary site is a PLCO organ, this information should be collected
and kept with the participant’s record as it may be useful for death review and
pathology review. This information should include a photocopy of the pathol-
ogy report and the ICD-0-2 classification (if available). The SC should not pur-
sue additional information about metastatic sites if it is not already available in
the medical record.
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In some cases, the SC may be charged fees for obtaining copies of medical
record documentation. Since PLCO is a federally funded research study, the SC
may attempt to obtain a waiver of fees from each institution from which they
obtain medical records.

8.3.2 Collection of Medical Records for Confirmation of Non-PLCO
Cancers

For non-PLCO cancers, sufficient medical records must be collected to enable
the abstractor to record the following data items on the OCF.

e Result of Investigation (non-PLCO primary, non-PLCO metastasis, PLCO
primary, etc.)

< Date of diagnosis
e ICD-0O-2 code

e Basis for diagnosis
e Metastatic Sites

The SC should obtain the pathology report from the initial definitive diagnosis
and a discharge summary, if the participant was hospitalized. If the participant
was not hospitalized, and/or was not diagnosed with pathology, the abstractor
must use his/her judgement to determine the appropriate records to collect.
The SC should not collect extensive records on diagnostic evaluation proce-
dures or on treatment.

Medical record release authorization forms may be required for collection of
records as described in Section 8.3.1 above.

8.3.3 Tracking the Medical Records Collection Process (Epi-Info)

Each SC is responsible for tracking the medical records collection process, that
is, to track the requests to participants for signed medical records release
forms and to physicians and hospitals for copies of the medical records. The
tracking may be done manually using methods such as tickler files, or using an
automated system. This is left to the discretion of the SC Coordinator.

The SMS provides some support for the medical records collection process (for
PLCO cancers only) via a link to a database management system called Epi-
Info. For each participant with a cancer status of “Suspected,” or with a status
of “Confirmed” or “Not Confirmed” (i.e., confirmed as non-malignant), but the
DE and Tl forms have not been finalized, a record with selected data items
such as PID, date of birth, randomization group, cancer status, etc., will be
exported to Epi-Info. The SC can then access Epi-Info and use these data
items, together with other SC-specified data items to request to view, edit, or
run reports for medical records collection tracking purposes. Refer to the SMS
Version 3.2 Upgrade documentation for more information about Epi-Info.
(Note: Support for Epi-Info is no longer available from the SMS.)

8.3.4 Acquisition of the Histopathology/Cytopathology Report

For each case of cancer diagnosed histologically or cytologically during the
trial, the SC will obtain a photocopy of the histopathology or cytopathology
report which confirms the initial cancer diagnosis. Information from the pathol-
ogy report will also be abstracted onto the Diagnostic Evaluation or Other Can-
cer Confirmation Form. If the cancer was diagnosed both histologically and
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cytologically, information should be abstracted from the earliest procedure
that yielded tissue, with an adequate specimen, that gives a definitive diagno-
sis of cancer. In PLCO, a histologic basis of cancer diagnosis is preferred, even
if there is an earlier cytolologic confirmation of the cancer. If there are several
tissue specimens that confirm the cancer, the information should be
abstracted from the earliest tissue specimen that confirmed the diagnosis of
cancer, even if it does not provide the most complete picture of the cancer.

Abstraction of the Medical Record

Once the records have been obtained, they should be placed in date order and
carefully reviewed to confirm that they are for the correct participant. A Partic-
ipant ID label should be attached to each page. Each document should be
reviewed for legibility and completeness. Consistency of information between
documents should be compared and, if necessary, the physician or hospital
should be contacted to resolve any problems. In addition, if the records are
not complete, the diagnosing physician or hospital may need to be (re)con-
tacted for additional information.

The first step of the abstraction process is to determine whether or not the
reported cancer was diagnosed, and if it was primary or metastatic. If a cancer
was diagnosed, information from the record about the diagnosis of the cancer
should be abstracted onto the appropriate medical record abstract form (DE/
TI/OCF). In cases where followup of a positive screen revealed no cancer,
information about the diagnostic evaluation and the non-malignant diagnosis
should be abstracted onto the DE form.

The medical record abstract forms are as follows:

- Diagnostic Evaluation Form-Prostate (DEP2) (Appendix B-8-1: Cancer
Registries Request List)

e Treatment Information Form-Prostate (TIP) (Appendix B-8-1: Cancer
Regqistries Request List)

e Diagnostic Evaluation Form-Lung (DEL2) (Appendix B-8-2: Medical
Record Background Report)

e Treatment Information Form-Lung (TIL) (Appendix B-8-2: Medical
Record Background Report)

< Diagnostic Evaluation Form-Colorectum (DEC2) (Appendix B-8-3: Can-
cer Confirmation List)

e Treatment Information Form-Colorectum (TIC) (Appendix A-8-3)

< Diagnostic Evaluation Form-Ovary (DEO2) (Appendix A-8-4)

e Treatment Information Form-Ovary (TIO) (Appendix A-8-4)

< Diagnostic Evaluation-Diagnostic/Staging Procedures Supplement
(DSS) (Appendix A-8-6)

e Other Cancer Confirmation Form (OCF) (Appendix A-8-5)

These forms have been developed to facilitate standardized documentation of
information concerning diagnostic evaluation; cancer diagnosis, including
pathology, histology, and staging evaluation; and initial cancer treatment. The
item-by-item specifications for completing each set of medical record abstract
forms are provided with the forms in Appendices A-8-1 through A-8-6.
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A trained and approved medical record abstractor will abstract information
regarding diagnostic evaluation, cancer confirmation and initial treatment onto
the appropriate medical record abstract forms. A certified nosologist (medical
coder) is required for coding cancer diagnoses. (Refer to APPENDIX L for qual-
ifications and certification requirements for the medical record abstractor and
the study nosologist.) In addition, a copy of the corresponding histopathology
or cytopathology report, which supports the diagnosis of cancer, must be
obtained and attached to the Diagnostic Evaluation Form.

There will be situations in which a cancer will be reported erroneously, that is,
there is no evidence in the medical record to substantiate the report of a can-
cer diagnosis. Once the SC determines that a report of cancer was, in fact,
erroneous, a DE or OCF form should not be completed. Instead, a Missing Data
Form should be completed. (See Section 8.6 below).

8.4.1 Abstracting Diagnostic Evaluation Information

Diagnostic evaluation information is recorded in the five sections of the DE
form and the Diagnostic and Staging Procedures Supplement form (DSS), if
necessary. These forms are described below.

e Part A - Diagnostic Evaluation and Staging Information - This
section is used to document clinical presentation, procedures per-
formed for diagnostic evaluation and staging, results of selected proce-
dures, the medical complications of the diagnostic evaluation and
staging, and the final result of the diagnostic evaluation. If the partici-
pant undergoes more than 12 diagnostic/staging procedures, the addi-
tional procedures are recorded on the Diagnostic/Staging Procedures
Supplement (DSS) form.

e Part B - Diagnosis Information For Any Condition Other Than
(PLCO) Cancer - This section is used to record the diagnosis of spe-
cific conditions other than prostate, lung, colorectal, or ovarian cancer.

e Part C - Cancer Diagnosis Information - This section is used to doc-
ument the source of the cancer confirmation, the date and description
of the cancer diagnosis, the ICD-0-2 code, the histologic classification,
TNM staging, and the stage of disease appropriate to the cancer. It also
requests that the histopathology or cytopathology report which sup-
ports the diagnosis be photocopied and attached.

e Part D - Date of Diagnostic Evaluation Determination - This sec-
tion is used to note when a workup is completed or stopped in three cir-
cumstances:

- when the result is “No Malignancy” and no specific diagnosis

- when the result is “No Malignancy” and there are no diagnostic pro-
cedures per participant report

- when the result of the diagnostic evaluation is “No Information
Available” because the participant discontinued the evaluation

e Part E - Physician/Hospital Location Information - This section is
used to document all physicians, hospitals or clinics where the partici-
pant received diagnostic evaluation and cancer confirmation. This sec-
tion collects the name, address, and telephone number of the
physician, hospital and/or clinic, and the participant’s medical record
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number. Recording of these data is recommended, but not required,
and these data are not entered into the DEES.

As noted earlier, participants with a positive PLCO screening result will be fol-
lowed forward in time from the time of the positive screen. Diagnostic evalua-
tion information will be collected until one of the following occurs:

< a conclusive diagnosis (either cancer or non-cancer) has been made;
« for 12 months from the date of the positive screen; or
= the next screening exam, whichever comes first.

If, despite SC efforts to encourage a participant to seek medical attention for a
positive screen, the participant does not initiate follow-up of the screen until
late in the year, such as 10 months after the positive screen for example, the
SC should still collect only the diagnostic evaluation data until 12 months after
the positive screen or the next screen, whichever comes first. In the example
given, this would mean two months of diagnostic evaluation data.

In the case of a confirmed cancer, diagnostic evaluation information should be
collected up to (and including) the date the conclusive diagnosis is made. All
staging information related to the initial diagnosis should be collected, even if
a staging procedure was performed after the date of the initial diagnosis or
after the first definitive treatment. For example, if a participant is diagnosed
with lung cancer by an endoscopic bronchoscopic biopsy, and then has a CT-
chest, CT-brain, bone scan, or lobectomy with lymph node sampling, all of the
latter would be recorded on the DEL3 form as staging procedures, even though
they follow the confirmation of the lung cancer diagnosis. Some treatments,
such as surgical resection of lung tissue or lymph node sampling, can be con-
sidered both staging and treatment procedures, so they would be recorded on
both the DE and TI forms. Any treatment procedure that could not also be con-
sidered staging, such as chemotherapy, radiation therapy, or hormone treat-
ment would not be recorded on the DE form. Any procedure that follows
chemotherapy or radiation therapy would not be considered staging proce-
dures and would not be included on the DE form unless the treatment is con-
sidered neoadjuvant. A special consideration is “watchful waiting” as in the
case of prostate cancer. Watchful waiting is considered to be a first line of
treatment; consequently, diagnostic/staging information would only be col-
lected up to the date when watchful waiting begins. If there is any question
whether watchful waiting is taking place, abstractors should consult with the
Principal Investigator at the Screening Center. Staging procedures that are
recorded should correspond to the TNM or stage of disease classifications
recorded in Part C of the DE form. Staging information on cancer recurrence
Staging information on cancer recurrence or disease progression should not be
collected. should not be collected.

Staging procedures that are recorded should correspond to the TNM or stage
of disease classifications recorded in Part C of the DE form. Staging informa-
tion on cancer recurrence should not be collected.

In conducting medical record abstractions for PLCO cancers, the SC may
encounter some special situations:

e When no followup procedures were performed based on an SC internal
referral or a physician’s decision that follow-up of a positive screening
examination was not necessary. In such cases, the SC should complete
a Diagnostic Evaluation Form and document the result of the diagnostic
evaluation as “No Malignancy.” The SC must also document that the

8-13 PLCO Manual of Operations and Procedures
March 1, 2006



case was an SC internal referral or must record verbatim what the phy-
sician stated (whether written or verbal) regarding no need for follow-
up and the date the physician made the statement. In the situation
where only a participant’s report can be obtained that his/her physician
decided not to do follow-up on a positive screening exam, this informa-
tion should be collected. Refer to the specifications for the DEP, DEL,
DEC and DEO forms for specific instructions for completing the forms in
such situations.

When the participant begins diagnostic evaluation but then decides
(against the recommendation of his physician) not to continue: In such
cases, the SC should complete a Diagnostic Evaluation Form and docu-
ment the result of the diagnostic evaluation as “No Information avail-
able” and provide an explanation of the situation. Refer to the
specifications for the DEP, DEL, DEC and DEO forms for specific instruc-
tions for completing the forms in such situations.

When a participant reports cancer on the ASU for the study year follow-
ing a positive screen and the SC has no record of follow-up directly
related to the positive screen: The SC should contact the participant
and the participant’s physician to determine if the cancer diagnosis was
made as a result of diagnostic evaluation following the positive screen
or because the participant developed new symptoms. If the diagnostic
evaluation was made as a follow-up to the positive screen, then a DE
form should be completed for the same study year as the positive
screen. If the diagnostic evaluation was made because the participant
sought medical care for new symptoms, a DE form for the same study
year as the ASU should be completed. Sometimes it is not clear what
the motivation is for seeking an evaluation. It is assumed that if follow-
up occurred within 12 months of a positive screen, the follow-up was
motivated in part by the positive screen.

When a participant has more than one diagnostic evaluation
during the year following a positive screen: If, following a positive
screen, a participant has a negative evaluation for cancer from one
physician, then later (within the same study year) decides to go for a
second opinion, at which time the second physician diagnoses a PLCO
cancer, the SC should contact the participant and the participant’s phy-
sician(s) to determine whether the participant was seeking additional
care as a result of the screening test or because s/he developed new
symptoms, or some other reason.

If the participant was seeking additional care as a result of the screen-
ing test, only one DE form should be completed and information from
diagnostic follow-up performed by both physicians should be recorded.
The final diagnosis should be prostate, lung, colorectal or ovarian can-
cer. If the participant was prompted to seek additional medical atten-
tion due to a change in his/her condition, two DE forms should be
completed. The first form should reflect the negative diagnosis follow-
ing a work-up for a positive screen. The second form should reflect a
positive cancer diagnosis. The SC should enter an expectation for a DE
for the next study year into the cancers table in the SMS, with a source
of “OTH.” The abstractor should then document the second workup on
a DE for the next study year.

When multiple primary cancers of the same PLCO organ are
diagnosed: If multiple primary cancers are diagnosed at the same
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PLCO site, during the same diagnostic evaluation process and prior to
the first definitive treatment for the cancer that is being confirmed,
individual DE forms should be completed for each primary cancer. Once
treatment has been initiated, SCs are not required to follow-up or doc-
ument any additional reported cancer (a new primary, a recurrence, or
metastases) of the organ. Refer to the specifications for the DEP, DEL,
DEC, and DEO forms for specific instructions for completing the forms
in such situations.

Note: If the SC becomes aware of multiple primary cancers, recur-
rences or metastases occurring after treatment of the first cancer, and
has access to the medical records, the hardcopy data should be col-
lected and maintained in the participant’s study file. They may be used
for the death data review process.

e When a participant is diagnosed with a metastatic PLCO cancer:
Only a primary PLCO cancer should be recorded in the cancer section of
the DE form. If the diagnostic evaluation for a suspected PLCO cancer
reveals a PLCO malignancy, but it is a metastasis from another cancer
site (including a different PLCO cancer site), the result of the diagnostic
evaluation should be recorded as “Other Malignancy Confirmed Histo-
logically or Cytologically,” and the primary cancer type should be
recorded in section of the DE form for Diagnosis Information for Any
Condition Other Than [PLCO] Cancer. An OCF for the primary cancer
will then be expected by the system.

The Diagnostic Evaluation Form should always be completed before the Treat-
ment Information Form because the Treatment Information Form is only
required if a PLCO cancer has a confirmed diagnosis documented on the Diag-
nostic Evaluation Form. The follow-up of positive screening examinations and
confirmation of reported cancers from the Annual Study Update and other
sources may show that the participant had a non-malignhant condition or a
non-PLCO cancer. In such situations, the Treatment Information Form need
not be completed.

8.4.2 Abstracting Treatment Information
The Treatment Information Form is organized into two sections.

e Part A - Initial Treatment Information - This section is used to doc-
ument all initial treatment information for the cancer diagnosis. This
section also includes, when appropriate, a section for recording com-
ments.

e Part B - Physician/Hospital Location Information Form - This
section is used to document all physicians, hospitals or clinics where
the participant received PLCO cancer treatment. Note: The SC has to
track metastatic PLCO cancer sites manually for those intervention par-
ticipants who are still undergoing screenings in order to prevent addi-
tional cancer screenings for that particular organ.

Initial treatment is defined as the first treatment received, and is usually
within six months of diagnosis (before cancer progression or recurrence). Six
months should be long enough to collect information, at the least, about initia-
tion of adjuvant treatment after diagnosis. If treatment begins after six
months, it is possible that this treatment is not related to the initial disease,
but perhaps to a recurrence of the disease. Cases in which primary therapy is
begun after 6 months post-diagnosis should be referred to the SC Principal
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Investigator for adjudication. If necessary, photocopies of the appropriate
information should be sent to the MRA Coordinator at the CC, who will send
the information to NCI for final adjudication. NCI will decide with the SC the
best way in which to handle each specific case.

8.4.3 Abstracting Non-PLCO Cancer Information

The purpose of the Other Cancer Confirmation Form (OCF) is to document the
SC investigation of non-PLCO cancer reports, to document the ICD-0O-2 code
for primary non-PLCO cancers, and to document metastatic cancer. The OCF is
organized into two sections.

e Part A — Confirmation of Cancer - This section is used to document
the result of the investigation of the cancer report (primary, meta-
static—unknown primary, metastatic—PLCO primary), and information
about the diagnosis such as date, ICD-0O-2 code, basis for diagnosis.
This section also includes an item for recording cancer reports that are
initially reported as primary cancer but, after further investigation, are
found to be metastases of an unknown primary cancer.

Note: Only metastasis of unknown primaries should be recorded.

e Part B - Physician/Hospital Location Information Form - This
section is used to document all physicians, hospitals or clinics where
the participant was diagnosed with the cancer.

A separate OCF should be completed for each primary non-PLCO cancer diag-
nosed. Up to three cancers that were initially reported as primary cancers, but
are later determined to be metastatic sites of an unknown primary, (in Item
A.12 of the OCF), may be confirmed using one OCF. If the investigation of the
reported cancer reveals a metastasis from an unknown primary, the site and
date of diagnosis of the metastasis will be recorded on the OCF.

In conducting medical record abstractions for non-PLCO cancers, the guide-
lines below should be followed:

= Do not complete an OCF for active recurrences of a primary non-PLCO
cancer that were diagnosed prior to randomization.

< If a reported “cancer” is confirmed to be a primary non-PLCO cancer,
the SC will not be required to complete another OCF for any subsequent
reports of this cancer, even if it is a multiple primary cancer in the
same organ (i.e. melanoma or breast). NCI is interested in the first pri-
mary only.

< For multiple reports of a cancer that has been confirmed as a meta-
static site in a previous study year, the SC will be required to determine
(via a method chosen by the SC such as a review of diagnhosis dates,
contact with the participant, review of medical records, etc.) whether or
not it is the same metastasis or a new primary.

< When a non-PLCO cancer is reported via a Diagnostic Evaluation Form,
the ICD-9 code recorded in the Non-PLCO Cancer Diagnosis section
(Part B) of the DE form will be translated into the three-digit cancer
code and an expectation for an OCF will be set for that cancer.

e While confirming a reported non-PLCO cancer, if the primary cancer
site is identified to be a PLCO site, it is necessary to indicate this in
Items A.6 and A.6a of the OCF. Depending on whether or not the PLCO

8-16 PLCO Manual of Operations and Procedures
March 1, 2006



8.5

cancer was confirmed in the past, it may or may not be necessary to
complete a DE form for the PLCO cancer. For example:

The SC reviews the medical record to confirm a reported liver cancer,
and finds that the primary cancer site was prostate. The circle for pros-
tate should be darkened in Item 6a. If the liver cancer was a metastasis
from a prostate cancer that was already confirmed in the study (the
cancer status code is “C”), then a new DE is not required. If the pros-
tate cancer had never been confirmed in the study, a DEP form is now
required.

When there is an unknown primary with a PLCO metastatic cancer site,
this should be recorded in Items A.6 ‘Result of Confirmation of
Reported Non-PLCO Cancer’ and A.12 ‘Reported Metastatic Sites’ of the
OCF. The SMS and DEES options will reject the receipt of this data.
User Support should be contacted to get this data receipted into the
SMS.

The OCF should be used to document metastases of unknown primary
cancers only.

Up to three metastatic sites of an unknown primary cancer may be
recorded on one OCF. If there were more than three metastatic sites,
the SC should contact the MRA Coordinator for an appropriate resolu-
tion.

The SC is not required to document metastatic sites revealed upon
review of the medical record.

There is no “window” for abstracting information about non-PLCO can-
cers, it is expected that once the SC is notified of the non-PLCO cancer,
that every attempt should be made to investigate and complete the
OCEF, if appropriate, in a timely manner.

Receipt and Processing of the Medical Record Abstract
Forms

When medical record abstract forms are completed, they should be receipted
into the SMS as soon as possible so that the participant’s cancer status can be
updated. Receipt may be accomplished by interactive data entry or via the
DEES-SMS Update (see Chapter 17.0 for more information on the receipt pro-
cess). Data items from the forms that are entered into the system as part of
the receipt process include:

Diagnostic Evaluation Forms:

Date receipted

PID

Study Year

Date Abstracted

Abstractor 1D

Result of diagnostic evaluation

ICD-9-CM code for diagnosis (if non-PLCO cancer)
Date of physician diagnosis (for non-PLCO cancer)
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< Date for first cancer diagnosis (if PLCO cancer)

e ICD-0-2 code for diagnosis (for PLCO cancer)
Treatment Information Forms:

= Date receipted

e PID

e Study Year

< Date Abstracted

e Abstractor ID
Other Cancer Confirmation Forms:

= Date receipted

e PID

e Study Year

e Date Abstracted

e Abstractor ID

e Result of Confirmation of Reported Non-PLCO Cancer

= date of diagnosis

e ICD-0O-2 code

= Up to three 3-digit codes for reported metastases

The SMS receipt screen for the Diagnostic Evaluation is given below.

Diagnostic Evaluation - Prostate

+ 7 WY X[ WP 2% DEP
e - Participant ID: 800014-7 Study Year: T2 =0 =]

Date Abstracted: Date Received: Abstractor 1D:

A-9, Result of Diagnostic Evaluation for Prostate Cancer:

B-10. Earliest Specific Prostate Dx Date:
B-11. ICD-9-CM Classification of Other Cancer Dx 1: Other Cancer Dx Date 1:

ICD-3-CM Classification of Other Cancer Dx 2: Other Cancer Dx Date 2:
C-12. Primary Prostate Cancer Dx Date:

C-14. ICD-0-2 Cancer Classification: | B
D-21. Date of Dx Evaluation Determination:
6% View Mode Record 1 of 2013

Figure 8-1. Receipt Screen for DEP Form

If a PLCO cancer is confirmed, the SMS will be expecting future receipt of a
Treatment Information Form. It is possible that several weeks or months may
elapse between the completion of the two medical record abstract forms. This
would likely occur if the Diagnostic Evaluation Form is completed close to the

8-18 PLCO Manual of Operations and Procedures
March 1, 2006



8.6

time of diagnosis. Since the Treatment Information Form includes treatment in
the six months following diagnosis, completion of the form must necessarily
wait until this period of time has elapsed. Note that if a cancer is not confirmed
until treatment is performed, the information regarding the treatment should
be abstracted onto both the Diagnostic Evaluation Form and the Treatment
Information Form. For example, if a participant does not have the diagnosis of
cancer prior to a surgical resection, then the surgical resection would be con-
sidered diagnostic staging and treatment, and would be recorded on both the
DE form and the Tl form.

Medical record abstract forms should be manually edited using the procedures
described in Chapter 17.0 of this manual. After a form has undergone a man-
ual edit, it will be scanned using the Optical Mark Reader into the DEES. Since
it may take several months to collect all of the required data and complete the
medical record abstract form, the SC may scan the form even if it is not final-
ized. It should be assigned a form disposition of “Interim Complete” and
scanned each time it is updated. (See DEES User’s Guide/DEES Upgrade Docu-
mentation for more information.) After scanning, the computer edit should be
run. If items are incomplete or unclear as identified from the manual or com-
puter edits, data retrieval should be requested from the abstractor. If the form
is final, a final disposition code of “Final Complete” or “Final Incomplete”
should be assigned by the SC Coordinator (see Chapter 17.0). Completed
abstracts should be filed in the participant’s folder. In addition, all medical
records received at the study office should be filed in the participant’s folder
or, if required, copied, with the copy retained and the original returned to the
physician or institution from which they were requested.

Updating Cancer Status in the SMS

Below are the cancer indicator codes that may be set during cancer confirma-
tion activities:

S = suspected cancer — This status is set when a cancer that has not
previously been reported or confirmed, is reported to the SC from a
source such as the ASU, a participant phone call, etc.

C = confirmed cancer — This status is set when a DE or OCF is receipted
that confirms the cancer.

P = previously confirmed cancer — This status is set when a cancer that
was previously confirmed is reported to the SC again. This status is set
automatically by the system, without receipt of a DE or OCF form.

N = case confirmed as non-cancer - This status is only used for PLCO
cancer suspicions that result from positive screens. This status is set
when a DE form is receipted with the result of Diagnostic Evaluation.

M = Missing Data Form — This status is set when a Missing Data Form is
filed in place of a DE, Tl or OCF form.

Figure 8-2 presents the screen display of the cancer information maintained by
SMS. Cancer information may also be viewed on the Medical Record Back-
ground Report.
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Participant 5tatus Information

€= <= | participant ID: 202664-6 b e |
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| | T3 | p | BCF | s |ou/zeniave |
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-
&
]
Le )
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b ]
Study Tear: Cancer Type: Cancer Source: other Cancers Code: &
o = [ = Jrsc_H A
Identify Date: Cancer Status: M =
Other Caneers Specify: |
6% View Mode Flecord 1 of 1

Figure 8-2: Screen Display of Cancer information

Docu

menting Non-Response for Cancer Confirmation

In some cases, the SC will not be able to complete a Diagnostic Evaluation,

Treatm

ent Information, or Other Cancer Confirmation form for the participant.

The following are the conditions under which a Missing Data Form (MDF)

should

be completed:

When the medical records necessary for the completion of the DE, TI,
or OCF are not available (i.e., records are lost, institutional refusal, for-
eign or non-local institution). Reason code R (“could not be obtained”
and the appropriate subcode) should be recorded on the MDF;

When the SC is unable to find the participant to determine whether or
not s/he had follow-up for a positive screen. Reason code 5 (“Can’t
locate contact” and the appropriate subcode) should be recorded on the
MDF;

When the SC determines that the participant will not ever be obtaining
diagnostic follow-up for a positive screen (that is, the participant
refuses to obtain diagnostic follow-up). Reason code 1 (“Refused study
activity” and the appropriate subcode) should be recorded on the MDF.
If the participant refused to follow-up, the MDF can be completed at the
time of the refusal. If the participant states that s/he plans to follow-up
but does not, an MDF should be completed after 12 months from the
positive screen, or the next screening visit (whichever comes first);
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Note:

When the participant had no follow-up for a positive PLCO screen due
to other, more critical illnesses. Reason code 1 (“Refused study activ-
ity” and the appropriate subcode) should be recorded on the MDF;

When the SC determines that the participant will not ever be obtaining
treatment for a confirmed cancer that is, the participant has decided
not to undergo treatment). Reason code 1 (“Refused study activity”
and the appropriate subcode) should be recorded on the MDF;

When the SC is unable to find the participant to obtain consent to col-
lect medical records. Reason code 5 (“Can’t locate” and the appropriate
subcode) should be recorded on the MDF;

When a participant refuses to sign a Release of Information form for us
to obtain medical records to document cancer diagnostic/staging proce-
dures or treatment information. Reason code “R” (records could not be
obtained, subcode R0O1) should be recorded on the MDF.

When the participant may have sought follow-up attention but has
since died, and the SC cannot obtain consent forms from the partici-
pant’s family to obtain medical records. Reason code R (Records could
not be obtained) should be recorded on the MDF. If the SC is unable to
locate the participant’s family to obtain consent or to obtain medical
records, use Code 5 (“Can’t locate,” subcode 504).

When the participant dies before seeking follow-up for a PLCO positive
screen, record Reason code D, subcode DDD on the MDF;

When the SC obtains records for a participant who reported an interval
cancer (PLCO or non-PLCO) but the records do not substantiate the
report of the cancer diagnosis. Reason code E record (“Erroneous
Report of Cancer,” subcode FO1) on the MDF;

When the cancer reported by the participant is found to be a primary,
or a recurrence, or a metastasis from a primary cancer that was diag-
nosed prior to randomization. Reason code “E” (“Erroneous Report of
Cancer,” subcode EO2) should be recorded on the MDF. If the primary
cancer that was found to have been diagnosed before randomization is
a PLCO cancer, an ATF should also be completed to document the par-
ticipant as a randomized ineligible. (See Chapter 4.0);

When the cancer reported by the participant is found to be a recurrence
or metastasis from a primary cancer diagnosed after randomization,
reason code E (“Erroneous Report of Cancer,” subcode EO03) should be
recorded on the MDF.

When the participant sees a physician for treatment of the cancer, but
the SC is unable to obtain any information from the participant’s physi-
cian or a medical facility regarding the details or outcome of the treat-
ment. Reason code R (Records could not be obtained and the
appropriate subcode of R0O3, R04, or RO5) should be recorded on the
MDF.

Only the reason codes, 1, 8, E, and R should be used on the Miss-

ing Data Form for DE, Tl or OCF Forms. Each reason code must be
accompanied by an appropriate subcode.

A MDF should not be completed for a DE form if the SC or the participant con-
sults a physician for follow-up and the physician indicates, based on the
screening exam result and/or a review of the participant’s medical record, that
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8.8

no follow-up testing is necessary. In this situation, a DE form should be com-
pleted as described in the form completion specifications.

Refer to Chapter 17.0 and Appendix A-17-1 for information on the completion
of the Missing Data Form.

Monitoring Cancer Ascertainment Activities

The SMS will produce reports that can be used by the SC Coordinator to assist
in monitoring cancer confirmation activities. These reports are described

below:

SMS Reports:

Medical Record Background Report (Appendix B-8-2: Medical
Record Background Report): This report is generated for participants
with a suspected or confirmed PLCO cancer. It lists locator information,
date of birth, modified date of birth, and cancer information (such as
outstanding DE forms, cancer status, cancer type, and ICD-9-CM
codes). The report may be generated to facilitate the collection of Med-
ical Record Abstracting information.

Cancer Confirmation List (Appendix B-8-3: Cancer Confirmation
List): This report lists all participants for whom a possible PLCO cancer
has been reported. The listing will contain the following information for
each participant: Participant ID number, participant status, vital status,
type of cancer reported, date of notification, and source from which the
cancer was reported. This form will be used by the SC Coordinator to
rapidly identify the participants for whom information on diagnostic fol-
low-up and cancer confirmation and treatment must be obtained.

Open Forms Report (Appendix B-17-8: Open Forms/Specimens
Report): This report lists all participants and all delinquent, incomplete
or outstanding forms for each participant. In terms of cancer ascertain-
ment, this form will be used by the SC Coordinator to track the comple-
tion of the medical record abstract forms. Although there is no
“deadline” for these forms, it is expected that they should be able to be
completed within six months of notification of an unconfirmed cancer.
For participants in the intervention group with a positive screening test,
it is expected that the Diagnostic Evaluation Form should be able to be
completed before the activity window the for the next study year
begins.

Participant Overview (Appendix B-17-10: Participant Overview
Report) This report may be used to monitor the status of cancer confir-
mation for a specified group of participants. This report also provides a
summary of study information for each participant in the group.

DEES Reports:

Summary of Scanned Forms (Appendix B-17-11: Summary of
Scanned Forms Report) This report may be used to determine the
cumulative number of medical record abstraction forms (DE, Tl and
OCF) scanned and counts by date scanned.

DEES Final Disposition (Appendix B-17-12: Report of DEES Final Dis-
position) This report lists forms according to their final disposition
(FCM, FIC, ICM). This report will enable SC staff to identify MRA forms
that are not yet final and have a disposition of Interim Complete (ICM).
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8.9

8.10

Semi-Annual SAS Reports:

e Completion Status of Expected Other Forms Relative to Activity
Windows — This report is generated by the CC and sent to the SCs on
a semi-annual basis. It may be used to monitor the cumulative number
of DEs, Tls and OCFs and MDFs completed out of the total number
expected. It may also be useful in estimating abstracting workload.
Note that the expected number of DEs is taken from Cancer Status =
Suspected. If there are multiple positive screens per cancer type per
person in a study year, only one screen is counted.

Chapter 17.0 and the SMS User’s Guide/SMS Upgrade Documentation contain
additional information on producing reports to monitor cancer ascertainment
activities.

Reporting Cancer Status to the Coordinating Center

Once a month, the SC will transmit all medical record abstract information
from DEES to the Coordinating Center (CC). This will be done through the Data
Transmission application of the PLCO computer system. Refer to the SMS
User’s Guide/SMS Upgrade Documentation.

Quality Assurance for Cancer Confirmation

The Medical Record Abstraction Quality Assurance Plan (APPENDIX L) consists
of six components, regular communication, registration, training and external
quality assurance, internal quality assurance, workshops and conference calls,
problem resolution and response to medical record abstraction issues. Each
abstractor or nosologist will be required to submit a registration form which
will be reviewed and approved by NCI. The MRA Coordinator at the CC will
facilitate regular communication between the SCs and NCI on medical record
abstraction issues and problem resolution as well as coordinate training and
the quarterly external quality assurance cycles. The Lead Abstractor at each
SC will assist the CC in monitoring internal quality assurance at their SC and
provide input for medical record abstraction issue resolution. Please see
APPENDIX L for more details of the plan.
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Attachment 1

Attachment 1

Minimum Requirements for SC Contact of Participants Following a Positive Screen

1 There is considerable variation in the approach and effort that Screening Centers use
when collecting information on the follow-up to a positive screening exam. One con-
cern is that an insufficient or inconsistent effort may preclude the SC from contacting
the participant in a timely manner to encourage follow-up and verify that follow-up |
occurring. A second concern is that a number of SCs are not contacting the health
care provider (HCP) early and frequently enough to obtain all medical records. As the
goal of these guidelines is the reduction of the MDF-DE rate, these requirements may
be followed by all SCs, but specifically apply only to any SC with a MDF-DE rate that
exceeds 10%.

a What is the minimum requirement for participant contact attempts fol-
lowing a positive screen?

Resolution: The SC staff should make timely and frequent follow-up contacts
with the participant to determine the status of the follow-up. Follow-up contact
begins with the results letter that the participant and the participant’s HCP should
receive each within three weeks of the screening exam.

The SC should begin contact attempts 3 months after the results letter is sent and
should continue to contact the participant every 3 months if earlier attempts are
unsuccessful. Each quarterly contact attempt should consist of five calls over two
weeks, with calls at different times of the day and week, and with at least one call
at night and on weekends until the SC is able to reach the participant. If telephone
contacts are unsuccessful, the SC needs to send a follow-up letter. The letter
should encourage the participant to obtain follow-up, and request that the partici-
pant call the SC as soon as possible. The letter should also indicate that the SC will
continue to re-contact the participant to confirm that s/he has contacted her/his
physician for follow-up.

If the SC has been unable to contact the participant prior to the next screening
exam or until 12 months from the screen, whichever comes first, then a MDF can
be completed.

When the SC has been unsuccessful in contacting the participant, the SC should
contact the HCP to enlist his/her help in encouraging the participant to get follow-
up. HCP contact is recommended two weeks following each unsuccessful cycle of
five calls and one letter.

If the SC has successfully contacted the participant, but the participant still has
not had an evaluation, the SC should make one final effort to encourage the par-
ticipant to get follow-up, even though it means that any follow-up information
obtained beyond the window of data collection would not be collected.

The SC staff should document any successful contact with a participant on the
Telephone Screening Exam Follow-up form. The form should be placed the partic-
ipant’s folder. The SC should also document that the participant has discussed the
results of the positive screening exam with his/her HCP or the reason why the par-
ticipant has not discussed the results with his/her HCP.

b If the SC verifies that follow-up has occurred, how often should the SC attempt re-
contacting the participant to determine the status of the subsequent follow-up.

Resolution: The SCs need to re-contact the participant every three months to
determine the status of the evaluation. Timely and frequent contact will improve
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the quality and completeness of data collection. Each attempt to re-contact should
include a minimum of five phone calls and one letter. Attempts to contact the par-
ticipant and verify the status of the work-up should continue until a conclusive
diagnosis is made, until the next screening exam, or until 12 months from the
screen, whichever comes first.

c To date there has been no standard approach for the collection of information
from a participant regarding his/her follow-up of a positive screen. Furthermore,
when the participant says s/he has not had an evaluation, there has not been a
standard approach for determining the reasons for lack of follow-up. How can the
SCs improve the collection of information describing the reasons why follow-up
has not occurred?

Resolution: To standardize the collection and coding of follow-up information
obtained during this process, the SC should refer to the Telephone Screening
Exam Follow-up form and ask the participant probing questions. Record the par-
ticipant’s responses each time the SC has a conversation with the participant
regarding follow-up to a positive screen. This form includes sections formatted to
document the health care provider’s name and address and to list any procedures
that have occurred or are planned.

When an evaluation is either not obtained or discontinued, this form provides
questions to probe for reasons and space available to record the participant’s
responses.

A separate Telephone Screening Exam Follow-up form should be used each time
the SC reaches the participant to verify the status (or lack of progress) of the
evaluation following a positive screening exam. Each completed script should to
be placed in the participant’s folder.

d How often should the SCs collect medical records?

Resolution: The SC should collect medical records as soon as possible. Since the
SC will call the participant quarterly to determine the status of the follow-up eval-
uation, the SC should request medical records within one month of the call if any
evaluation has occurred in the previous quarter. The longer the SC waits to collect
medical records, the more difficult it may be to obtain medical records.

2 When can the SC complete an MDF? Is there a way to capture the additional
information that is obtained during follow-up phone calls?

Resolution: The SCs will not complete an MDF until there has been at least three
separate attempts (one attempt is defined as a minimum of five calls and one let-
ter) to contact the participant. In addition, the SC needs to wait until the window
of data collection closes for any follow-up evaluation—that is, until 12 months
after the screening exam or until the next screening exam, whichever is first. NCI
wants the SC to contact each participant frequently to encourage retention and
follow-up, particularly when no follow-up to a positive screening exam has
occurred. The SC will use the information recorded on the script to complete an
MDF when three separate attempts have failed to produce a result. While the MDF
has not changed in appearance, the SCs will be able to record additional reason
codes to clarify why follow-up was not obtained. The additional reason codes will
match the codes and explanations included in the sample script. Separate specifi-
cations for the completion of the MDF are attached.






9.0 VITAL STATUS ASCERTAINMENT AND THE

9.1

DEATH REVIEW PROCESS

Introduction

9.1.1 Background

The primary objective of the PLCO trial is to ascertain whether screening
exams for prostate, lung, colorectal or ovarian cancer can reduce mortality
from these cancers. A statistically significant reduction in the PLCO cancer
mortality rate for intervention participants would provide strong evidence for
the value of these screening exams. The Screening Centers (SC), the Coordi-
nating Center (CC) and a Death Review Committee (DRC) will participate in
activities to implement a review of cause of death for all PLCO participants who
die during the course of the trial. The purpose of the Death Review Process
(DRP) is to determine whether or not death was due to a PLCO cancer. This
review process plays an important role in minimizing bias in assignment of
PLCO cancer as cause of death on the death certificate, and therefore ensures
a more accurate assessment of the value of these screening exams.

Intervention arm participants in the PLCO screening trial may be diagnosed
with a cancer earlier in its natural history than they would have been in the
absence of these screening exams. Moreover, since these participants undergo
repeated screening tests, it is possible that a cancer may be diagnosed that
may never have presented in that individual’s lifetime. Therefore, during each
year of follow-up in the PLCO trial, there is likely to be a greater incidence of
newly diagnosed cancers in the intervention arm than in the control arm. This
may affect mortality data, since it has long been established that if an individ-
ual has been diagnosed with cancer, this will impact the cause of death
entered on the death certificate. This influence, known as “sticking diagnosis,”
may lead to an overdiagnosis of PLCO cancers among intervention partici-
pants.

Alternatively, control arm participants may be underdiagnosed with PLCO can-
cer since they will not have had repeated screening exams and may die before
the cancer was diagnosed. In the absence of a directed autopsy this bias can-
not be corrected, however, certain ICD-9 codes, which are closely related to
PLCO cancers, can be investigated. For example, the medical records of a par-
ticipant whose death certificate suggests a primary liver, bone, brain or spinal
cord cancer (ICD-9 155,170) can be further evaluated to determine if the par-
ticipant had a PLCO cancer. Other examples include, causes of death which
suggest uncertainty of the diagnosis of cancer, such that prostate, lung, colon-
rectum or ovarian cancer cannot be excluded, or a metastatic cancer with
unknown primary (ICD-9- 184.9, 199). Further investigation of medical
records may reveal that some of these deaths were due to PLCO cancers.
Review of these deaths should minimize the level of underreporting of PLCO
cancers on the death certificate in the PLCO trial and reduce the influence of
this bias.

Because the DRP will involve a review of all PLCO cancer deaths, as well as
other closely related ICD-9 cancer deaths, it will minimize the effect of over-
and under-reporting of PLCO cancers as the death certificate cause of death.
This process will further ensure that ascertainment of the fact of death is
equally applied to the intervention and control arm participants.
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9.1.2 Overview of the Death Review Process

The SCs are responsible for ascertaining all deaths, collecting all death certifi-
cates, and shipping all death certificates to the CC.

The following is a brief overview of the activities to be completed by the SCs,
the CC and the DRC to implement the DRP:

Ascertainment of the Fact of Death: Each SC is responsible for
implementing procedures to follow-up all PLCO participants for vital
status ascertainment during the course of the trial. For participants who
are reported as deceased, the SC is responsible for confirmation of
death through procurement of the death certificate.

Cancer Ascertainment: Each SC will determine cancer incidence for
all PLCO participants during the course of the trial as described in Chap-
ter 8.0

Identification of Deaths for Review by the DRC: The CC will be
responsible for identifying deaths to be submitted to the DRC for
review. The CC will code cause of death from SC-supplied death certifi-
cates, enter the information into a central database and then apply a
computer algorithm to select, from the coded cause of death and coded
cancer status and cancer diagnosis, all deaths which meet the criteria
described in Section 9.8.3. For those deaths not selected by the com-
puter algorithm, the case will be deemed as “Certified” and no addi-
tional action is required.

Collection of Medical Records for Death Review. The SC will be
responsible for providing all necessary documentation to the DRC. All
records will be carefully read by the SC, and the relevant portion of any
record that identifies a cancer as screen-detected, or makes mention of
the PLCO trial, will be deleted. On a quarterly basis, the SC will prepare
1 copy of all DRP documentation, batch the DRP folders, and forward
them to the CC. The CC will verify that the DRP folders are complete
and forward the information to the NCI consultant for review prior to
sending them to the DRC.

Analysis by the Death Review Committee. The DRC is composed of
five physicians/oncologists who have experience with treating a variety
of cancers and are not affiliated with the PLCO study or any of its
screening centers. Each of these experienced reviewers will review all
medical record documents for each death to:

» evaluate the adequacy of the information;

» decide whether they consider the participant death to be: “due to,”
“probably due to,” “probably not due to,” or “not due to,” prostate,
lung, colorectal or ovarian cancer;

» decide whether or not other competing disease processes contrib-
uted to death.

If a DRC member determines that additional documentation or pathol-
ogy information is needed, the committee member will submit a
request to the CC.

If the results of the DRC are discordant, a conference call will be held
with all the DRC members and the NCI consultant to reach consensus
on the underlying cause of death.
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e All results of the DRC review will be documented by the CC and
reported to the SCs. The committee’s decision will be binding.

Figure 9-1 provides a visual representation of this process.

The remainder of this chapter will describe in detail the SC procedures and
review activities to be completed for ascertaining and confirming participant
deaths, providing death certificates to the CC, identifying cases for submission
to the DRC, and obtaining, editing and processing all medical record documen-
tation to be submitted to the DRC. Systems support for some SC activities will
be provided by the CC and documented in the appropriate User Upgrade
memos. Central death certificate coding, data processing and coordination
procedures to be completed by the CC will be documented in the “Death
Review Manual — Coordinating Center Procedures.” Procedures to be com-
pleted by the DRC will be documented in the “Death Review Manual — Death
Review Committee Procedures.”
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9.2 Death Ascertainment Activities

9.2.1 Introduction

The SC will determine the vital status of all participants during the course of
the trial and obtain death certificates for those participants reported as
deceased. Tracing procedures will be implemented for all participants who are
considered lost-to-followup in order to ascertain their vital status. The results
of vital status ascertainment will be entered into the SMS.

If a Non-Response Form (NRF) has been receipted, vital status ascertainment
should only be performed for those participants who are classified as a level 1
- “No Active Contact with Participant”. For more information please refer to
Section 17.4.6 Documenting a Participant’s Request to Withdraw from
the Study.

9.2.2 Vital Status Ascertainment

Ascertainment of vital status is the first step in the DRP. The second step is the
acquisition of death certificates, which is described in Section 9.3. The primary
method for determining vital status is the Annual Study Update (ASU), which
is sent to all participants on a yearly basis. Participants who do not respond to
the ASU will require follow-up tracing activities to determine whether they are
alive or deceased. In some cases, the participant’s relatives or friends may
complete and return the forms indicating the participant has died. In addition,
the envelope containing the ASU form may be returned from the post office
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marked “Deceased.” If a participant is reported as deceased through this pro-
cess, his/her vital status will be updated in the SMS to “presumed deceased.”
When presumed deaths are identified, the SC Coordinator should initiate pro-
cedures to confirm the death. When a participant is reported as deceased, the
SC Coordinator will need to obtain the date of death and state of death in
order to obtain the death certificate from the appropriate state Vital Statistics
Bureau. The SC Coordinator will determine the most appropriate strategy to
obtain this information.

When participants are considered lost-to-follow-up because of failure to return
the ASU or to keep an appointment for a screening visit, relatives, friends and/
or physicians may be contacted for information. The Baseline Locator Form
(Appendix A-5-3) and the Follow-up Locator Form (Appendix A-7-2) collect
location information on the participant’s relatives, friends and physicians. If
the participant was identified as having a positive screening exam and/or a
PLCO cancer at some time during the trial, the Physician/Hospital Location
Information (part of the medical record abstract forms) would provide addi-
tional information about physicians and hospitals where the participant was
seen. In the absence of contact within a year, standard SC tracing procedures
should be initiated. These procedures may include a search for fact of death
with the National Death Index (NDI), the Health Care Financing Administration
(HCFA), the Social Security Death Index (SSDI), tumor registries, Depart-
ments of Motor Vehicle Administration and Vital Statistics Bureaus.

Critical identifying information, essential for making submission requests for
vital status determination and for tracing participants will be maintained by the
SC and stored in the SMS. This information is collected on the Baseline Locator
Form (BLF) and the Follow-up Locator Form (FLF). It includes:

< Name: first, middle, and last;
= Sex;
= Date of Birth: month, day and year;
e Social Security Number;
 Address and date of address; and
< Mother’s place of birth.
See Chapter 7.0 for more information regarding tracing lost participants.

9.2.2.1 National Death Index

The National Death Index (NDI) is an important source for identifying
deceased individuals. The NDI is a computerized database of death records for
the nation since 1979. NDI plus provides the underlying and multiple causes of
death coded using the International Classification of Diseases. The National
Center for Health Statistics, the agency that maintains the database, updates
the NDI on an annual basis to include deaths through the previous year. For
example, at the beginning of 2004 the database would include deaths through
December 2000. This excellent source for vital status determination is rapid
and only requires social security number, a full date of birth, and the gender of
the participant for matching with death certificate information. Submission of
additional participant data, however, may provide more certainty in the
matches.

Prior NDI approval is required by the National Center for Health Statistics for
all submissions for death searches of the NDI files. Westat will submit a central
application to NCHS for search of the NDI. Approval will be for the project and
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each SC will be able to submit their files to the NDI and the results will be
returned to the SC. Once approval has been received for the initial NDI sub-
mission, the SC will be given guidance on submitting requests to NDI and
interpreting NDI results. In addition to receiving the results of the NDI search,
the SC will also receive an NDI User’s Manual and a Repeat Request Form. The
Repeat Request Form is provided for making future NDI submissions.

NDI updates the death records approximately 10 months after the end of a
particular calendar year. It is recommended that the annual searches be con-
ducted in January or February in order to take full advantage of updated infor-
mation. The SC Coordinator will be responsible for preparing the data file for
the NDI submission, for reviewing the returned NDI output, and for determin-
ing good matches. The address and phone number of the National Death Index
are:

National Death Index

Division of Vital Statistics

National Center for Health Statistics
3311 Toledo Road, Room 7318
Hyattsville, MD 20782

(301) 458-4444

The NDI output will be returned directly to each SC for review and determina-
tion of good matches. This output will be returned on CD-ROM and will contain
eight different output files. One of the eight files included on the CD-ROM is
the NDI Retrieval Report. Whenever a participant record matches with one or
more NDI records, it will appear on this report. The other seven reports pro-
vide information on the records that were submitted and a file for forms to
request death certificates from the State’s Vital Statistics Office.

9.2.2.1.1 Submitting Files to NDI

Beginning in March 2001, SCs will begin annual NDI searches, any SC not
planning to perform an annual NDI search, must provide written justification to
the NCI.

The SC Coordinator will use the SMS to facilitate the NDI searches by generat-
ing the submission file for the NDI which contains all participants whose vital
status is unknown (in-tracing, lost contact, NRF receipted, or missing 2 or
more consecutive ASUs) or presumed deceased as of the date through which
the NDI database is currently updated. The file will contain the participant’s
name (including maiden name), date of birth, social security number, sex, and
city and state of residence (and state of death if presumed deceased). These
data will be submitted to determine the vital status of participants who are lost
to follow-up. These data are included to enable as close a match as possible
with NDI records. The NDI results include the state file number for the death
certificate which may facilitate (and perhaps reduce the cost of) obtaining the
death certificate from the state Vital Statistics Bureau. Participants whose vital
status has been determined as deceased within the past calendar year will not
be included because NDI would not yet have a record of their death. A hard-
copy listing of the PID and most recent date submitted to NDI will be gener-
ated National Death Index List (Appendix B-9-1: National Death Index
List).

9.2.2.1.2 NDI Reports
Approximately four weeks after NCHS receives the data file the NDI retrieval
report and several related reports containing information on the resulting pos-
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sible record matches will be sent to the SC. This section describes each of the
reports. The NDI Retrieval Program generates eight different files of informa-
tion stored on one CD-ROM. Following is a summary of the different reports.
For more detailed information, please refer to the NDI User’s Manual. The page
associated with the report is provided.

1.

10.

Summary Retrieval Statistics — This file contains a three- page
report which provides the summary information about the NDI search.
The information includes the SC coordinator’s name and address, years
of death searched, number of NDI records involved in possible record
matches and other statistics related to the NDI search.

NDI Retrieval Report — The NDI Retrieval Report indicates which par-
ticipant records matched with the NDI records. This report is explained
in more detail below in Section 9.2.2.1.3: Determining NDI Matches.

Compressed NDI Retrieval Report — The Compressed NDI Retrieval
Report contains the same information as the NDI Retrieval Report, but
without the column headings and line spacings to reduce the amount of
paper generated when printing this report.

Death Certificate Request Forms — This report lists all the possible
NDI matches grouped by the States in which the deaths occurred. A
separate form is generated for each state that had at least one NDI
match. The report is explained in greater detail below in Section
9.2.2.1.5: Requesting Death Certificates for NDI Matches.

Combined File — This file combines the participant record with the
matching NDI record(s). A separate Combined Record is created for
each NDI record match. The file is intended for users who receive a
large number of matches and would like to write a computer program
to assess the quality of these matches.

Matching User Records — This file only contains those records sub-
mitted by the SC that were involved in possible matches with one or
more NDI records.

Non-Matching User Records — This file only contains those records
submitted by the SC that were not involved in matches with any NDI
records.

Rejected User Records — This file contains the records that did not
satisfy the basic criteria of the NDI edit program and were thus rejected
prior to the search of the NDI file. Records are rejected if they did not
contain the participant’s social security number, date of birth and the
sex code.

Cause of Death File (NDI Plus manual page 9) - This file contains only
those possible NDI record matches, which are ranked first or have a
high probabilistic score. This file is for users who would like to write a
computer program to link causes of death with the matched results in
the Retrieval report.

Cause of Death Report (NDI Plus manual page 19) - This file allows
for quick inspection of coded causes of death of those records which are
ranked first or have a high probabilistic score. The matches are
grouped by State and year of death.

Please notify Westat if any records are rejected.
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9.2.2.1.3 Determining NDI Matches

When evaluating each NDI match, it is important to realize that many submit-
ted subjects will either have false matches, or will not have a match at all.
Specific matching criteria have been developed which should be satisfied for a
possible match to be considered a true match.

In general, a record is considered a match if first name (F) and last name (L)
and middle initial (M) (if available); Social Security Number (Soc Sec No),
month and year of birth and sex are in agreement.

On the NDI Retrieval Report the results of each match are listed in rank order.
If each item submitted by the SC matches exactly to an NDI record, the NDI
record will have an asterisk next to the state of death. This can be interpreted
as a match, however, prior to assigning NDI results code, all matching items
should be verified.

The guidelines for selecting and classifying matches are as follows:

EM = Exact Match to NDI record. The following fields must match
exactly:

» FLand M

» Soc Sec No

» Date of Birth (DOB) — month and year
» Sex code

PM = Probable Match should be considered if all or some of the items
do not match exactly to warrant a code of EM. PM should be used:

» If F has an NDI code of ‘I’ is given indicating that the first initial of
the F match.

» If L, has an NDI code of ‘N’ is given indicating that the name
matched only on NYSIIS (New York State Identification and Intelli-
gence System) phonetic codes.

» At least 6 digits of the Soc Sec No match. If the Soc Sec No is not
provided then the DOB should match exactly i.e. month, day and

year.
» Month of birth within 1 month before or after the participant’s date
of birth
» Year of birth within 10 years before or after the participant’s date of
birth

» Sex code must match.

If a record does not meet the criteria for an EM or PM then one of the
two following codes can be assigned.

NM = No Match. Use this code if:

» Not enough items listed above match to indicate that the informa-
tion returned from NDI are for the participant.

NF = Not Found.

» Use this code to indicate that no information was returned from NDI
for the participant. These participants can be easily identified using
the Non-Matching User Records report.
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The death certificate should be requested for all NDI matches designated as
EMs and PMs. The information on the death certificate should be matched with
information in the participant’s file to verify that the correct death certificate
was received.

9.2.2.1.4 Updating SMS for NDI Matches

To indicate the results of the NDI match, the participant’s vital status and
Source for Vital Status should be updated for those participants assigned a
code of EM or PM. If the participant’s vital status code is “blank”, update the
vital status code to ‘P’ — presumed deceased and enter ‘NDI-EM’ or ‘NDI-PM’
in the Source for Vital Status. If the participant was previously assigned a vital
status of ‘P’ before the submission to NDI, the vital status should be left as ‘P’
and in the Source of Vital Status NDI-EM or NDI-PM should be added to the
existing Source of Vital Status. Once the death certificate has been received
and the information is verified, then change the Vital Status from ‘P’ to ‘C’ —
confirmed deceased. Do not change any information in the Source for Vital
Status. This information will be used to determine the utility of NDI.

If the NDI code assigned is NM or NF, the SMS does not need to be updated.

9.2.2.1.5 Requesting Death Certificates for NDI Matches

With the return of the results of the NDI search you will also receive a docu-
ment entitled Obtaining State Death Certificates. This document contains the
most recent available information on each state’s requirements and charges
for the release of copies of death certificates. The document also includes a
contact person’s name, address and phone number in each state vital statistics
office, release policies, procedures and charges.

When requesting copies of death certificates from the state’s vital statistics
office, the SCs are strongly encouraged to use the Death Certificate Request
Forms from NDI. The Request Forms lists the NDI record matches for each
state are sorted first by year of death and then by death certificate number.
Selected information from each matching record is also presented. This infor-
mation is to assist the vital statistics office to confirm that they are releasing
the correct death certificate. The request forms for some States may involve
several pages. Except for the first page of the form, any pages that do not
contain any certificates that are being requested should be eliminated.

1. Place a check mark (V) in the left margins of the Death Certificate
Request for those death certificates that you would like to obtain.

2. Always complete the first page of a state’s death certificate request
form. Eliminate all other pages that do not contain requests for death
certificates.

3. Contact the vital statistics office to determine (a) their fees, (b) how to
make payment and (c) what additional information you need to attach
before the office will release copies of the death certificates.

4. Mail the forms along with payment to the appropriate state office.

For more detailed information on any of the reports provided by NDI, please
refer to the NDI Users Manual.

9.2.2.1.6 Cause of Death Report

After matches have been determined on the Retrieval report, the record
should be located on the Cause of Death report. The matches are first grouped
by State, then by year of death and within a given year by death certificate
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number. A copy of the Cause of Death report, with the participant’'s name
removed should be sent to Westat for translation from ICD-10 codes to ICD-9.

9.2.2.2 Centers for Medicare & Medicaid Services

The Centers for Medicare and Medicaid Services (CMS) formerly known as The
Health Care Financing Administration (HCFA) is a good resource for determin-
ing the vital status of participants who are lost-to-follow-up. CMS is the gov-
ernment agency that administers the Medicare program. For individuals who
received Medicare benefits, the CMS files can provide date and state of death.
Prior approval is required by CMS for all submissions for record searches. An
application/instructions can be obtained by contacting the Centers for Medi-
care and Medicaid Services at the address given below.

Centers for Medicare & Medicaid Services
7500 Security Boulevard
Baltimore, MD 21244-1850

CMS files can be searched either by social security number or by name. Sub-
mission requirements include a valid social security number for the social
security number search, or the first and last name and full date of birth for the
name search. The social security number match is strongly recommended
over the name search because of the quality of information provided. Once a
submission is made, the response time is quick and the information provided is
accurate. The SC Coordinator will use the SMS to facilitate preparing submis-
sions to CMS. (Note: This facility is not yet implemented in the SMS.)

9.2.2.3 Social Security Death Index

The Social Security Death Index (SSDI) is an online search index of deceased
individuals whose social security benefits have been paid out. It provides the
last and first name, the social security number, birth and death dates, city,
county, state and zip code of the last residence and city, county, state and zip
code to which the final lump sum payment was made. It is useful for verifying
a death or completing information about a death prior to submission to the
state vital statistics office. The SSDI is updated monthly. The main disadvan-
tages to using this system are that is includes only those individuals assigned
a social security number and who have had social security benefits paid out,
and the accuracy of information is not guaranteed. The SSDI may be accessed
on the Internet at

http://ssdi.genealogy.rootsweb.com/

or
http://www.ancestry.com/search/rectype/vital/ssdi/main.htm.

Both of these web sites provide information about using the SSDI.

9.2.2.4 Other Sources for Vital Status Determination

It is expected that most deaths will be ascertained through the methods
described above. Other tracing resources that may be useful for locating lost-
to-follow-up participants and for determining vital status include: cancer regis-
tries, Departments of Motor Vehicle Administration, and Vital Statistics
Bureaus. These sources may be most useful in latter years of the trial when
there has been an increase in the number of participants who are lost-to-fol-
low-up. The SC Coordinator will be responsible for establishing the tracing
methodologies to be used and for conducting all searches. The SC Coordinator
will use available SMS functions to facilitate these tracing activities, as appro-
priate.
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9.3

9.2.3 Updating Vital Status in the Study Management System

When the SC learns of a death, from any of the sources discussed above, the
participant’s vital status must be updated to “P” (presumed deceased) on the
Participant Status Screen in the SMS (Figure 9-2). The SMS will also have
fields in which to record the source and date of the report of the death, and
the date of death. A death is not considered confirmed until the death certifi-
cate is received. The date of death in the SMS is “presumed” until the death
certificate is obtained and the date is confirmed. It is acceptable to enter an
estimated date for an unknown date of death. The only field that can be esti-
mated is the day, which should be entered as the 15th. For example, if Octo-
ber 1996 is the only known date of death (prior to receiving the death
certificate), it should be entered as 10/15/96. If the month and/or year are
unknown, the entire field should be left blank.

Once the vital status is updated to “presumed deceased,” this participant will
no longer appear on reports of participants who require an Annual Study
Update or a screening examination visit.

Participant Status Information

= <= | participant ID: 202664-6 b e
Participation Status Recrutment
Parbicipation status code: _ Tracking Number:
]
Source for participation status: ID Source! %
Date status was assigned: i
Vital Status Transfer Dats —
Wital status code: = Transfer status:
Source for vital status: Date of transfer: i
Date wital status was asgigned: Screening Center: ‘%
M
Date of Death: Transfer number:
—
Date of Birth at Randomization: 06/29/1934 Gender: M
Randomization Date: 12/08/1995 Group: [ o
&
]
Total number of tracing afforts: Corrected DOB if neaded: o
6% View Mode Fecord 1 of 1

Figure 9-2. Participant Status Screen

Death Certificate Acquisition

Death certificates must be obtained for all participants who are reported as
deceased during the entire duration of the trial. The death is not considered to
be confirmed until the death certificate is obtained. The SC will conduct the
necessary procedures for the procurement and processing of all death certifi-
cates. A certified copy of the death certificate is not required for the DRP; the
SC may obtain a photocopy of the death certificate. Once a copy of the death

9-12 PLCO Manual of Operations and Procedures
March 1, 2006



certificate is receipted in SMS the vital status will be changed to ‘C’ (confirmed
deceased). Copies of all death certificates will be edited to delete identifying
information and shipped monthly to the CC for cause of death coding. Collec-
tion of a death certificate should trigger preparation of a Death Documenta-
tion Sheet (DDS, Appendix A-9-1) which will be used to track receipt of
medical records and other DRP activities. A new folder will be prepared to store
the medical record information relating to the DRP separately in the partici-
pant’s file (see Section 9.6). This documentation is in addition to the documen-
tation collected for record abstraction that is used for the cancer
ascertainment process.

A brief description follows of the various activities associated with death certif-
icate acquisition and processing:

e Prepare and submit all necessary application forms to the various state
Vital Statistics Bureaus for approval to obtain death certificates;

= Once approval has been received, prepare and submit death certificate
requests to the state vital statistics bureaus. A NCl-approved summary
of the PLCO protocol is given in Appendix C-9-1 This protocol may be
attached to applications to state vital statistics bureaus;

< Receive and review results of the death certificate acquisition efforts;

e Determine good matches of death certificates based on comparisons
with the data submitted to the state;

e Conduct quality assurance by ensuring the death certificate matches
the participant for whom the request was made, check death certifi-
cates for legibility and, if necessary, follow back to the Vital Statistics
Bureau for clarification;

« Verify that the death certificate contains date of death, date of birth,
race, occupation and cause of death information (Some states, such as
Florida, have two versions of the death certificate, one with the cause
of death, and one without). [Note: Do not receipt an illegible or
incorrect certificate into the SMS if you plan to obtain a replace-
ment certificate];

e Place a PID label on the death certificate where it does not obscure any
information, preferably in the upper right hand corner of the death cer-
tificate;

= Receipt the death certificate into the SMS. When the form is receipted,
the fact that the certificate matches the participant and the date of
death are entered into the system. After receipt, the SMS will print the
Death Certificate Receipt Report (one per PID) (Appendix B-9-3:
Death Certificate Receipt Report) showing the death certificate infor-
mation that was receipted. The vital status will now show ‘C’ — con-
firmed deceased. File the death certificate and the Death Certificate
Receipt Report in the participant’s DRP folder.

It is expected that death certificates can be obtained for all deaths occurring in
the United States. For deaths occurring outside the U.S., every attempt should
be made to obtain the death certificate from the country in which the partici-
pant died or through the State Department. If the death certificate cannot be
obtained, the SC will update the participant’s cancer status in the Participant
Status Screen of the SMS to “N” - death confirmed without a death certificate,
and no further activity will be required.
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9.4

Shipment of Death Certificates

Once a death certificate is receipted, it is then available to be shipped to the
CC. All death certificates must be edited to delete identifiers, then shipped
monthly (on the last day of the month) to the CC following the procedures
described below:

e Photocopy the death certificate and place the original in the partici-
pant’s DRP folder (see Section 9.6).

e On the photocopy, delete the following identifying information:
Deceased name, social security number, and address, spouse or other
relative names and addresses, and informant name and address. It is
recommended that a black magic marker or white out be used.

- Verify that the identifiers cannot be read.

= Prior to the end of the month, use the SMS to generate a Death Certif-
icate Transmittal (Appendix B-9-4: Death Certificate Transmittal
Log). The transmittal lists in PID order, the PID for each death certifi-
cate not previously shipped. (See the SMS User Guide/Upgrade Docu-
mentation for more information on generating this transmittal).

= Assemble the death certificates listed on the transmittal in the order in
which they appear on the transmittal. Verify that all death certificates
are present. If any death certificates are lost or are not ready to be
shipped, cross off the corresponding PID on the transmittal. Use the
SMS Shipping Module to remove the shipping date for any death certif-
icate not being included in the shipment. Generate a revised Death Cer-
tificate Transmittal.

e Include one copy of the Death Certificate Transmittal with the package
of death certificates sent to the CC. FAX a copy to:

Beth Bridgeman
TB 294 - DRP
(301) 294-2085

e Keep one copy for the SC files.
< Package the death certificates in a Tyvec envelope and send it to:

Beth Bridgeman

TB 294 - DRP

1650 Research Blvd.
Rockville, MD 20850

e Send the death certificates to the CC using Federal Express, UPS or
another certified mail carrier. Keep a record of the package number.

= Any month that the SC will not be shipping death certificates, the SC
needs to notify Beth Bridgeman via e-mail BridgeBl1@Westat.com with
this information.

The CC will receive and verify all shipments of death certificates from the SC.
Upon receipt of a shipment, the CC will check the transmittal log. If there is a
discrepancy between the transmittal log and the contents of the shipment, or
if any of the certificates are incorrect or illegible, the DRP Coordinator will con-
tact the SC Coordinator by telephone, FAX or e-mail to resolve the discrep-
ancy. The SC may be instructed to remove certain certificates from the
transmittal and to regenerate the transmittal.
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9.5

9.6

9.7

Monitoring Vital Status Ascertainment and Death Certificate
Processing Activities

Notification of death of participants in both randomization groups may be
received through a number of sources as previously discussed in this chapter.
The SMS will facilitate the tracking and monitoring of activities associated with
vital status ascertainment and death certificate acquisition. Reports, which
support this process, include:

< National Death Index List (Appendix B-9-1: National Death Index
List). This list contains all participants who are selected for the NDI
submission (presumed deceased and lost-to-followup). The list includes
the Participant ID number name and most recent date submitted to
NDI.

= Vital Status Confirmation List (Appendix B-9-2: Vital Status Confir-
mation List). This report lists all participants who have been identified
as deceased during the PLCO trial (i.e., all participants who have a vital
status on the Participant Status Screen of P - Presumed Deceased, C -
Confirmed Deceased, and N - Confirmed Deceased without the receipt
of a death certificate.) The list includes the following identifying infor-
mation: Participant ID number, vital status (P, C, or N), source of
reported death, date of report, and date of death and is automatically
sorted by Vital Status, then by PID.

Specific instructions for using the SMS to generate these lists are given in the
SMS User Guide/Upgrade Documentation.

Folder Preparation and the Death Documentation Sheet
(DDS)

Once a death has been confirmed through acquisition of the death certificate,
a new folder should be prepared for the participant’s file. The folder should be
a color or type unique to the DRP and it should be labeled with the partici-
pant’s PID number. All documentation relating to the DRP, including the death
certificate, should be placed in the DRP folder to facilitate access and review. A
DRP folder should be created for all deceased participants, regardless of
whether or not they are selected for death review.

In addition to the death certificate, each DRP folder should contain a Death
Documentation Sheet (DDS) (Appendix A-9-1). The DDS is provided as a
manual tracking record to document and monitor completion of each step of
the DRP. It should be used to indicate completion of cancer ascertainment,
ongoing medical record collection and editing, and shipment of DRP materials.
The SC may wish to develop an addendum to the DDS to meet SC specific pro-
cedures for requesting and obtaining medical record documentation. The spec-
ifications for completion of the DDS are given in Appendix A-9-1.

Cancer Status Determination and Confirmation

Once a participant’s vital status has been confirmed through collection of the
death certificate, the cancer confirmation process must be completed as well.
Cancer confirmation in preparation for death review includes three major
steps:
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« ldentify and enter into the SMS all reports of cancer from the ASU and
other sources;

< Identify all reports of cancer from the death certificate (CC report: Can-
cers on Death Certificates refer to Section 9.7.2) and enter them into
the SMS;

e Administer the History of Malignancy Form (HOM) (Appendix A-9-2) for
those death certificates which list the cause of death as ‘Natural
Causes’ and enter into the SMS all reports of cancer noted on the HOM;
and

e Complete and process the DE or OCF forms for all suspected cancers.

These steps are described in detail in the following sections.

9.7.1 Cancer Reports from ASU and Other Sources

Cancer in participants may be reported on the ASU or the SC may be notified
by a participant, a relative, a physician, etc., that a cancer has been diag-
nosed. The SC may also incidentally find a primary cancer diagnosis upon
review of the participant’s medical record. The SC is responsible for entering
these cancer suspicions into the SMS.

When cancer is reported on the ASU, the cancer is entered during the ASU
receipt process. (See Chapter 7.0). When a cancer is reported by the partici-
pant, a relative, etc., usually via telephone, or incidentally found upon review
of the participant’s medical record for some other purpose (e.g., a prior breast
cancer identified while the SC was confirming suspected lung cancer), the SC
will record this information on an SC form and then enter the report into the
SMS. The SC will access the Cancer Suspicion and Confirmation History tab of
the Participant Status Screen and enter the cancer suspicion with the following
information:

Study Year: TO, T1, T2, etc.

Cancer Type: P, L, C, O, T(If type is T (other cancer), the SC must enter the 3-digit cancer
code)

CCode: Three digit PLCO cancer for other (non-PLCO) cancers.

Source: REL (Relative), PHS (Physician), OTH (Other, used for participant, and

any other sources that are not specified)
Status: S (Suspected)

Identify date: Date of the report by the participant, relative, etc

Refer to the SMS documentation for information on keying cancer information
into the Participant Status Screen.

Upon saving of this record, the participant’s cancer status will either remain ‘S’
if this cancer was not previously confirmed, or will be updated to ‘P’ if the can-
cer was previously confirmed. For all cancer types with a status of ‘S’, cancer
confirmation activities (completion of the DE and/or OCF) must be initiated.

9.7.2 Cancer Reports from the Death Certificate

All death certificates will be sent to the CC for coding of the cause(s) of death.
The CC will notify each SC of the PIDs and cancer types for all participants with
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cancer reported on the death certificate as a cause of death. This notification
will be via a hardcopy report, Cancers on Death Certificates (ConDC)
(Appendix B-9-5: Participants with Cancer on Death Certificate Report), that
will be sent to the SCs on a monthly basis. The report includes the ICD-9 code
associated with each PLCO code of ‘999’. Currently there are two ICD-9 codes
that are translated to ‘999'. They are 199.1 for metastases and 234.X for car-
cinoma in situ. These codes are shown so that the SC can determine which
metastatic cancers on the death certificate require medical record abstraction.

If the death certificate contained a primary cancer site and a metastatic site,
both will be shown on the ConDC report. The primary site must be entered in
to the participant’s cancer status table in SMS, but entering the metastasis is
optional. However, if there is only a metastasis (199.1) with an unknown pri-
mary reported that has not been previously confirmed, then it must be entered
into SMS.

Upon receipt of this report, the SC will access the Participant Status Screen
and enter the cancer suspicion with the following information for each PID on
the report:

Study Year: TO, T1, T2, etc.

Cancer Type: P, L, C, O, T (If type is T (other cancer), the SC must enter the 3-digit cancer
code)

CCode: Three digit PLCO cancer for other (non-PLCO) cancers.

Source: DCF (Death Certificate)

Status: S (Suspected)

Identify date: Date of death

It is important that the participant’s cancer table be updated in a timely man-
ner. The CC will monitor this data to determine any inconsistencies between
the SCs cancer data and cancers reported on the death certificates.

Refer to the SMS documentation for information on keying cancer information
into the Participant Status Screen.

Upon saving this record, the participant’s cancer status will either remain ‘S’ if
this cancer was not previously confirmed, or will be updated to ‘P’ if the cancer
was previously confirmed. For all cancer types with a status of ‘S’, cancer con-
firmation activities (completion of the DE and/or OCF) must be initiated.

9.7.3 Death Certificates Causes of Death — ‘Natural Causes’

The cause of death on death certificates is often listed as “natural causes.” In
such cases, additional information needs to be collected for the Death Review
Committee (DRC) in order to determine a more specific cause of death. In
addition, the committee needs to confirm that there was no PLCO cancer.

To obtain this information, the History of Malignancy Questionnaire (HOM)
should be sent to the deceased participant’s primary care physician. The SC
should send the HOM to the physician with a cover letter. A sample cover letter
is provided in Appendix C-9-2 The HOM should be sent only for those individu-
als who died of “natural causes.”
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9.8

9.7.4 Completion of DE and OCF Forms for Suspected Cancers

Cancer ascertainment and confirmation is not considered complete until all
outstanding DEs and OCFs have been completed, including all ICD-9-CM and
ICD-0-2 coding. The expectation for these forms may have been triggered by
information from a screening exam, an ASU, a death certificate, or another
source. Further details regarding cancer ascertainment and confirmation are
provided in Chapter 8.0 of the MOOP.

After all DE and OCF forms have been completed, (and set to Final Complete
(FCM) or Final Incomplete (FIC)) the “Cancer Confirmation” box should be
completed on the DDS.

Determining Eligibility for DRC Review

All participant deaths will be reviewed by a computer algorithm program at the
CC to determine eligibility for DRC review. The computer algorithm analyzes
the causes of death on the participant’s death certificate and other SMS data
and selects participants for review by the DRC. The program will reject cases
that have incomplete information. If a case is not selected for the DRC, it will
be designated as ‘certified’ and no additional action is necessary. The proce-
dures to determine the eligibility of a death for DRC review are described
below.

9.8.1 CC Review of Deaths

On a monthly basis, the CC reviews the recent shipment of death certificates
for proper editing and legibility. The SC coordinator will be notified if there is a
problem with a death certificate. Two CC nosologists will code all causes of
death, and any discrepancies in coding will be arbitrated by a third nosologist
as necessary. The agreed upon codes will be entered into a data file that will
be merged with SMS information that is transmitted monthly from the SCs to
the CC. A computer algorithm will be applied to all cases that have complete
cancer information and complete cause of death information. For each PID
submitted to the algorithm, the program reviews vital status and cancer status
information to determine whether the case has the following information com-
pleted:

- Vital status is confirmed as deceased with a death certificate (vstatus =
C).

e Cancer status is confirmed or closed because of an MDF (i.e. all cancers
in cancers table have cstatus = C or P and there are no outstanding
cancer suspicions).

e For cancer statuses of C (confirmed cancer), an ICD-O-2 code exists.

e For cancer statuses of N (confirmed as not cancer), an ICD-9-CM code
exists.

If a case is missing any of the above information (e.g. the cancer status = S),
the algorithm program will reject the participant and the SC will be sent a
rejection report as described in Section 9.8.2 below.

All valid (non-rejected) cases are run through the algorithm and only cases
that meet criteria for review by the DRC, as described in Section 9.8.2 below,
are selected. If a case is selected for DRC review, it will be assigned a status of
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“AR” for “Review.” Cases that are valid but do not meet any of the death
review criteria will be assigned a status of “AC” for “Certified.”

9.8.2 The Algorithm Report

Once a month, the SC will receive by fax a report of the results of the CC
review of deaths, the Algorithm Results Report (Appendix B-9-6: Algorithm
for Death Review). The SC should carefully review the results of the algorithm.
All cases selected for review are marked with an “AR” and the SC should begin
record collection as described in Section 9.9. All cases determined to be certi-
fied, are marked with a “AC” and require no additional action.

For participants who were rejected, “XX” the report indicates one or more rea-
sons for the rejection as follows:

1 = Vital Status is not C

2 = Cancer Status is S

3 = Cancer Status of C or P, but no ICD-0O-2 code
4 = Cancer Status of N but no ICD-9-CM code

5 = No Cancer Record with CSOURCE = “DCF”

6 = DC Data Not Yet Evaluated for Cancers

For rejected participants, the SC should review the participant’s file and SMS
record, collect any missing information and enter it into DEES and SMS. These
participants will be automatically included in the next run of the algorithm. If
the data are not available on the subsequent run, the PID will again be
rejected by the algorithm. They will continue to be rejected by the algorithm
until they are assigned a status of either “AR” or “AC.”

For participants who were assigned “AR,” the report indicates one or more rea-
sons the “AR” status was assigned as follows:

- AR1
= AR2
= AR3
- AR4
= AR5

For more information, refer to the Algorithm Results Report (Appendix B-9-6:
Algorithm for Death Review).

9.8.3 Death Review Selection Criteria

A. death certificate diagnosis (from an immediate, underlying or contrib-
uting cause of death field) which specifies prostate, lung, colon-rectum
or ovarian cancer, i.e., ICD-9:

e 153-154, 235.2 malignant neoplasm of colon or rectum
e 162, 235.7 malignant neoplasm of trachea, bronchus, and
lung
e 183, 236.2 malignant neoplasm of ovary and other uter-
ine adnexa
e 185, 236.5 malignant neoplasm of prostate
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B.

D.

A death certificate diagnosis (from an immediate, underlying, or con-
tributing cause of death field) which suggests a primary bone, i.e., ICD-
9:

e 170, 238.0 malignant neoplasm of bone and articular car-
tilage

A death certificate diagnosis (from an immediate, underlying, or con-
tributing cause of death field) which suggests uncertainty of the diag-
nosis of cancer, such that prostate, lung, colon-rectum, or ovarian
cancer cannot be excluded, or a metastatic cancer with unknown pri-
mary, i.e., ICD-9:

e 158, 235.4 malignant neoplasm of retroperitoneum and
peritoneum

e 159, 235.5 malignant neoplasm of ill-defined sites within
the digestive organs

- 163, 235.8 malignant neoplasm of pleura

= 165, 235.9 malignant neoplasm of other and ill-defined

sites within the respiratory system and
intrathoracic organs

e 184, 236.0, 236.3 malignant neoplasm of unspecified female
genital organ

e 187, 236.6 malignant neoplasm of male genital organ,
site unspecified

e 195.1,2,3, 238.9 malignant neoplasm of other ill-defined sites
(thorax, abdomen, or pelvis)

e 196-199 secondary malignant neoplasm (with no men-
tion of primary malignant neoplasm (ICD-9
140-195) on death certificate)

e 239 neoplasm of unspecified nature

e E870-876 Misadventures to patients during surgical and
medical care

- E878-879 Surgical or medical procedures as the cause of
abnormal reaction of patient or later complica-
tion, without mention of misadventure at the
time of procedure

e E930-949 Drugs, medicinal and biological substances
causing adverse effects in therapeutic use

e 960-979 Poisoning by drugs, medicinals and biological
substances

e 997-999 Complications of surgical and medical care,

not elsewhere classified

A death certificate coded to an unknown underlying cause of death,
i.e., ICD-9:

e 789 sudden death, cause unknown
- 797 senility without mention of psychosis
e 799 other ill-defined and unknown causes
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9.9

Death of a participant, from any cause, if the result of diagnostic evalu-
ation field on a diagnostic evaluation form (DEP, DEL, DEC, or DEO)
indicates prostate, lung, colon-rectum or ovarian cancer, i.e., ICD-9:

e 053-154, 235.2 malignant neoplasm of colon or rectum

e 162, 235.7 malignant neoplasm of trachea, bronchus, and
lung

e 183, 236.2 malignant neoplasm of ovary and other uter-
ine adnexa

e 185, 236.5 malignant neoplasm of prostate

Death of a participant, from any cause, if any Annual Study Update
(ASU) form reports prostate, lung, colon-rectum or ovarian cancer,
unless subsequent documentation show that the original report was
incorrect. This occurrence should already have resulted in the comple-
tion of a DE form and therefore should be covered in the preceding sec-
tion (E).

. Death of a participant, from any cause, if any ASU form suggests an

interval diagnosis of a primary malignancy possibly representing mis-
classified or metastatic prostate, lung, colon-rectum, or ovarian cancer.
This occurrence should have resulted in the completion of an OCF
Completion of an OCF with an ICD-O-2 topography code of any one of
the following codes will trigger death review, i.e., ICD-O-2 topography:

= (480, 481, 482, 488 malignant neoplasm of retroperitoneum and
peritoneum

< (260, 268, 269, malignant neoplasm of ill-defined sites within
the digestive organs

e (381, 382, 383, 384 malignant neoplasm of pleura and mediasti-

num

e (C390, 398, 399 malignant neoplasm of other and ill-defined
sites within the respiratory system

e (C400-419 malignant neoplasm of bone and articular car-
tilage

e (C570-574;C577-579 malignant neoplasm of unspecified female
genital organ

e (630-632;C637-639 malignant neoplasm of male genital organ,
site unspecified

- C761-3, 768 malignant neoplasm of other ill-defined sites
(thorax, abdomen, or pelvis)

e (809 secondary malignant neoplasm (with no men-
tion of primary malignant neoplasm) on death
certificate)

Collection and Preparation of Documents for the DRC

The SC will be responsible for preparing all documentation for the DRC. All
documentation, which is collected for the DRP, should be placed in the DRP
folder. Documentation should be collected, reviewed and edited, by a trained
medical record abstractor with at least two years of job experience abstracting
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medical records, and a demonstrated knowledge of medical record terminol-
ogy, anatomy and physiology. The SC should attempt to collect the same
types of information for all participants selected for death review. Obtaining all
relevant documentation is critical for the determination of the underlying
cause of death. If the SC is experiencing problems obtaining information from
a physician’s office or medical center assistance from the Pl may be necessary.
Procedures for collection and preparation of documents for the DRC review are
given in the following sections.

9.9.1 Document Collection

Any participant with a DRP status code of “AR,” as designated by the algo-
rithm, requires death review. The Death Review Committee will require all in/
outpatient medical records including:

« Terminal events;

e Diagnosis documents;

e Treatment documents;

< Outpatient notes;

= Hospital admission history/physical;
e Operative procedures reports;

e Pathology reports;

e Chemotherapy notes;

e Radiotherapy notes;

< Management of co-existing cancers;
< Hospital discharge abstracts;

= Hospital discharge summary;

< Diagnostic procedure reports; and
< Diagnostic imaging reports.

Diagnostic documents will differ depending on the type of cancer. Some exam-
ples of diagnostic documents for PLCO cancers can be found in Appendix A-9-
3. The Medical Documentation section (Part B) of the DDS should be updated
as each document is collected.

Medical records needed for the DRP are those from the time of the initial pre-
cipitating cause of the terminal illness. The DRP does not require knowledge of
the entire natural history of the underlying cause of death, but requires knowl-
edge of disease status at the time of death. For example, the death review
does not require knowledge of extent of cancer at the time of death or in a
time frame encompassing the sequence of proximate events immediately lead-
ing to death.

For each case, screening centers must exercise informed judgement regarding
the appropriate time frame for medical record collection. The time frame
should be long enough to enable adequate characterization of cancer status at
the time of death. In general, this time frame will encompass the last several
weeks or months of life. Because of the long clinical duration associated with
cancer, this time frame will often, but not always, exclude the time of initial
cancer diagnosis.
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The Death Review Committee should also be given information on cancers
diagnosed prior to randomization. This information will simply be the fact of
diagnosis, based on participant self-report on the Baseline Questionnaire. For
all cases sent for review, the SC should consult the hardcopy Baseline Ques-
tionnaire, Item #30 (Personal cancer history). Any cancers listed in this item
should be reported to the DRC by photocopying the page from the Baseline
Questionnaire, and including it with the DRP package.

In some cases, the hospital or physician’s office may not accept the PLCO Can-
cer Screening Trial consent form as sufficient for release of medical records.
Additional authorization may need to be requested from the participant’s next
of kin. A sample Medical Authorization Release Form that may serve this pur-
pose is provided in Appendix C-8-1 of the MOOP, however some hospitals or
insurance plans may require a release in a specific format.

If the death certificate stated the cause of death as ‘Natural Causes’, enough
information needs to be collected for the DRC to determine the cause of death.
In addition, the committee needs to confirm that there was no PLCO cancer.

9.9.2 Document Review

Once the SC Coordinator determines that all available information has been
collected, all documents should be reviewed and edited. Documentation should
be evaluated for completeness, placed in chronological order, and each of the
following questions should be answered:

e Does each hospital discharge summary have a corresponding admission
history and physical? (Exceptions may occur, if initial diagnosis and
treatment were outpatient).

< Is there an operative and pathology report for all surgical procedures
related to a malignancy or suspected malignancy?

< Is there a report for each diagnostic procedure performed?

If the answer to any of these questions is “no,” then additional information
should be collected. If the SC has attempted and is unable to obtain certain
documentation this should be documented in Part B of the DDS.

9.9.3 Document Editing

Death Review Committee members will be blind as to participant allocation in
the trial (intervention or control), and all information that could identify
whether a cancer was screen-detected should be deleted. All identifiers should
also be deleted to maintain participant confidentiality. Medical records for sub-
jects in the screened group are more likely to contain direct or indirect men-
tion of PLCO as an entity than in controls. Therefore, clinical records submitted
to the DRC should also be edited to remove mention of PLCO, participation in
research, or involvement in special cancer detection programs.

Medical records should be edited using the following guidelines:

< Editing should only be performed on a copy of the medical record. Orig-
inal medical records should be photocopied and returned to the partici-
pant file or hospital (if on loan). The SC should keep an unedited
copy of the medical records in the file.

< Any mention of the PLCO trial should be crossed out with a black magic
marker or white out.
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9.10

All participant identifiers should be crossed out with a black magic
marker or white out.

Incorrect grammar and spelling should not be changed.

Any mention as to the participant’s randomization group should be
removed.

Any indication as to whether the cancer was screen detected or clini-
cally detected should be deleted.

WHEN IN DOUBT, DON'T WHITE IT OUT! The NCI consultant will help
provide examples of information that should be deleted from the
record. The DRP Coordinator will provide feedback to the SCs regarding
information that should have been deleted.

Edits should not be initialed, dated or highlighted in any way. This will
minimize attention to the edits and thus prevent bias in the DRC mem-
bers. If it becomes obvious that a participant file has many deletions,
DRC members may be biased into assuming that this is a screened par-
ticipant.

Each page of documentation should be labeled with a PID number (PID
label, or stamp). The PID should be placed anywhere on the front of the
page (so that it will appear on the photocopies). This step is important
in case a folder becomes disassembled at some point during the death
review process. Do not hand write the PID number.

All documentation that is required by the DRC should be included in the
DRP folder, and if it is not available, this should be documented on the
DDS.

After all documentation has been gathered and is complete, the DDS should be
updated to indicate that medical record collection and editing is complete (Part

0).

DRP Material Shipment

DRP materials should be shipped at the beginning of each quarter, by the 10t
of the months of January, April, July and October. Once the SC Coordinator
has verified that a participant’s documentation is complete, one copy of the
participant’s DRP folder should be made. Folders should then be batched and
shipped to the CC as follows:

Verify that the DDS is included in the folder;

Photocopy all documents in the participant’s DRP folder; DO NOT STA-
PLE THE DOCUMENTS TOGETHER.

Identify each document and folder with a PID label or stamp;
Include a supply of 10 extra PID labels for each participant;

Place a rubber band around each folder to ensure that all materials stay
together;

Complete a DRP Material Transmittal Log (Appendix A-9-4). The
transmittal should list in PID order, the PID of each DRP folder included
in the shipment.

Compare the transmittal against the actual hard copy material. If any
folders are lost or are not ready to be shipped, they should be crossed
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9.11

9.12

9.13

off the transmittal. Delete any PIDs for which DRP materials are not
being included in the shipment

e Include one copy of the transmittal with the shipment. FAX a copy to:

Joseph Eisen
TB 268 - DRP Coordinator
(301) 610-5516

e Keep one copy for the SC files.

e Assemble the folders in PID order. Package the folders in a box and
send to the DRP Coordinator at the following location:

Joseph Eisen

TB 268 - DRP Coordinator
1650 Research Boulevard
Rockville, MD 20850

e Send the death documentation material to the CC using Federal
Express, UPS or another certified mail carrier. Keep a record of the
package number.

CC Preparation of Materials for the DRC

The CC will receive and verify all shipments of documentation from the SC.
Upon receipt of a shipment, the CC will check the transmittal log. If there is a
discrepancy between the transmittal log and the contents of the shipment, the
DRP Coordinator will contact the SC Coordinator by telephone or e-mail to
resolve the discrepancy.

Once the contents of the shipment have been verified, the CC will ensure
review of all of the material in order to ascertain that all editing has occurred
and that the material is complete. When the CC review is complete, the folders
will be forwarded to members of the DRC on a quarterly basis.

Requests for Additional Documentation from the SC

The CC, NCI and the members of the DRC will evaluate the adequacy of the
information provided. If more information is needed, an Additional Docu-
mentation Request Form (ADR) (Appendix A-9-5) will be completed. NCI
and DRC members will send this form to the CC DRP Coordinator who will for-
ward it to the SC with a cover letter. The ADR will document exactly what addi-
tional data are needed. The SC will collect these data, delete identifiers and
any other information, as stated above, and send a photocopy back to the CC
in the same manner as the original DRP material, using the DRP Material
Transmittal Log. The DRP coordinator will forward the documentation to the
requestor. The SC should keep a copy of all information that is sent to the CC.

DRC Review

The Death Review Committee consists of six physician members, all of whom
have no relationship to the PLCO study or to any of the SCs. After the review
by the CC is performed, and it is determined that there is sufficient medical
documentation provided to determine the underlying cause of death and that
there is no information revealing the participant's group assignment, the folder
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is sent to a randomly selected DRC reviewer. This folder will not contain the
death certificate.

If the DRC member decides that more information is needed, he may request
additional documentation as described in Section 9.1.2 above.

Since the clinical record may contain conflicting or ambiguous information
regarding the cancer diagnosis, DRC members may request acquisition and an
external review of pathology slides by a designated pathologist(s). A Pathology
Review Request (PRR) form (Appendix A-9-6) will be used to document this
request. The SC coordinator will the complete the Pathology Review Request
Transmittal Log (Appendix A-9-7) when sending slides to the CC.

Once the DRC member has determined that the information is adequate, s/he
will determine based on the evidence provided, whether s/he considers the
death to be due to, probably due to, not due to, or probably not due to, pros-
tate, lung, colorectum or ovarian cancer. The DRC member will also indicate
whether or not other competing disease processes contributed to a partici-
pant's death. DRC members will complete a Cause of Death Questionnaire
(CDQ). When a case review has been completed, the DRC member returns the
CDQs to the DRP coordinator. The DRP coordinator runs a report to compare
the results of each CDQ against the underlying cause of death on the death
certificate and generates a concordance report for each case.

- If there is disagreement between reviewer one and the death certifi-
cate, then the folder is reviewed by one other DRC member. The results
on the CDQ from the first reviewer and the second reviewer are com-
pared. If there is agreement, then the case is finalized. If there is dis-
agreement, the case is sent to a third reviewer. If there is
disagreement among the three reviewers regarding the cause of death,
the DRP coordinator schedules either a conference call or an ad hoc
meeting with all members for case adjudication (see Section 9.1)

e The DRP coordinator will notify the DRC members of the results.
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Part IV: Screening Tests, Diagnostic
Pathology, Laboratory and Endpoint
Assessment Protocols

Introduction

Part IV of this manual presents the PLCO Screening Trial protocols for the
screening examinations. These include:

< Blood Collection

e Chest X-Ray

< Digital Rectal Examination
e Flexible Sigmoidoscopy

e OQvarian Palpation Examination (Note: this exam was discontinued
December 1998)

- Transvaginal Ultrasound

These protocols describe the aspects of the examinations that are standard-
ized across all Screening Centers. They were developed and approved by the
NCI and the PLCO Steering Committee.

In addition to the procedures for the examinations themselves, these protocols
include examiner qualifications, examiner training and certification, and quality
assurance. Each Screening Center is required to develop a plan which
addresses these issues, using the guidelines presented in the protocols. These
plans must be reviewed and approved by the NCI prior to the initiation of
screening activities.
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10.0 BLOOD SAMPLE PROTOCOL

10.1

10.2

Overview

Blood samples will be collected from each participant who is randomized to the
intervention arm of the PLCO trial. Samples will be used for PSA and CA-125l11
analyses to be performed by the UCLA Tissue Typing Laboratory (UCLA) and
for etiologic studies to be designated by NCI. Samples to be used for etiologic
studies will be held in storage at the NCI Biorepository in Frederick, Maryland.
A total of 43 ml of blood will be collected at the baseline visit (TO), 16 ml at the
first annual follow-up visit (T1), 16 ml at the second annual follow-up visit
(T2), 43 ml at the third annual follow-up visit (T3), 26 ml at the fourth annual
follow-up visit (T4), and 36 ml at the fifth annual follow-up visit (T5).

Blood samples will be collected by SC staff during the screening visit. The SC
will also be responsible for the blood processing, storage, and shipment to
UCLA, the Biorepository, and the Processing Laboratory. The blood samples
will be shipped as whole blood or processed to extract either serum, plasma,
white cells (buffy coat), and/or red cells. The labeled cryovials containing the
blood component samples will be frozen and shipped to UCLA (once a week) or
to the Biorepository (at least once a month). Whole blood tubes will be shipped
at ambient air temperature (20° - 28° C) to the Processing Laboratory daily. At
some SCs, shipments of vials to the Biorepository may be made more fre-
quently than once a month because of the volume of specimens to be shipped.

The blood tests performed by UCLA are the CA-125I11 for all female partici-
pants, except those who report ovarian cancer or bilateral oophorectomy, and
the PSA for all male participants, except those who report prostate cancer or
total prostatectomy. UCLA uses the CA-125ll, a radioimmunoassay that uti-
lizes a high affinity capture antibody that also tests for ovarian cancer, and the
PSA, a microparticle enzyme immunoassay, that tests for prostate cancer. The
Biorepository blood samples are collected for studies of cancer etiology and of
molecular markers for early detection of cancer. Some of the tests to be per-
formed on the Biorepository specimens include detection of trace metals and
nutrient content. These tests will be performed at a later date.

Each SC will be responsible for making arrangements for the handling of sam-
ples collected at any satellite facility. The blood samples may either be pro-
cessed and stored at each satellite facility until shipment to UCLA/
Biorepository, or centralized at one facility for processing, storage and ship-
ping. Whatever the arrangements, the SC should assume responsibility for
maintaining quality control of any samples collected, processed and/or stored
at satellite facilities.

The following sections of this chapter describe the study procedures for the
collection, processing, storage, and shipment of blood samples. Also included
in this chapter are discussions on labeling blood tubes, storage vials, and data
forms.

Scheduling Blood Draws

Blood sample collection will be scheduled as part of the baseline or annual fol-
low-up visit for each participant in the intervention arm of the trial. All inter-
vention participants will have blood drawn for PSA or CA-125I11 at all study
years (TO-T5) unless they meet certain conditions as described in Section
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10.3

10.3. All intervention participants who have completed an Etiologic Studies
Consent (ESC) will have the Biorepository blood drawn for current and subse-
quent years through T5. Procedures for scheduling screening visits are dis-
cussed in Chapter 6.0 (baseline visit) and Chapter 7.0 (annual follow-up
visits). Note that NCI has specified that the T5 PSA/CA-125I11 blood draw
should be pursued for one year after the participant’s activity window opens.

The PLCO protocol requires that the blood sample be collected from males
prior to the digital rectal examination. There are no other restrictions on the
order in which the blood collection takes place.

The blood sample for the PSA/CA-125I11 specimen will always be the first prior-
ity tube to be collected at each screening visit. If the PSA/CA-12511 sample
cannot be collected for any reason during a screening visit, the SC will make
every attempt to reschedule the participant for a redraw. If possible, the visit
should be rescheduled before the end of the participant’s reporting period.
Redraws will be scheduled only when the PSA/CA-12511 sample cannot be
obtained at the screening visit, or if the UCLA sample was thawed, destroyed
or lost before it was analyzed at UCLA. If the UCLA blood was obtained at the
screening visit, but the Biorepository blood was not obtained, then a repeat
visit should not be scheduled; repeat visits should not be conducted for the
purpose of drawing only Biorepository blood. If neither the UCLA nor the Biore-
pository blood was drawn at the initial screening visit, and a re-draw is sched-
uled, then Biorepository blood may be drawn in addition to the UCLA blood if
the participant is willing and has signed an ESC.

Yellow-top tubes from T3 participants will be shipped to the Processing Labora-
tory on the same day they are drawn. Some SCs may need to arrange specific
morning appointments for T3 participants in order to meet this goal. Holiday
schedules at the SC, the Processing Laboratory, and the overnight courier ser-
vice must also be taken into consideration when scheduling blood draws from
T3 participants. Do not collect yellow-top tubes if the tubes will not be received
at the Processing Laboratory within two days of collection. For example, if the
Processing Laboratory will be closed on Thursday and Friday because of holi-
days, do not collect yellow-top tubes from T3 participants scheduled on
Wednesday. However, in this example, the T3 green and lavender-top tubes
would still be collected, processed, and frozen according to the protocol.

The T3 blood collection protocol was implemented in May 1998. T3 participants
who were randomized on or before April 1, 1995 may have passed through
their T3 screening window before the T3 protocol was put into the field. A spe-
cial collection effort was fielded in October 1999 and concluded in September
2000 that attempted to obtain the T3 samples at the T5 visit from participants
who were randomized between October 1994 and May 1995. Participants who
had their T3 draw conducted belatedly at T5 were called the Vanguard group.
For details on the Vanguard blood collection, see the Vanguard blood collection
procedures memo (Appendix A-10-8).

Situations in Which the SC Should Not Draw Blood

If a participant reports that he or she has been diagnosed with prostate or
ovarian cancer, the PSA/CA-12511 sample should not be collected. The SC is
allowed to accept participant self-report of cancer. There is no need to confirm
the cancer diagnosis before the cancellation of the PSA or CA-125I1 blood
draws.
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If a male participant has had his prostate or a female participant has had her
ovaries either partially or completely removed, and the removal was not a fol-
low-up to cancer of that organ, blood collection for the PSA and CA-125lI
screens will be performed according to the following guidelines:

1. Surgical removal of both ovaries: If both ovaries are completely
removed, the CA-12511 exam should not be performed. The status of
the participant’s ovaries will be based on spontaneous self-report only.
The SC does not need to ask the participant if her ovaries are intact,
nor to obtain written medical record documentation of bilateral
oophorectomy. If a woman reports bilateral oophorectomy but requests
the CA-125l1 test, the SC should not perform the test.

If a woman reports bilateral oophorectomy at randomization or at a
screening visit, then reports at a subsequent visit that she does have
one or both ovaries either partially or fully intact, then the SC should
draw blood for the CA 125I1 test.

2. Surgical removal - one or partial ovary remaining: If a partial or entire
ovary is remaining, the CA-125I11 should be performed at each screen-
ing visit from TO through T5.

3. Men with a prostate gland (complete or partial) or who are unsure of
whether or not they have a prostate will be offered the PSA test at each
screening visit from TO through T5.

4. Men who report radical prostatectomy after entrance into the study will
not be offered the PSA test. The status of a participant’s prostate will
be based on spontaneous self-report only. The SC does not need to ask
the participant if his prostate is in tact, nor obtain written documenta-
tion of prostatectomy. If a man reports prostatectomy but requests the
PSA test, the SC should not perform the test. If the SC becomes aware
that a man, who previously reported prostatectomy, does have his
prostate fully or partially intact, the SC should resume offering the PSA
tests.

If a participant reports missing all or part of their prostate or ovaries, or has
reported cancer of the prostate or ovaries and is therefore ineligible for the
PSA/CA-125I11 draw, but is willing to have blood collected, then the appropriate
Biorepository specimens should be collected.

Note: Individuals currently taking Proscar or Propecia should still have the
UCLA and Biorepository blood samples collected. The SC is not required to ask
about these medications prior to blood collection.

If a participant has not signed the ESC, Biorepository samples should not be
collected. The ESC obtains permission to use blood already collected (prior to
implementation of the consent) for research involving genetic studies. It also
obtains permission for future collection of blood and use of those samples for
research involving genetic studies. The ESC is not related to obtaining permis-
sion for collection of blood for PSA or CA-12511 analyses.

If the participant did not have Biorepository blood drawn in the prior study
year, but is willing to have blood drawn for the Biorepository in the current
study year, the current study year protocol should be followed. For example, if
the participant did not have Biorepository blood drawn in TO and is now in his/
her T1 study year, the T1 blood collection protocol should be followed, not the
TO protocol.
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Participants in their T4 and T5 screening windows who are ineligible for the
PSA/CA-125I11 draw because of missing organs or cancer are still eligible for
the Biorepository draw, and should be scheduled to come in for these draws
during their T4 and T5 activity windows.

10.4 Blood Sample ID Labels
Each SC will be supplied with a series of self-adhesive sample ID labels that
will be used to label all blood samples, storage vials, and blood collection
forms. A unique sample ID will be assigned for each blood draw. The sample
ID number for blood samples will be a nine-digit number. The first six digits
(two alpha and four numeric) are the unique draw ID and the last three digits
(numeric) are the specimen ID (AA-NNNN-NNN). The specimen ID will identify
the PSA and CA-125I11 samples; the Biorepository samples; and the Processing
Laboratory samples. The sample ID labels will be bar-coded and eye readable,
and will be freezer safe (-70°C). Sample ID labels will be specific to a study
year as described below:
Study Year Number of Labels per Unique Ink Color
Sample ID

TO 18 Black

Tland T2 8 Black with “T1/T2 Only” in red
T3 18 Black with “T3 Only” in green
T4 12 Black with “T4 Only” in blue
T5 18 Black with “T5 Only” in lavender

An example of each type of sample ID labels follows:

PLCO Blood Sample ID Labels

TO T1 and T2 T3 T4 T5

TN

IA 5105
000

I

KF 1170
000

T1/TE ONLY

L

IB 2228
ooo

T3 ONLY

IM 4747
o0

Ta LY

UT 1368
o0o

TH OMLY

A sheet of sample ID labels will be provided for each participant for each blood
draw procedure. The sheet of labels will include a set of sample ID labels for
the Blood Collection Form, the blood draw procedure and transport of the
blood samples (specimen ID = 000) and a set of labels for the processing of
the PSA and CA-12511 blood samples (specimen ID = 001 or 002). All study
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year labels are printed with “PSA” and “CA-125" on the “001” and “002” labels,
respectively in each set of sample IDs. Each set of labels will also include
Biorepository and Processing Laboratory (T3 only) labels appropriate to the
study year as shown in the table below. Correct placement of the sample ID
labels on the cryovials is shown in Exhibit 10-1.

Exhibit 10-1
Sample ID Label Placement

Correct Label Placement:
il

Il

BN e = = .
—ry | B4 e
EED= re =
= —_— z EM
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%,
v

(._

Incorrect Label Placement:

l

|

IM 4747 Mg
030 ﬁ 0z8
( I
T4/ TS OMLY T4/T5 @
s

Exhibit 10-1.
Correct Label Placement
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The following table depicts each specimen ID, how each specimen ID is to be
assigned, and in which study years the specimen ID must be used:

PLCO Blood Sample ID Label Assignments

Sample ID Label Use Study Year(s)
AA-NNNN-000 Blood collection form and collection tubes TO, T1, T2, T3, T4 and T5
AA-NNNN-000 Extra label TO, T1, T2, T3, T4and T5
AA-NNNN-001 PSA vial TO, T1, T2, T3, T4and T5
AA-NNNN-002 CA-125Il vial TO, T1, T2, T3, T4and T5
AA-NNNN-003 Biorepository — serum TO, T1, and T2
AA-NNNN-004 Biorepository — serum TO, T1,and T2
AA-NNNN-005 Biorepository — plasma T0
AA-NNNN-006 Biorepository — plasma TO
AA-NNNN-007 Biorepository — buffy coat T0
AA-NNNN-008 Biorepository — RBC TO
AA-NNNN-009 Biorepository — serum T0
AA-NNNN-010 Biorepository — serum TO
AA-NNNN-011 Biorepository — serum zinc T0
AA-NNNN-012 Processing Laboratory — yellow-top tube #1 T3
AA-NNNN-013 Processing Laboratory — yellow-top tube #2 T3
AA-NNNN-014 Biorepository — plasma T3
AA-NNNN-015 Biorepository — plasma T3
AA-NNNN-016 Biorepository — buffy coat T3
AA-NNNN-017 Biorepository — plasma T3
AA-NNNN-018 Biorepository — plasma T3
AA-NNNN-019 Biorepository — plasma T3
AA-NNNN-020 Biorepository — plasma T3
AA-NNNN-021 Biorepository — buffy coat T3
AA-NNNN-022 Biorepository —Isocard Not implemented
AA-NNNN-023 Biorepository — RBC T3
AA-NNNN-028 Biorepository-serum T4
AA-NNNN-029 Biorepository-serum T4
AA-NNNN-030 Biorepository-plasma T4
AA-NNNN-031 Biorepository-buffy coat and RBC T4
AA-NNNN-038 Biorepository-serum T5
AA-NNNN-039 Biorepository-serum T5
AA-NNNN-040 Biorepository-plasma T5
AA-NNNN-041 Biorepository-plasma T5
AA-NNNN-042 Biorepository-buffy coat T5
AA-NNNN-043 Biorepository-RBC T5
AA-NNNN-044 Biorepository-plasma T5
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Sample ID Label Use Study Year(s)
AA-NNNN-045 Biorepository-plasma T5
AA-NNNN-046 Biorepository-buffy coat T5

For each blood draw, a sample ID is assigned to a participant and a sample ID
label will be attached to the appropriate blood collection form, at baseline or
follow-up as appropriate, to link the blood samples to the participant ID and
the date of the blood draw. Sample IDs will be assigned in sequential order.

If the barcode labels are not available (because the SC’s supply was depleted
or they were destroyed), the SC should take the following steps to temporarily
label blood samples until new bar-code labels are supplied by the CC:

Blank self-stick labels should be used. Be sure that the labels will fit on
the blood tubes and vials.

Assign the next sequential Sample ID number. If the SC has run out of
the bar-code labels, the SC should verify the next sequential Sample ID
by immediately contacting their Westat Coordinator.

Handwrite the assigned Sample ID on all the labels. As a reminder, the
assigned Sample ID includes the unique draw ID (two alpha and four
numeric) and the specimen ID (three numeric). One label should be
placed on the Blood Collection Form and one label on each vial that is
collected. Be sure to place the label with the appropriate specimen ID
number on the corresponding vial. Also be sure that the handwriting is
clear and legible and the ink is permanent.

Attach the labels to the tubes and vials. If the labels are not freezer
safe, secure the label to the vial with transparent tape. The tape should
cover the label, completely surround the vial, and overlap itself.

Since these temporary labels cannot be scanned, the SC must hand
enter the Sample IDs into DEES.

Once the SC receives the new bar-code labels, the SC should remove
the temporary labels if the vials have not been frozen and replace them
with the corresponding Sample ID bar-code labels. The temporary
labels should not be removed once the vials have been frozen. In this
case, only the bar-code label with specimen ID “000” should be used on
the Blood Collection Form. All the other new bar-code labels (specimen
IDs “001” through “046”) should be discarded. The frozen vials will be
shipped to UCLA and the Biorepository with the handwritten labels.

Whenever vials with handwritten labels are being shipped to UCLA, the
Biorepository or the Processing Laboratory (i.e., new bar-code labels
have not arrived at the time of shipment or the vials were frozen prior
to receiving the new labels), the SC must contact UCLA, the Bioreposi-
tory and the Processing Laboratory to notify them that samples are
being shipped with modified labels. The SC should remind UCLA, the
Biorepository and the Processing Laboratory that they will have to hand
enter the receipt data for these samples. Upon receipt of the handwrit-
ten labels, the recipient laboratory will contact the SC to confirm receipt
of the samples with handwritten labels and verify that the SC was
aware that handwritten labels were used.
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10.5

In the rare situation where one or more labels of a unique Sample ID have
been destroyed, the following procedures should be used for labeling these
blood samples whose labels have been destroyed:

e Labels for all study years have at least one extra label with specimen ID
“000” that may be used for replacing destroyed labels.

e When using an extra “000” specimen ID label for replacing a destroyed
label, cross out the “000” and handwrite in the space above the appro-
priate specimen ID number for which the sample is being collected. Be
sure that the handwriting is clear and legible and the ink is permanent.

- Attach the label to the appropriate tube or vial.

e The SC must contact both UCLA and the Biorepository to notify them
that a sample is being shipped with a modified label. The SC should
remind UCLA and the Biorepository that they will have to hand enter
the receipt data for the sample.

The Blood Collection Forms

Two blood collection forms, the Blood Collection Form (BCF3) and the T4/T5
Blood Collection Form (BFF2) (Appendix A-10-1 and Appendix A-10-7), are
currently in use on the trial. These forms are used to document information
pertaining to the participant’s ID number, sample ID number, SC visit, results
of blood draw, and the processing, storage, and shipment of the blood sam-
ples. The BCF3 must be used for participants in study years TO, T1, T2 and T3.
The BFF2 must be used for participants in study years T4 and T5.

Throughout this chapter, the term “blood collection form” refers to the appro-
priate form, either the BCF3 or the BFF2, to be used in accordance with the
participant’s study year (BCF3 for TO-T3 and BFF2 for T4/T5). The term “blood
collection form” does not apply solely to the BCF3.

Part A (Blood Draw) of the blood collection form will document the blood draw
procedure, including time of blood draw, position of the participant, medical
complications and any comments related to the blood draw. Part B (Blood Col-
lection and Processing for PSA/CA-12511 Samples) of the form will document
information pertaining to the collection, processing, and storage for the PSA/
CA-125I11 blood samples, while Part C (Blood Collection and Processing for
Biorepository Samples) will document information pertaining to the collection,
processing, and storage of the Biorepository samples and the Processing Labo-
ratory samples. A new form should be completed each time a participant has
blood drawn. If a participant does not have blood drawn (i.e., was not stuck
with a needle), the blood collection form should not be completed. Refer to the
specifications for completing the blood collection forms provided in Appendix
A-10-1 (BCF3) and Appendix A-10-7 (BFF2).
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10.6

The Blood Collection Form should be kept with the blood sample from the time
that the blood was collected until after the sample has been processed and
stored. The form will be scanned into the Data Entry and Editing System
(DEES) and the form will be entered into the Study Management System
(SMS) as described in Chapter 17.0.

Phlebotomy Protocol

The blood collection protocol for the PLCO Trial is provided in Exhibit 10-2.
Required and recommended supplies for blood collection are listed in Exhibit
10-3. Specific instructions on participant preparation and phlebotomy proce-
dures are presented in Section 10.6.2 and Section 10.6.3.

The blood samples must be collected according to the sequence specified in
Exhibit 10-2. First priority will always be collecting the 6 ml SST tube for PSA
and CA-125I11 blood samples. It should be noted that in several SCs up to 10
additional milliliters of blood are being collected for the Biorepository to
increase serum yields. In these cases, some SCs an additional 10 ml red-top
tube is collected. In others, the 10 ml red-top tube specified in the protocol is
replaced by a 15 ml red-top tube.
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Exhibit 10-2

PLCO Blood Protocol
Specimen Collection and Allocation

Baseline: TO

Tube Size (mm) | Aliguot (#/amount) | Material | Cryovials (#/size) Allocation
SST 13x100 1x2.0ml Serum 1x2.0ml 1 UCLA*
1 (6 ml draw)
Red-top #1 16x100 2x2.0ml Serum 2x2.0ml 2
1 (10 ml draw) Biorepository
Green-top 16x100 2x2.0ml Plasma 2x2.0ml 4
1 (10 ml draw) 1x2.0ml Buffy Coat |1 x 2.0 ml Biorepository
1x2.0ml RBC 1x2.0ml
Red-top #2 16x100 2x2.0ml Serum 2x2.0ml 2
1 (10 ml draw) Biorepository
Royal blue-top | 13x100 1x2.0ml Serum 1x2.0ml 1
1 (7 ml draw) Biorepository
T1
Tube Size (mm) | Aliquot (#/amount) | Material | Cryovials (#/size) Allocation
SST 13x100 1x2.0ml Serum 1x2.0ml 1 UCLA*
1 (6 ml draw)
Red-top 16x100 2x2.0ml Serum 2x2.0ml 2
1 (10 ml draw) Biorepository
T2
Tube Size (mm) | Aliguot (#/amount) | Material Cryovials (#/size) Allocation
SST 13x100 1x2.0ml Serum 1x2.0ml 1 UCLA*
1 (6 ml draw)
Red-top 16x100 2x2.0ml Serum 2x2.0ml 2
1 (10 ml draw) Biorepository
*UCLA-PSA/CA-12511
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Exhibit 10-2 (Contd.)
PLCO Blood Protocol
Specimen Collection and Allocation

T3
Tube Size (mm) | Aliguot (#/amount) | Material |Cryovials (#/size) Allocation
SST 13x100 1x2.0ml Serum 1x2.0ml 1 UCLA*
1 (6 ml draw)
Yellow-top 16x100 N/A Whole Blood | N/A 2

2 (8.5 ml draw)

Processing Laboratory

Green-top 16x100 2x2.0ml Plasma 2x2.0ml 3
1 (10 ml draw) 1x2.0ml Buffy coat 1x2.0ml Biorepository
Lavender-top 16x100 4x1.0ml Plasma 4x1.2ml 6
1 (10 ml draw) 1x2.0ml Buffy coat 1x2.0ml Biorepository
1x2.0ml RBC 1x2.0ml
T4
Tube Size (mm) | Aliquot (#amount) Material Cryovials (#/size) Allocation
SST 13x100 1x2.0ml Serum 1x2.0ml 1 UCLA*
1 (6 ml draw)
Red-top 16x100 2x2.0ml Serum 2x2.0ml 2
1 (10 ml draw) Biorepository
Lavender-top |16 X 100 1x3.6 ml Plasma 1x4.0ml 2
1 (10 ml draw) 1x3.6 ml Buffy Coat &RBC |1 x 4.0 ml Biorepository
T5
Tube Size (mm) | Aliquot (#/amount) | Material | Cryovials (#/size) Allocation
SST 13x100 1x2.0ml Serum 1x2.0ml 1 UCLA*
1 (6 ml draw)
Red-top 16x100 2x2.0ml Serum 2x2.0ml 2
1 (10 ml draw) Biorepository
Lavender-top #1 |16x100 2x2.0ml Plasma 2x2.0ml 4
1x 2.0 mi Buffy Coat | 1x 2.0 ml Biorepository
1x 2.0 mi RBC 1x2.0ml
Lavender-top #2 |16x100 2x2.0ml Plasma 2x2.0ml 3
1x2.0ml Buffy Coat |1 x 2.0 ml Biorepository

*UCLA-PSA/CA-125I1

10.6.1 Recommended and Required Supplies

A list of required and recommended supplies that should be assembled for
each phlebotomy procedure is presented in Exhibit 10-3. The supplies listed
are referenced in: the VWR Scientific Products Catalog, 2000-2001 Edition; the
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Fisher Catalog 2000-2001; and the Becton Dickinson Catalog 2000. The CC
will supply the Blood Collection Forms, the sample ID labels, and the royal
blue-top tubes (TO only). All other supplies must be purchased by each SC.

In 2000, Congress amended the Bloodborne Pathogens Act to require the use
of needleless systems and safety devices, such as shielded needles, in health
care settings to reduce the risk of needlestick injuries. This new law requires
the screening centers to evaluate and select some sort of safety device, such
as a shielded blood collection needle or a safety needle holder, for the PLCO
blood collection at the TO through T5 screening visits. One acceptable product
is listed below. Additional acceptable products are available from other manu-

facturers.

Exhibit 10-3

Recommended Supplies for Blood Collection

Item

Supplier

Quantity Required

Blood collection form (BCF3 or
BFF2)

Will be supplied by CC

One BCF3 per participant at TO-T3
One BFF2 per participant at T4 and T5

* Sample ID labels

Will be supplied by CC

One set per participant per study year

* 6 ml draw (13x100) Vacutainer
serum separator tube, silicon
coated.

Becton Dickinson, p.1-5, 366511
VWR, p.1493, VT6511

One per person in all study years

* 10 ml draw (16x100) red-top Vacu-
tainer tube, silicone coated

Becton Dickinson, p.1-6, 366430
VWR, p. 1493, VT6430

Two per person at TO and one per per-
sonatT1, T2, T4 and TS

* 10 ml draw (16x100) green-top
Vacutainer tube, with sodium hep-
arin added

Becton Dickinson, p.1-7, 366480
VWR, p. 1493, VT6480

One per person at TO and T3

* 7 ml draw (13x100) royal blue-top
Vacutainer tube, trace element
studies, silicone coated, no antico-
agulant

Becton Dickinson, p.1-9, 369737

Will be supplied by CC

One per person at TO

* 10 ml draw (16x100) lavender-top
Vacutainer tube, with liquid EDTA
(K3) added

Becton Dickinson, p.1-11, 366457,
VWR, p. 1493, VT6457

One per person at T3 and T4
Two per person at T5

Blood collection needle and holder,
21 gauge

Becton Dickinson, 368607

As determined by SC

Tourniquet, latex

Fisher, p.1515, 15-235-2

As determined by SC

Alcohol wipes, individually wrapped

VWR, p.1373, 566-12-916

As determined by SC

BloodBloc Protective Pads, 2"x 2”

Fisher, p.1941, 06-670-37

As determined by SC

Adhesive bandage strips, ¥"x 3" VWR, p.1374 As determined by SC
Test tube rack; Nalgene Brand VWR, p.1681 As determined by SC
Unwire

Needle disposal unit VWR, p.1495 As determined by SC

Biohazard bags

VWR, pps.52-54

As determined by SC
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Disposable gloves, latex, powder VWR, pps.736-742 As determined by SC
free; small, medium, large

Ammonia inhalants Fisher, p.1516, 17-987-97E As determined by SC

* There should be no substitutions for these products without prior NCI approval

10.6.2  Participant Preparation

Participant suitability in accordance with the criteria specified in Section 10.3
will be determined immediately prior to phlebotomy.

Several steps in the process of participant preparation will be standardized
across all Screening Centers. The participant will be told that blood will be
drawn for screening for prostate cancer (PSA, if male) or ovarian cancer (CA-
12511, if female). In addition, the participant will be told that he/she will
receive written documentation of the results of the PSA/CA-125I11 screening
examinations within approximately three weeks. The SC will verify that the
participant has signed an ESC and explain that blood is also being collected for
future studies of cancer and other diseases.

10.6.3  Examination Steps

Before the blood samples are drawn, have the participant rest in a seated or
reclining position for at least 5 minutes and remain in this position during the
venipuncture. (Postural variation may elevate the lipid results by as much as
10 to 15 percent.) Clothing should not restrict the arm. If the blood draw is not
successfully completed (all tubes filled to capacity) for all tubes, another draw
should be attempted from the other arm. If attempts from both arms are
unsuccessful, the participant should be scheduled for a repeat visit for the
blood exam.

The participant will be asked to roll up a shirtsleeve to expose the middle por-
tion of his/her arm. The phlebotomist will explain the procedure and position
the participant with the arm in a dependent position. The phlebotomist will
prepare the appropriate blood collection tubes, placing them in a test tube
rack in the order in which they will be drawn. The phlebotomist will wash his/
her hands and put on protective gloves. The phlebotomist will position the arm
so that the veins are readily accessible and so the phlebotomist is able to work
in a comfortable position. He/she will ensure that the arm is in a downward
position with the elbow lower than the heart to prevent backflow. The phlebot-
omist will then inspect the arm to be used for the venipuncture. The veins of
choice are those located in the antecubital area. Blood should not be drawn
from any arm with an arterial access, such as a fistula or shunt, nor from any
arm which has a rash or open sore or is swollen or edematous. A tourniquet
will be applied 2 to 4 inches above the site with enough pressure to impede
venous blood flow. The phlebotomist will select a vein that is palpable and
well-fixed to surrounding tissue. The skin will be cleansed with alcohol in a cir-
cular motion beginning with a narrow radius and moving outward so as not to
cross over the area already cleansed. The area will be dried using a sterile
gauze pad and should be completely dried before the venipuncture is done in
order to reduce the burning sensation caused by alcohol penetrating the skin.

The blood draw will be performed by inserting an appropriate needle into the
arm, then inserting the SST tube, followed by the Biorepository tubes in
sequence of priority. The SST tube for PSA/CA-12511 will always be filled first.
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The Biorepository samples will be collected at Baseline in the following order: a
red-top tube, a green-top tube, a red-top tube, and a royal blue-top tube. At
T1 and T2, only a red-top tube will be collected for the Biorepository. The
Biorepository and Processing Laboratory samples will be collected at T3 in the
following order: two yellow-top tubes, a green-top tube, and a lavender-top
tube. At T4, the Biorepository tubes should be drawn in the following order:
the red-top tube first, then the lavender-top tube. The Biorepository tubes for
T5 should be drawn in the following order: the red-top first, then the two lav-
ender-top tubes.

Immediately after the venipuncture, the phlebotomist will press a clean gauze
square over the venipuncture site. After a few minutes, the venipuncture site
should be checked and if clotting has occurred, an adhesive bandage will be
applied over the gauze pad. If bleeding continues, direct pressure should be
applied to the site for five minutes. Once the participant is feeling well enough,
the phlebotomist will escort the participant to the appropriate SC staff.

10.7 Blood Processing and Storage Protocol for the PSA/CA-
12511
The PLCO PSA/CA-125I1 blood processing protocol is summarized below.
Collection Specimen Storage Volume per No. of
Device Type Vial Vial Storage Vials
16 ml SST Serum 2.0ml 2.0 ml 1

The following table lists equipment and supplies that will be needed for pro-
cessing for the PSA/CA-125I11 blood specimens. The supplies listed are refer-
enced in the VWR Scientific Products Catalog, 2000-2001 Edition; the Fisher
Catalog 2000-2001; and the Becton Dickinson Catalog 2000.

Recommended Supplies for Processing the PSA/CA-12511 Blood Specimens

Item Supplier Quantity Required

* Blood Collection Form (BCF3 or

BFF2)

Will be supplied by the CC One BCF3 per participant at TO-T3
One BFF2 per participant at T4 and

T5

* Sample ID Labels

Will be supplied by the CC One set per participant per study year

* Nalgene cryovial, 2.0 ml capacity,
polypropylene, self-standing external
threads, 13.5 mm x 48.3 mm

VWR, p.1878, 66008-728 One per participant per study year

* (Optional) Cryovial closure color-cod-
ers, (blue for PSA test, red for CA-

125I1 test);

VWR, p. 431, 24270-060, blue clo-
sure;

VWR, p. 431, 24270-064, red clo-
sure

One per participant per study year

Fisher/CMS transfer pipets, 5 ml, sterile,
individually wrapped

Fisher/CMS, p. 1297,13-711-20 As determined by SC

Nalgene cryovial

holder WR, p.1895, 66008-783 As determined by SC

* There should be no substitutions for these products without prior NCI approval.
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Section 10.7.1 through 10.7.3 describe the processing procedures immedi-
ately after the blood draw, the processing procedures for the serum compo-
nent, and storage of the PSA and CA-125I11 blood samples. Please note that all
blood handling and processing procedures should be followed as closely as
possible. However, it is expected that some adjustments will have to be made
to fit the unique situations that exist at each SC. If a SC would like to adjust a
procedure, the adjustment must be documented and approved by NCI.

If an SC has difficulty obtaining the 2.0 ml Nalgene Cryovial (product no.
66006-728) as part of the blood processing protocol, then the SC may use the
NCIl-approved vial (Corning part no. 430659) as an acceptable substitute.

10.7.1  Processing Procedures Immediately After the Blood Draw
for the PSA/CA-125II

The following steps should be taken to process the blood sample immediately
after the blood draw is complete:

1. After the blood sample tube is filled, invert it gently five times to mix,
then stand it upright in the test tube rack. Allow the tube to stand at
room temperature (22° to 25°C) for at least 30 to 45 minutes from the
time of the draw to allow complete clotting retraction. If necessary, the
tube may be transported during the clotting period as long as it
remains in a stable, upright position. Once clot retraction is complete,
maintain the tube at 2° to 8°C using either a refrigerator or an ice water
bath. The sample may be allowed to stand longer than 45 minutes as
long as it is maintained at 2° to 8°C after clot retraction is complete,
centrifuged, and has the serum separated from the clot and frozen
within 2 to 4 hours of blood collection.

2. Label the tube with the appropriate sample ID label.

Complete Part A (Blood Draw) and Part B, Items 1-2a (Blood Collection
and Processing for PSA/CA-12511) of the Blood Collection Form.

4. If necessary, transport the blood sample with the Blood Collection Form
to the SC processing laboratory. If the tube is transported during the
clotting period, transport the tube at room temperature, 22° to 25°C. If
the tube is transported after the clot retraction is complete, transport
the tube at 2° to 8°C using an ice water bath or some type of refrigera-
tion device. For ease of processing, the PSA/CA-12511 and Bioreposi-
tory samples may be centrifuged together.

10.7.2  Processing Procedures for Serum Separation for the PSA/
CA-125l1

Follow the procedures given below to process the serum component of the
blood sample:

1. Label one 2.0 ml cryovial with the sample ID label for PSA (001) or CA-
12511 (002), as appropriate. Sample ID labels will be provided by the
CC.

2. Centrifuge the sample at 22° to 25°C at 1,200 x g for 15 minutes or
3900 x g for 6 minutes. A refrigerated centrifuge is not required. How-
ever, if the samples are not immediately aliquoted and frozen, transfer
the samples to a refrigerator or an ice water bath within 5 minutes of
finishing centrifugation.
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3. Inspect the serum for hemolysis.

» If the serum layer is red-tinged or pink, the blood sample is hemo-
lyzed. Dispense the hemolyzed serum into the cryovial. Document
the problem on the Blood Collection Form.

4. Check to see if the serum appears icteric.

» lIcteric (deep, yellow-green) samples may be processed after noting
the condition on the Blood Collection Form.

5. Check to see if the serum appears turbid or lipemic.

» If the serum is grossly turbid or lipemic, dispense the serum into
the cryovial and document the problem on the Blood Collection
Form.

6. Transfer the serum into a labeled storage cryovial.
» Remove vial cap.

» Using a graduated 5 ml transfer pipet, transfer 2.0 ml of serum into
the 2.0 ml storage cryovial.

» Recap the vial. If desired, use the blue closure cap for all PSA tests
(male participants) and the red closure cap for all CA-12511 tests
(female participants). The SC may also use plain (i.e., non-colored)
closure caps for both types of vials.

7. Record the results of the PSA/CA-125I11 blood processing in Part B of
the Blood Collection Form.

8. Store specimens in storage boxes and freeze at -70°C.

10.7.3  Storage of PSA/CA-125II Samples

All processed samples should be stored at -70°C until they are shipped to
UCLA. They may be frozen on dry ice until they can be placed in a freezer. The
PSA and CA-125l1 cryovials will be stored separately (81 vials/box) in num-
bered storage (freezer) boxes. Each freezer box will contain an inventory sys-
tem. The inventory system and the organization of the vials in each box will be
reflected on map cards, which must be completed for every box. (Exhibit 10-4
provides an example of the map card.) Each PSA/CA-12511 storage box will be
labeled with an ID box label, which will be generated by the SC (series number
UP-xxxx or UC-xxxx). Three box labels will be generated for each unique stor-
age box. One label will be placed on top part of the storage box, one label will
be placed on the bottom part of the box, and one label will be placed on the
side that is visible when the freezer door is opened. The storage boxes will be
reusable for the PSA/CA-12511 specimens; however, box numbers should be
assigned sequentially and not reused. Instructions for generating box labels
are provided in the SMS User’s Guide/SMS Upgrade Documentation.
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Exhibit 10-4

Map Card

The box labels will contain a six-character number. The first two characters will
be either “UP” or “UC,” which designates UCLA/PSA or UCLA/CA-125I1 blood
samples, respectively. The next four characters will be a unique identifier
number ranging from 0001 to 9999.

The supplies needed for storage of processed UCLA samples are listed below:

2” storage box (box dimensions 5 1/4”1 x 5 1/4”w x 2”d) with 1-1/4”
high 9 x 9 cell dividers; (Example: Bell Metal Specialty; telephone #
301-663-4522)

Map Card (See Exhibit 10-4);
Box labels; and
-70°C freezer.

Follow the instructions given below to store processed samples.

1.

Each vial for PSA/CA-125l11 is to be placed in the storage box, which is
then stored in the freezer until shipment to UCLA.

Before adding samples to a storage box, be sure to label the box with a
box number. There will be three labels provided for each box. Affix one
label to the top part of the box, the second label to the bottom part of
the box, and the third label to the side of the box.

Place each storage vial into the next available slot within the appropri-
ate box, filling the box in serpentine order from the upper left corner to
the lower right corner. Designate the upper left corner of the box with
an “X”.

Fill in the storage box map card with the sample ID of each vial added
to the box.

Record the storage box number on the Blood Collection Form.
Immediately store the samples in the freezer at -70°C.

Do not remove a storage box from the freezer to add more vials. Small
samples will quickly thaw. In the freezer environment, open the current
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storage box, and place the new vial into the box. Take out the map
card and let it stand in the air to defrost a few seconds. Then, write the
sample ID of the new sample being added to correspond with the slot
being filled. Replace the map card in the storage box.

10.8 The Blood Processing and Storage Protocol for the
Biorepository
The Biorepository blood processing protocol is summarized below in order of
processing priority:
Baseline: TO

Collection Device | Specimen Type Storage Vial Volume per Vial | No. of Storage Vials
17 ml royal blue-top | Serum 2.0ml 2.0ml 1

tube

1 10 ml green-top Plasma 2.0 ml 2.0ml 2 plasma

tube Buffy coat 2.0ml 2.0ml 1 buffy coat

RBC 2.0 ml 2.0ml 1RBC

110 ml red-top tube | Serum 2.0ml 2.0ml 2

110 ml red-top tube | Serum 2.0ml 2.0ml 2
T1

Collection Device | Specimen Type Storage Vial Volume per Vial | No. of Storage Vials
1 10 ml red-top tube | Serum 2.0ml 2.0ml 2
T2

Collection Device | Specimen Type Storage Vial Volume per Vial | No. of Storage Vials
110 ml red-top tube | Serum 2.0ml 2.0ml 2
T3

Collection Device | Specimen Type Storage Vial Volume per Vial | No. of Storage Vials
2 8.5 ml yellow-top Whole blood N/A N/A N/A

tubes

1 10 ml green-top Plasma 2.0 ml 2.0ml 2 plasma

tube Buffy coat 2.0ml 2.0ml 1 buffy coat

110 ml lavender-top |Plasma 1.2 mi 1.0 ml 4 plasma

tube Buffy coat 2.0ml 2.0ml 1 buffy coat

RBC 2.0 ml 2.0ml 1RBC
10-18 PLCO Manual of Operations and Procedures

March 1, 2006




T4

Collection Device | Specimen Type Storage Vial Volume per Vial | No. of Storage Vials
1 10 ml red-top tube | Serum 2.0ml 2.0ml 2
1 10 ml lavender-top |Plasma 4.0 ml 3.6ml 1 plasma
tube Buffy coat and 4.0 ml 3.6ml 1 buffy coat and RBC
RBC
T5
Collection Device | Specimen Type Storage Vial Volume per Vial | No. of Storage Vials
110 ml red-top tube | Serum 2.0ml 2.0ml 2
1 10 ml lavender-top |Plasma 2.0ml 2.0ml 2
tube Buffy Coat 2.0ml 2.0ml 1
RBC 2.0ml 2.0ml 1
110 ml lavender-top |Plasma 2.0ml 2.0ml 2
tube Buffy coat 2.0ml 2.0ml 1

The following equipment and supplies will be needed for specimen processing.

*Appropriate Blood Collection Form (BCF3 for study years TO through
T3, BFF2 for study years T4 and T5);
Provided by the CC

*Sample ID Labels;
Provided by the CC

*Nalgene cryovials, 2.0 ml capacity, polypropylene, pre-capped, self-
standing external threads, 13.5mm x 48.3mm. (Number per participant
per draw: TO = 9; T1 = 2; T2 =2; T3 =5; T4 = 2, T5 = 9);VWR,
p.1983, 66008-728

Approved Substitute: Corning cryovial 2.0 ml capacity, polypropy-
lene, pre-capped, self-standing, external threads. Corning product
number 430659

*Wheaton cryovials, 1.2 ml capacity, polypropylene, pre-capped, self-
standing internal threads, 12mm x 42mm

(Number per participant per draw: T3 = 4);

Wheaton Science Products Catalog product number 985745

(Wheaton telephone 1-800-494-3286)

Also available through VWR using product number 66008-955

(VWR telephone 1-800-234-5227)

*Wheaton cryovial, 4.0 ml capacity, polypropylene; pre-capped, free-
standing internal threads, 12 mm x 71 mm

(Number per participant per draw: T4 = 2)

Wheaton product number, 985747

Approved Substitute: Corning cryovial, 4.0 ml capacity, polypropy-
lene, pre-capped, free standing, internal threads. Corning product
number 430491.
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e * Porex Serum Sep IB, 13 mm diameter, 4” long, (trace metal free),
(one per participant for TO); Fisher, Health Care Catalog, p. 405, 02-
681-66

e Fisher/CMS transfer pipets, 5 ml, sterile, individually wrapped;
Fisher/CMS, p. 1297, 13-711-120

< Nalgene cryovial holder;
VWR, p. 2007, 66008-783

[NOTE: The cryovials will be capped by the supplier prior to shipping.
Precapping helps to eliminate contamination in the cryovial. This is
especially important for the serum zinc specimen (cryovial 011).]

e Sharps containers and biohazard bags will also be needed for the
proper disposal of contaminated waste.

10.8.1  Processing Procedures Immediately After the Blood Draw
for Biorepository Specimens

Keep tubes away from sunlight or any other strong light source, which may
degrade the Vitamin A content of the serum. If prolonged exposure to strong
light is unavoidable, then tubes should be temporarily covered by aluminum
foil for protection.

The following steps should be taken immediately after the blood draw.
Baseline (TO)

1. Label each of the following tubes with a Sample ID label (AA-NNNN-
000):

10 ml draw (16x100) red-top tube

10 ml draw (16x100) green-top tube
10 ml draw (16x100) red-top tube

7 ml draw (13x100) royal blue-top tube

2. Immediately after the blood sample tubes are filled, invert the green-
top tube gently several times and then stand upright in the test tube
rack. After the green-top tube is inverted, maintain the green-top tube
at 2° to 8°C using either a refrigerator or an ice water bath.

3. Allow the red-top tubes and the royal blue-top tube to remain at room
temperature for a minimum of 60 minutes for complete blood coagula-
tion. If necessary, the tubes may be transported during the clotting
period if they remain in a stable, upright position. Once clot retraction
is complete, maintain the red-top tubes and the royal blue-top tube at
2° to 8°C using either a refrigerator or an ice water bath.

4. Complete Part A (Blood Draw) and Part C (Blood Collection and Pro-
cessing for Biorepository Samples), Items 1 through 3, of the Blood
Collection Form.

5. If necessary, transport the blood samples with the Blood Collection
Form to the SC processing laboratory. Transport the green-top tube at
2° to 8°C using an ice water bath or some type of refrigeration device.
If the red-top tubes and the royal blue-top tubes are transported during
the clotting period, transport the tubes at 22° to 25°C. If the red-top
tubes and the royal blue-top tubes are transported after the clot retrac-
tion is complete, transport the tubes at 2° to 8°C using an ice water
bath or some type of refrigeration device. The Biorepository samples
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must be centrifuged, processed, and frozen within two hours of blood
collection.

For ease of processing, the PSA/CA-12511 and Biorepository samples
may be centrifuged together.

Tl and T2

T3

1. Label the following tube with a Sample ID label (AA-NNNN-000):

10 ml draw (16x100) red-top tube

2. Allow the red-top tube to remain at room temperature for a minimum

of 60 minutes for complete blood coagulation. If necessary, the tube
may be transported during the clotting period if they remain in a stable,
upright position. Once clot retraction is complete, maintain the red-top
tube at 2° to 8°C using either a refrigerator or an ice water bath.

Complete Part A (Blood Draw) and Part C (Blood Collection and Pro-
cessing for Biorepository Samples), Items 1 through 3, of the Blood
Collection Form.

If necessary, transport the blood sample with the Blood Collection Form
to the SC processing laboratory. If the red-top tube is transported dur-
ing the clotting period, transport the tube at 22° to 25°C. If the red-top
tube is transported after the clot retraction is complete, transport the
tube at 2° to 8°C using an ice water bath or some type of refrigeration
device. The Biorepository samples must be centrifuged, processed, and
frozen within two hours of blood collection.

For ease of processing, the PSA/CA-12511 and Biorepository samples
may be centrifuged together.

Label each of the following tubes with a Sample ID label (AA-NNNN-
000):

10 ml draw (16x100) green-top tube
10 ml draw (16x100) lavender-top tube

Label each of the yellow-top tubes with a Sample ID Label (AA-NNNN-
012 and AA-NNNN-013). Affix the sample ID label so that the longest
side of the label wraps around the tube (in the same manner sample ID
labels are placed on the cryovials).

Immediately after the blood sample tubes are filled, invert the yellow,
green, and lavender-top tubes gently several times and then stand
upright in the test tube rack. After the green and lavender-top tubes
are inverted, maintain the green and lavender-top tubes at 2° to 8°C
using either a refrigerator or an ice water bath. The yellow-top tubes
will remain at ambient temperature.

Complete Part A (Blood Draw) and Part C (Blood Collection and Pro-
cessing for Biorepository Samples), Items 1 through 3, of the Blood
Collection Form.

If necessary, transport the blood samples with the Blood Collection
Form to the SC processing laboratory. Transport the green and laven-
der-top tubes at 2° to 8°C using an ice water bath or some type of
refrigeration device. The green and lavender-top tubes must be centri-
fuged, processed, and frozen within two hours of blood collection.
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TS

[Note: the two yellow-top tubes will not be processed by the SC, but
instead will be shipped to the Processing Laboratory on the same day
they are drawn. Please refer to Section 10.10 for specific instructions
on packaging and shipment of yellow-top tubes.]

For ease of processing, the PSA/CA-12511 and green and lavender-top
tubes may be centrifuged together.

Label the following tubes with a Sample ID label (AA-NNNN-000):

10 ml draw (16x100) red-top tube
10 ml draw (16x100) lavender-top tube

Immediately after the lavender-top tube is filled, gently invert the tube
several times and then stand it upright in the test tube rack. After the

tube has been inverted, maintain it at 2°C to 8°C using either a refrig-
erator or an ice water bath.

Allow the red-top tube to remain at room temperature for a minimum
of 60 minutes for complete blood coagulation. If necessary, the tube
may be transported during the clotting period if it remains in a stable,
upright position. Once clot retraction is complete, maintain the red-top
tube at 2° to 8°C using either a refrigerator or an ice water bath.

Complete Part A (Blood Draw) and Part C (Blood Collection and Pro-
cessing for Biorepository Samples), Items 1 through 3, of the Blood
Collection Form.

If necessary, transport the blood sample with the Blood Collection Form
to the SC processing laboratory. If the red-top tube is transported dur-
ing the clotting period, transport the tube at 22° to 25°C. If the red-top
tube is transported after the clot retraction is complete, transport the
tube at 2° to 8°C using an ice water bath or some type of refrigeration
device. Transport the lavender-top tube at 2° to 8°C using an ice water
bath or some type of refrigeration device. The Biorepository samples
must be centrifuged, processed, and frozen within two hours of blood
collection.

For ease of processing, the PSA/CA-12511 and Biorepository samples
may be centrifuged together.

Label the following tubes with a Sample ID label (AA-NNNN-000):

10 ml draw (16x100) red-top tube
10 ml draw (16x100) lavender-top tube #1
10 ml draw (16x100) lavender-top tube #2

Immediately after the lavender-top tubes are filled, gently invert the
tubes several times and then stand them upright in the test tube rack.

After the tubes have been inverted, maintain them at 2°C to 8°C using
either a refrigerator or an ice water bath.

Allow the red-top tube to remain at room temperature for a minimum
of 60 minutes for complete blood coagulation. If necessary, the tube
may be transported during the clotting period if it remains in a stable,
upright position. Once clot retraction is complete, maintain the red-top
tube at 2° to 8°C using either a refrigerator or an ice water bath.
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4. Complete Part A (Blood Draw) and Part C (Blood Collection and Pro-
cessing for Biorepository Samples), Items 1 through 3, of the Blood
Collection Form.

5. If necessary, transport the blood sample with the Blood Collection Form
to the SC processing laboratory. If the red-top tube is transported dur-
ing the clotting period, transport the tube at 22° to 25°C. If the red-top
tube is transported after the clot retraction is complete, transport the
tube at 2° to 8°C using an ice water bath or some type of refrigeration
device. Transport the lavender-top tubes at 2° to 8°C using an ice water
bath or some type of refrigeration device. The Biorepository samples
must be centrifuged, processed, and frozen within two hours of blood
collection.

6. For ease of processing, the PSA/CA-12511 and Biorepository samples
may be centrifuged together.

10.8.2  Processing Procedures for Biorepository Samples

The following steps should be taken to process all components of the blood
samples:

Baseline (TO)

1. Label the cryovials with the appropriate Sample ID labels. (See Exhibit
10-1.) The cryovials should be processed according to the following
sequence:

*Vial 011serum from royal blue-top tube
Vial 005plasma from green-top tube

Vial 006plasma from green-top tube

Vial 007buffy coat from green-top tube
Vial OO8RBC from green-top tube

Vial 003serum from red-top tube

Vial 004serum from red-top tube

Vial 009serum from red-top tube

Vial 010serum from red-top tube

[*NOTE: The cryovials will be precapped by the supplier, which helps
eliminate contamination in the vial. This is especially critical for cryovial
011, serum from the royal blue-top tube. Do not use uncapped vials for
this specimen. As an added precaution, do not remove the vials or the
serum separators from their self-sealing bag until you are ready to pro-
cess the centrifuged serum. Close the bag immediately thereafter to
keep these supplies as clean as possible.]

2. Centrifuge all tubes for 15 minutes at 1,200 x g (or approximately
2400-3000 RPM for most counter-top centrifuges) or for 6 minutes at
3900 x g. Be sure to use balance tubes in the centrifuge, when neces-
sary. Do not “rim” clot tubes prior to centrifugation. A refrigerated cen-
trifuge is not required. However, the temperature should not exceed
25°C. If the samples are not immediately aliquoted and frozen, transfer
the samples to a refrigerator or an ice water bath within 5 minutes of
finishing centrifugation.

3. Inspect the blood tubes (serum) for hemolysis, icteric, turbid, or
lipemic appearance. Document any problems on the Blood Collection
Form.

10-23 PLCO Manual of Operations and Procedures
March 1, 2006



Aliquot the serum from the royal blue-top Vacutainer tube first. After
centrifugation, remove the stopper from the Vacutainer. Carefully and
slowly push the Porex serum separator into the Vacutainer, white filter
end down. Do not force it quickly; this could possibly create aerosol for-
mation of the serum. The end of the serum separator should stop just
short of the clot/serum interface. Red blood cells should not be forced
into the serum; they contain very high amounts of zinc compared to
the serum levels and a falsely elevated serum zinc level can result.
Raise the serum separator approximately 25 mm. (1 inch) above the
clot or cells until air space separates the serum separator and its con-
tents from the clot or cells. Decant 2 ml of serum into cryovial 011.
Recap the vial immediately after filling it with serum.

Do not use a pipet to transfer serum from the royal blue-top tube. Use
only the Porex serum separator to decant the serum from the royal
blue-top tube.

[NOTE: Any remaining serum can be placed into one of Vials 003, 004,
009, or 010.]

Aliquot the plasma from the green-top tube into cryovials 005 and 006
using a clean graduated 5 ml transfer pipet. Using the same pipet
transfer the buffy coat into cryovial 007. Again using the same pipet,
transfer 2 ml of RBC into cryovial 008. In order to maximize the buffy
coat yield, when removing plasma leave a small amount of plasma
above the buffy coat and when removing buffy coat include a small
amount of RBC in the sample.

Aliquot the serum from the first red-top tube. Transfer 2 ml of serum
into cryovials 003 and 004 using a graduated 5 ml transfer pipet. Ali-
quot serum from the second red-top tube. Transfer 2 ml of serum each
into cryovials 009 and 010 using a graduated 5 ml pipet.

[NOTE: If the second red-top tube is not drawn, extra serum from the
first red-top tube may be placed in vials 009 and 010; however extra
serum from the SST tube for the PSA/CA-12511 should not be used to
fill Biorepository vials.]

Record the results of the Biorepository blood processing in Part C of the
Blood Collection Form.

[*Note: A partially filled vial should be marked with a problem code on
the Blood Collection Form (refer to Appendix A-10-1, Specifications for
the Blood Collection Form)].

Place specimens in one of the numbered storage boxes for TO partici-
pants’ samples. Note that only samples from TO participants should be
placed in a TO storage box. Freeze the samples at -70°C (refer to Sec-
tion 10.7.3 for specific storage box instructions) within two (2) hours of
blood draw. Record the storage box number on the Blood Collection
Form.

Tl and T2

1.

Label the cryovials with the appropriate Sample ID labels. (See Exhibit
10-1..) The cryovials should be processed according to the following
sequence:

Vial 003 - serum from red-top tube
Vial 004 - serum from red-top tube
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Centrifuge all tubes for 15 minutes at 1,200 x g (or approximately
2400-3000 RPM for most counter-top centrifuges) or for 6 minutes at
3900 x g. Be sure to use balance tubes in the centrifuge, when neces-
sary. Do not “rim” clot tubes prior to centrifugation. A refrigerated cen-
trifuge is not required. However, the temperature should not exceed
25°C. If the samples are not immediately aliquoted and frozen, transfer
the samples to a refrigerator or an ice water bath within 5 minutes of
finishing centrifugation.

Inspect the blood tubes (serum) for hemolysis, icteric, turbid, or
lipemic appearance. Document any problems on the Blood Collection
Form.

Aliquot the serum from the red-top tube. Transfer 2 ml of serum into
cryovials 003 and 004 using a graduated 5 ml transfer pipet.

Record the results of the Biorepository blood processing in Part C of the
Blood Collection Form.

[*Note: A partially filled vial should be marked with a problem code on
the Blood Collection Form (refer to Appendix A-10-1, Specifications for
the Blood Collection Form).]

Place specimens in one of the numbered storage boxes for T1/T2 par-
ticipants’ samples. Note that only samples from T1/T2 participants
should be placed in a T1/T2 storage box. Freeze the samples at -70°C
(refer to Section 10.7.3 for specific storage box instructions) within two
(2) hours of blood draw. Record the storage box number on the Blood
Collection Form.

Label the cryovials with the appropriate Sample ID labels. (See Exhibit
10-1.) The cryovials should be processed according to the following
sequence:

Vial 014plasma from green-top tube

Vial 015plasma from green-top tube

Vial 016buffy coat from green-top tube
Vial 017plasma from lavender-top tube
Vial 018plasma from lavender-top tube
Vial 019plasma from lavender-top tube
Vial 020plasma from lavender-top tube
Vial 021buffy coat from lavender-top tube
Vial 023RBC from lavender-top tube

[*NOTE: The cryovials will be precapped by the supplier, which helps
eliminate contamination in the vial. This is especially critical for the T3
cryovials. Do not use uncapped vials for these specimens. As an added
precaution, do not remove the vials from their self-sealing bag until you
are ready to process the centrifuged sample. Close the bag immedi-
ately thereafter to keep the cryovials as clean as possible.]

Centrifuge the green-top and lavender-top tubes for 15 minutes at
1,200 x g (or approximately 2400-3000 RPM for most counter-top cen-
trifuges) or for 6 minutes at 3900 x g. Be sure to use balance tubes in
the centrifuge, when necessary. A refrigerated centrifuge is not
required. However, the temperature should not exceed 25°C. If the
samples are not immediately aliquoted and frozen, transfer the sam-
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ples to a refrigerator or an ice water bath within 5 minutes of finishing
centrifugation.

Inspect the blood tubes for hemolysis, icteric, turbid, or lipemic appear-
ance. Document any problems on the Blood Collection Form.

Aliquot 2 ml of plasma from the green-top tube into two 2 ml cryovials
(014 and 015) using a clean graduated 5 ml transfer pipet. Using the
same pipet transfer the buffy coat (approximately 1.5-2.0 ml) into one
2 ml cryovial (016). In order to maximize the buffy coat yield, when
removing plasma leave a small amount of plasma above the buffy coat
and when removing buffy coat include a small amount of RBC in the
sample.

Aliquot 1.0 ml of plasma from the lavender-top tube into four 1.2 ml
cryovials (017, 018, 019, and 020) using a clean graduated 5 ml trans-
fer pipet. Using the same pipet transfer the buffy coat (approximately
1.5-2.0 ml) into one 2 ml cryovial (021). Again using the same pipet,
transfer 2 ml of RBC into one 2 ml cryovial (023). In order to maximize
the buffy coat yield, when removing plasma leave a small amount of
plasma above the buffy coat and when removing buffy coat include a
small amount of RBC in the sample.

Record the results of the Biorepository blood processing in Part C of the
Blood Collection Form.

[*Note: A partially filled vial should be marked with a problem code on
the Blood Collection Form (refer to Appendix A-10-1, Specifications for
the Blood Collection Form).]

Place cryovials in the appropriate numbered storage boxes for T3 par-
ticipants’ samples. Note that only vials from T3 participants should be
placed in a T3 storage box. Freeze the samples at -70°C (refer to Sec-
tion 10.7.3 for specific storage box instructions) within two (2) hours of
blood draw. Record the storage box numbers on the Blood Collection
Form.

Label the cryovials with the appropriate Sample ID labels. Exhibit 10-1
shows the correct placement for Sample ID labels. The cryovials should
be processed according to the following sequence:

Vial 028serum from red-top tube

Vial 029serum from red-top tube

Vial 030plasma from lavender-top tube

Vial 031buffy coat and RBC from lavender-top tube

Centrifuge the red-top and the lavender-top tubes at for 15 minutes at
1,200 x g (or approximately 2400-3000 RPM for most counter-top cen-
trifuges) or for 6 minutes at 3900 x g. Be sure to use balance tubes in
the centrifuge, when necessary. A refrigerated centrifuge is not
required. However, the temperature should not exceed 25°C. If the
samples are not immediately aliquoted and frozen, transfer the sam-
ples to a refrigerator or an ice water bath within 5 minutes of finishing
centrifugation.

Inspect the blood tubes for hemolysis, icteric, turbid or lipemic appear-
ance. Document any problems on the blood collection form.
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Aliquot the serum from the red-top tube. Transfer 2 ml of serum into
cryovials 028 and 029 using a graduated 5 ml transfer pipet.

Aliquot 3.6 ml of plasma into one 4.0 ml cryovial (vial 030) using a
graduated 5-ml transfer pipet. Using the same pipet, transfer the
remaining material (includes buffy coat and substantial proportion of
RBC) to about 3.6 ml into one 4.0 cryovial (vial 031). Collect the mate-
rial by suctioning from the top of the buffy coat layer then gradually
moving downward in a circular motion as the buffy coat and RBC are
aspirated. Aliquot until the 3.6 ml line on the vial is reached. If more
than 3.6 ml of material is available, discard extra RBC, but take care to
retain the buffy coat.

Record the results of the Biorepository blood processing in Part C of the
blood collection form.
[*Note: A partially filled vial should be marked with a problem code.]

Place the cryovials in the appropriate humbered storage boxes for the
T4 participants’ samples. Note that only samples from T4 participants

should be stored in a T4 storage box. Freeze the samples at —70°C
(refer to Section 10.7.3 for specific storage box instructions) within two
(2) hours of blood draw. Record the storage box numbers on the blood
collection form.

Label the cryovials with the appropriate Sample ID labels. Exhibit 10-1
shows the correct placement for the Sample ID labels. The cryovials
should be processed in the following order:

Vial 038serum from red-top tube

Vial 039serum from red-top tube

Vial 040plasma from lavender-top tube #1
Vial 041plasma from lavender-top tube #1
Vial 042buffy coat from lavender-top tube #1
Vial 043RBC from lavender-top tube #1

Vial 044plasma from lavender-top tube #2
Vial 045plasma from lavender-top tube #2
Vial 046buffy coat from lavender-top tube #2

Centrifuge the red-top and the lavender-top tubes at for 15 minutes at
1,200 x g (or approximately 2400-3000 RPM for most counter-top cen-
trifuges) or for 6 minutes at 3900 x g. Be sure to use balance tubes in
the centrifuge, when necessary. A refrigerated centrifuge is not
required. However, the temperature should not exceed 25°C. If the
samples are not immediately aliquoted and frozen, transfer the sam-
ples to a refrigerator or an ice water bath within 5 minutes of finishing
centrifugation.

Inspect the blood tubes for hemolysis, icteric, turbid or lipemic appear-
ance. Document any problems on the blood collection form.

Using a graduated 5-ml transfer pipet, aliquot 2.0 ml of serum from the
red-top tube into the pre-labeled 2.0 ml cryovials, vials 038 and 039.

From lavender-top tube #1, aliquot 2.0 ml of plasma into two 2.0 ml
cryovials, vials 040 and 041, using a graduated 5-ml transfer pipet.
Using the same pipet, transfer the buffy coat (approximately 1.5-2.0
ml) into one 2.0 ml cryovial, vial 042. Then, transfer 2.0 ml of RBCs
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into one 2.0 ml cyrovial, vial 043. Collect the buffy coat and RBCs by
suctioning from the top layer, then gradually moving downward in a cir-
cular motion. In order to maximize the buffy coat yield, when removing
the plasma leave a small amount of plasma above the buffy coat and
when removing the buffy coat, include a small amount of RBC in the
sample.

[NOTE: If the second lavender-top tube is not drawn, extra plasma
from the first lavender-top tube may be placed in vials 044 and 045.]

6. From lavender-top tube #2, aliquot 2.0 ml of plasma into two 2.0 ml
cryovials, vials 044 and 045, using a graduated 5-ml transfer pipet.
Using the same pipet, transfer the buffy coat (approximately 1.5-2.0
ml) into one 2.0 ml cryovial, vial 046. Collect the buffy coat by suction-
ing from the top layer then gradually moving downward in a circular
motion. In order to maximize the buffy coat yield, when removing the
plasma leave a small amount of plasma above the buffy coat and when
removing the buffy coat, include a small amount of RBC in the sample.

7. Record the results of the Biorepository blood processing in Part C of the
blood collection form. *Note: A partially filled vial should have a prob-
lem code recorded on the blood collection form. (Refer to Appendix A-
10-7 Specifications for the BFF2)

8. Place the cryovials in the appropriate numbered storage boxes for the
T5 participants’ samples. Note that only samples from T5 participants

should be included in a T5 storage box. Freeze the samples at —70°C
(refer to Section 10.7.3 for specific storage box instructions) within two
(2) hours of blood draw. Record the storage box numbers on the blood
collection form.

10.8.3  Storage Box Assignment for Biorepository Samples

Each storage box will be labeled with a box label taken from a series of
sequentially numbered labels generated by the SC. There will be two series of
box labels: “B” series to be used for 2-inch and 3-inch Biorepository boxes and
“Y” series to be used for yellow-top tube boxes shipped to the Processing Lab-
oratory. The “T” box previously used for T3 vial 016 was discontinued in Octo-
ber 1999. All Biorepository vials for study years TO, T1, T2, T3, and T5, are
stored in a 2-inch “B” box. Biorepository vials for T4 only are stored in a 3-inch
“B” box. The box label has a five-character number. The first character of
Biorepository box labels will be the letter “B.” For Processing Laboratory box
labels, the first character will be the letter “Y.” The next four characters are
the unique identifier number ranging from 0001 to 9999. Biorepository and
Processing Laboratory samples must be assigned to storage boxes as follows:

Alpha Character Storage Box Type Used for Study Years Used for Specimen Ids
B 2-inch Biorepository Box TO 003-011
Tland T2 003-004
T3 014-021, and 023
T5 038-046
B 3-inch Biorepository Box T4 028-031
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Yellow-top Tube Box for Pro- T3 012 and 013
cessing Laboratory

Three box labels will be generated for each unique storage box. One label will
be placed on top of the storage box, one label will be placed on the bottom of
the box, and for frozen samples in “B” boxes, one label will be placed on the
side, which is visible in the freezer. The storage boxes will be reusable for the
Biorepository specimens; however, box labels should not be reused. In addi-
tion, do not use the same storage box number again within a 6-month period.
Each SC will have the capability to generate new box labels if the storage box
is lost or destroyed. Instructions for generating box labels are provided in the
SMS User’s Guide/SMS Upgrade Documentation.

10.8.4  Storage of Biorepository Cryovials

All processed serum, plasma, buffy coat, and RBC cryovials will be stored at -
70°C until they are shipped to the Biorepository. The cryovials will be placed
into storage (freezer) boxes (81 vials/box). The inventory system and the
organization of the cryovials in each storage box will be reflected on map
cards, which must be completed for every cryovial storage box. (Exhibit 10-4
provides an example of the map card.) The SC Coordinator should label the
storage box with the SC name and address using a -70° label and a freezer-
safe ink pen.

Supplies needed for storage of processed samples are listed below:

e 2" storage box (box dimensions 5 1/4”I x 5 1/4”w x 2”d) with 1-1/
4”high 9 x 9 cell dividers; (Example: Bell Metal Specialty; telephone #
301-663-4522)

e 3” storage box (box dimensions 5 1/4”l x 5 1/4”w x 3"d) with 1-1/4”
high 9 x 9 cell dividers; (Example: Bell Metal Specialty; telephone #
301-663-4522) (T4 only)

e Map Card (See Exhibit 10-4);

< Box labels, laser labels, dimensions 2/3” x 3 7/16” (Example: Avery File
Folder Laser Labels, Item #5366); and

e -70°C freezer.
Follow the instructions given below to store cryovials for the Biorepository.

1. Each cryovial is to be placed in the appropriate storage box. Cryovial
storage boxes are then stored in the freezer until shipment to the
Biorepository.

2. Before adding samples to a storage box, label the box with a unique
box number. There will be three labels provided for each unique box
number. Affix one label to the top part of the box, the second label to
the bottom part of the box, and the third label to the side of the box.

3. For the TO visit, each row of a storage box will be designated for a
single TO participant. Place the cryovials, in ascending specimen ID
order (vials 003-011), into the slots next to each other in that row.
Designate the upper left corner of the box with an “X”. If all blood vials
have been successfully filled, the participant will have nine cryovials
and the row will be completely filled. However, if only some of the blood
vials have been filled, then the row in the storage box for that partici-
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pant will only be partially filled. Start a new row for each participant.
The 2-inch Biorepository storage box will hold the cryovials for nine TO
participants. Only vials for TO participants should be stored in TO stor-
age boxes.

For the T1 and T2 visits, place each storage vial (with specimen IDs
003-004) into the next available slot within the appropriate box, filling
the box in serpentine order from the upper left corner to the lower right
corner. Designate the upper left corner of the box with an “X”. The 2-
inch Biorepository storage box will hold the cryovials for 40 participants
with one empty slot remaining. T1 and T2 vials may be placed in the
same storage box.

For the T3 visit, All cryovials will be placed in a 2-inch Biorepository
storage box. Each row of a storage box will be designated for a single
T3 participant. Place the cryovials, in ascending specimen ID order
(vials 014-021, and 023), into the slots next to each other in that row.
Designate the upper left corner of the box with an “X”. If all blood vials
have been successfully filled, the entire row will be full with no empty
spots. However, if only some of the blood vials have been filled, then
one or more slots in the row for that participant will be empty. Start a
new row for each participant. The 2-inch Biorepository storage box will
hold the cryovials for nine T3 participants. Only vials for T3 participants
should be placed in a T3 storage box.

The 3-inch storage box used previously for T3 vial 016 was discontin-
ued in October 1999. Vial 016 is now placed in a 2-inch box with the
other T3 specimens.

For the T4 visit: All four (4) of the T4 Biorepository vials (028-031)
should be stored and shipped in a 3-inch “B” box. Place each storage
vial (with specimen IDs 028-031) into the next available slot filling the
box in serpentine order from the upper left corner to the lower right
corner. Designate the upper left corner of the box with an “X”. The 3-
inch Biorepository storage box will hold the cryovials for twenty partic-
ipants with one empty slot remaining. Only vials from T4 participants
should be placed in T4 storage boxes.

For the T5 visit: All nine (9) of the T5 Biorepository vials (038-046)
should be stored and shipped in a 2-inch “B” box. Each row of a storage
box will be designated for a single T5 participant. Designate the upper
left corner of the box with an “X”. Place the cryovials, in ascending vial
ID order, into the slots next to each other in that row. If all blood vials
have been successfully filled, the entire row will be full with no empty
spots. However, if only some of the blood vials have been filled, then
one or more slots in the row for that participant will be empty. Start a
new row for each participant. One 2-inch T5 storage box will hold the
vials for nine participants. Only vials for T5 participants should be
placed in a T5 storage box.

Fill in the storage box map with the sample ID and specimen ID of each
vial added to the box. (For example, IX 1234 003.)

Record the storage box numbers on the Blood Collection Form.

Immediately store the cryovials in the freezer at -70°C within five min-
utes of processing.
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10.9

7. Do not remove a 2-inch or 3-inch storage box from the freezer to add
more cryovials. Small samples will thaw quickly. In the freezer environ-
ment, open the current storage box and place the new cryovial into the
box. Take out the map card and let it defrost for a few seconds. Then,
write the sample ID of the new sample being that to correspond with
the slot being filled. Replace the map card in the storage box.

UCLA and Biorepository Blood Sample Shipment

All frozen blood samples will be shipped to UCLA or the Biorepository via Fed-
eral Express* overnight Priority 1 delivery. PSA and CA-125I11 blood samples
will be shipped weekly on designated days for each SC, while Biorepository
blood samples will be shipped at least monthly (once a month at some SCs,
more than once a month at others). Blood samples shipped to UCLA or the
Biorepository will be packed on dry ice for shipment. A Blood Sample Trans-
mittal Log (Appendix B-10-1: UCLA Transmittal Log and Appendix B-10-2:
Biorepository Transmittal Log) will be included with each shipment.

All PSA/CA-125I11 blood sample shipments will be processed by UCLA on the
day received. Upon receipt, UCLA staff will check the shipment to identify
missing, thawed, or damaged specimens. UCLA will contact the SC immedi-
ately by telephone and FAX to report any problems.

All Biorepository blood sample shipments will be receipted and stored by the
Biorepository on the day received. Within two weeks of sample receipt, the
Biorepository will inventory the samples and match the vials noted on the
Transmittal Log to identify missing, thawed, or damaged vials. The Bioreposi-
tory will contact the SC immediately by telephone and FAX to report any prob-
lems.

The following sections of this chapter discuss the procedures for packing and
shipping blood samples. Included in this section are the following items:

e Scheduling shipments;

< Notifying UCLA and the Biorepository of shipments;
e Procedures to be completed the day of shipment;

e Preparing shipping transmittal logs;

e Packing specimens; and,

= Reporting problems with shipments.

* Any Express Mail service that carries biologic samples may be used provided
that overnight next morning delivery service is available and guaranteed.

10.9.1  Scheduling UCLA and Biorepository Shipments

PSA and CA-125l11 blood samples will be shipped to UCLA weekly; on Monday,
Tuesday, or Wednesday. Biorepository blood samples will be shipped once a
month, at a minimum, on the first Monday, Tuesday or Wednesday of each
month. SCs wishing to ship to the Biorepository more than once a month must
contact the Coordinating Center, who will then contact the Biorepository and
request approval for a change in the shipping schedule. Each SC has been
assigned a designated day of shipment on which it will regularly ship blood
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samples to UCLA and the Biorepository. The SC schedule for weekly shipments
of blood samples to UCLA and shipments to the Biorepository is as follows:

Schedule for Weekly UCLA Shipments

Day

Screening Center

Monday:

Tuesday:

Wednesday:

University of Minnesota

Pacific Health Research Institute (Hawaii)

Washington University - St. Louis

University of Utah School of Medicine

University of Alabama at Birmingham

University of Colorado Health Sciences Center

Georgetown University

Pittsburgh Cancer Institute

Washington University - St. Louis

Henry Ford Hospital

Marshfield Clinic

Schedule for Biorepository Shipments

Frequency Screening Center Shipment Day

Monthly: Pacific Health Research Institute (Hawaii) Monday
University of Alabama at Birmingham Tuesday
Georgetown University Wednesday
Pittsburgh Cancer Institute Wednesday

Twice Per Month: Marshfield Clinic Wednesday

(First and Third Weeks) University of Colorado Health Sciences Center | Wednesday
Washington University — St. Louis Wednesday

Weekly: University of Minnesota Monday
University of Utah School of Medicine Tuesday
Henry Ford Hospital Wednesday
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Blood samples should never be shipped to be received at either UCLA or the
Biorepository on Fridays, holidays, or the day before a holiday. The SC will
notify UCLA or the Biorepository, as appropriate, prior to making each ship-
ment. If, on occasion, the SC cannot make the shipping date, they must call
UCLA or the Biorepository in advance of the regular shipping date to resched-
ule. On the day of each Biorepository shipment, the SC will transmit the Biore-
pository transmittal file to the NIH Mainframe using standard File Transfer
Protocol (FTP). Refer to the SMS User’s Guide/SMS Upgrade Documentation
for specifications on data transmission.

10.9.2 Tasks to be Completed the Day of UCLA and Biorepository
Shipments

The tasks that must be completed for a blood sample shipment to UCLA or the
Biorepository are as follows:

e Contact Federal Express to arrange a pick-up time. (The Federal
Express telephone number is 1-800-238-5355.)

e Fax or e-mail UCLA or the Biorepository the following information:
» SC name and number;
» Number of shipping boxes in shipment; and
» Federal Express airbill number.

e The PLCO Shipment Notification fax sheet (Appendix A-10-5) may be
used to fax the information listed above to either UCLA or the Biorepos-
itory.

e Generate the appropriate Blood Sample Transmittal Log. Make two cop-
ies of the log; one for shipment to UCLA or the Biorepository and one
for the SC file.

e Generate a diskette that contains the transmittal log data for inclusion
in the shipment to UCLA.

e Using the appropriate Blood Sample Transmittal Log, select the sam-
ples to be shipped. Do not ship samples that are not listed on the trans-
mittal.

e Pack the shipping containers with the blood samples and cover with dry
ice. Include the Blood Sample Transmittal Log and the appropriate dis-
kette (UCLA shipments only). Place the diskette in a diskette mailer and
tape to top of the styrofoam lid. Place the fiberboard lid on top of the
styrofoam lid and tape the container to securely seal the fiberboard lid
to the fiberboard base.

- Label the exterior of each shipping container with the appropriate Fed-
eral Express and IATA required warning labels.

= Confirm the Federal Express pick-up.

= File a copy of the Blood Sample Transmittal Log with a record of the
Federal Express airbill number for each package shipped.

< On the day of each Biorepository shipment, the Biorepository transmit-
tal file will be transmitted to the NIH mainframe using FTP.
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10.9.3 The Blood Sample Transmittal Log for UCLA and
Biorepository Shipments

A Blood Sample Transmittal Log must be generated for every shipment of
blood samples sent either to UCLA or the Biorepository. The Blood Sample
Transmittal Log will consist of a cover page and a computer generated log. The
first page of the transmittal will be a standardized cover page for all SCs, while
the remaining page(s) will be the computer generated log that will allow each
SC to identify samples for each blood sample shipment. The central SC will
generate the Blood Sample Transmittal Log and attach it to the cover page. If
blood samples are shipped directly from the satellite centers to UCLA or the
Biorepository, the central SC will generate the appropriate Blood Sample
Transmittal Log for the satellite centers.

There are two versions of the Blood Sample Transmittal Log; one for shipment
of PSA/CA-12511 blood samples and one for shipment of the Biorepository
blood samples. For the PSA/CA-12511 blood sample shipments, the Blood Sam-
ple Transmittal Log will be generated separately for PSA samples and for CA-
12511 samples.

This log will include all relevant shipping and receipt control information for
each sample ID. A copy of the Blood Sample Transmittal Log for PSA/CA-125I1
and the Biorepository is presented in Appendices B-10-1 and B-10-2, respec-
tively. Instructions for generating the Blood Sample Transmittal Log are pro-
vided in the SMS User’s Guide/SMS Upgrade Documentation.

In preparation for shipment of samples, the SC staff will perform the following
steps:

1. Generate a Blood Sample Transmittal Log using the SMS.

» All samples that were receipted (without problems that would pre-
vent shipping) and have not been shipped will appear on the Blood
Sample Transmittal Log as available/due for shipment.

» It is strongly recommended that the SC run the SMS and DEES edits
and comparison reports for Blood Collection Forms prior to generat-
ing a Blood Sample Transmittal. This will reduce or eliminate errors
on the transmittal. (See Chapter 17.0 for information on running
edits.)

2. Locate and batch the specimen vials according to the transmittal log.

If a specimen cannot be located, has been destroyed, or other prob-
lems are identified that will prevent shipping, the SC staff member will
cross the sample ID off the transmittal log, remove the shipping date
from the SMS, and document that the vial was lost or destroyed
according to the specifications for completion of the blood collection
form. Then, regenerate the transmittal.

If a specimen is in the freezer but is not on the transmittal, the SC staff
member will make a notation on the transmittal log and investigate to
determine whether the sample should be listed on the transmittal log.
If so, the SMS should be updated to indicate that it is available with no
problems, and the transmittal should be regenerated. If necessary, cor-
rect the hard copies, rescan, and edit the forms in DEES.

The capacity of each storage box is 81 vials so there should be no more
than 81 vials listed on the transmittal for one box.
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3. If problems were found with the original transmittal log, regenerate a
corrected transmittal log and verify that all problems have been
resolved. Transmittal logs with handwritten notations will not be sent to
UCLA or the Biorepository.

4. When the final, corrected transmittal is generated, retain one copy of
the transmittal for the SC files, and include one copy with the speci-
mens shipped to UCLA or the Biorepository.

5. Create the transmittal log file for UCLA and the Biorepository. For
UCLA, save the transmittal log file on a diskette and include it with the
shipment as described above in Section 10.8.2 For the Biorepository,
send the transmittal log file electronically to the Biorepository via the
NIH Mainframe Computer as described in the SMS User’'s Guide/SMS
Upgrade Documentation.

10.9.4 The Blood Sample Pre-Transmittal Log for UCLA and
Biorepository Shipments

In order to resolve discrepancies between the sample storage boxes and the
information in the SMS, it is strongly recommended that the SCs generate a
Pre-Transmittal Log for all UCLA (Appendix B-10-4: UCLA Pre-transmittal Log)
and Biorepository (Appendix B-10-5: Biorepository Pre-transmittal Log) ship-
ments. The major advantage of the Pre-Transmittal is that ship dates are not
assigned when the Pre-Transmittal is generated. This allows the SC to make
modifications and/or corrections to the blood collection form SMS data as nec-
essary without having to take additional steps to delete ship dates for those
samples that require corrections. When this Pre-Transmittal is generated, only
a hardcopy listing will be produced (an electronic file is not produced). There
are no limits on the number of times a Pre-Transmittal can be generated. Once
any discrepancies have been resolved, the SC should then generate the “offi-
cial” transmittal log. The Biorepository and UCLA have been instructed not to
accept Pre-Transmittal logs from the SCs. Instructions for generating the Pre-
Transmittal Logs are provided in the SMS User’s Guide/SMS Upgrade Docu-
mentation.

SCs using the Pre-Transmittal Log will perform the following steps in prepara-
tion for shipment of samples:

1. Generate a Pre-Transmittal Log using SMS.

All samples that were receipted (without problems that would prevent
shipping) and have not been shipped will appear on the Blood Sample
Pre-Transmittal Log as available/due for shipment.

It is strongly recommended that the SC run the SMS and DEES edits
and comparison reports for Blood Collection Forms prior to generating a
Pre-Transmittal Log. This will reduce or eliminate errors on the Pre-
Transmittal. (See Chapter 17.0 for information on running edits.)

2. Locate and batch the specimen vials according to the Pre-Transmittal
log.

If a specimen cannot be located, has been destroyed, or other prob-
lems are identified that will prevent shipping, the SC staff member will
cross the sample ID off the Pre-Transmittal log, and document that the
vial was lost or destroyed according to the specifications for completion
of the blood collection form. Then, regenerate the Pre-Transmittal.
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10.9.5

If a specimen is in the freezer but is not on the Pre-Transmittal, the SC
staff member will make a notation on the Pre-Transmittal log and
investigate to determine whether the sample should be listed on the
Pre-Transmittal log. If so, the SMS should be updated to indicate that it
is available with no problems, and the Pre-Transmittal should be regen-
erated. If necessary, correct the hard copies of the blood collection
form, rescan, and edit the forms in DEES to resolve any problems noted
on the Pre-Transmittal.

The capacity of each storage box is 81 vials so there should be no more
than 81 vials listed on the transmittal for one box.

If problems were found with the original Pre-Transmittal log, regener-
ate a corrected Pre-Transmittal log and verify that all problems have
been resolved.

Once the Pre-Transmittal is correct, generate the “official” Transmittal
Log and review the Transmittal. Then, retain one copy of the transmit-
tal for the SC files, and include one copy with the specimens shipped to
UCLA or the Biorepository. Pre-Transmittal logs or transmittal logs with
handwritten notations will not be sent to UCLA or the Biorepository.
SCs are cautioned that if blood collection forms are receipted after the
Pre-Transmittal was reviewed, but prior to generation of the “official”
transmittal log and transmittal file, these “new” samples will appear on
the transmittal log and file.

Create the transmittal log file for UCLA and the Biorepository. For
UCLA, save the transmittal log file on an empty/clean diskette and
include it with the shipment as described above in Section 10.8.2 For
the Biorepository, send the transmittal log file electronically to the
Biorepository via the NIH Mainframe Computer as described in the SMS
User’s Guide/SMS Upgrade Documentation.

Packing Containers for Frozen Blood Samples

Each SC should maintain a sufficient supply of shipping supplies for making
regularly scheduled frozen shipments to UCLA and the Biorepository that meet
the shipping requirements specified in the current version of the International
Air Transport Authority (IATA) Shipping Regulations for Dangerous Goods. The
following is a list of recommended supplies that can be used for frozen blood
shipments:

SafTPak 710, 730 or 740 leakproof bag and envelope system as deter-
mined by size and number of freezer boxes included in the shipment
(Telephone: 1-800-814-7484. Website www.saftpak.com);

SafTPak 151 or 152 Absorbent Strips as determined by the volume of
blood included in each leakproof bag and envelope system (see above);

Polyfoam Packers Insulated Bio-Shippers; to be used as overpacks;
(Telephone: 1-800-323-7442);

Packing material;

Self-sealing plastic bags to hold Transmittal Forms and UCLA transmit-
tal diskette: and

Dry ice.
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Guidelines for the maximum number of freezer storage boxes and the mini-
mum quantity of dry ice required for three different sizes of shipping over-
packs are provided below.

Dimensions of
Shipping Overpack

Maximum Number of
Freezer Storage

Minimum Suggested
Quantity of Dry Ice

Minimum Suggested
Quantity of Dry Ice

(inches) Boxes (pounds) (kilograms)
7x10x 11.5 3 12 54
13x13x13 8 30 13.6
12.5x12x18.5 12 45 20.4

Frozen

samples should always remain the freezer environment when they are

being prepared for shipment. Thawing can occur within only a few minutes
with small samples.

The procedure that should be followed to pack frozen samples is specified

below.
1.

10.
11.

Cover the bottom of the shipping overpack with crumpled packing
material.

Lay dry ice on top of the packing material.

Remove the sample storage boxes from the freezer and secure each
box with rubber bands.

Place the sample storage box into the leakproof plastic bag included
with the SafTPak combination packaging (plastic bag and envelope).
Note that the STP 730 can hold two 2-inch freezer boxes or one 3-inch
freezer box. The STP 710 can hold one 2-inch freezer box, but is not
large enough to accommodate the 3-inch box. The STP 730 must be
used for shipping the 3-inch freezer box.

Place an absorbent strip sufficient to absorb the contents of the storage
box(es) into the leakproof plastic bag. Normally, this will be the STP
152 which absorbs up to 250 ml. Note that a full 2-inch freezer box
contains 160 ml of blood.

Seal the leakproof plastic bag in accordance with the printed instruc-
tions on the bag. Be careful to follow these directives as failure to do so
will compromise the integrity of the packaging system.

Place the sealed leakproof plastic bag into the accompanying Tyvek
envelope. Seal the envelope in accordance with the printed instructions
found on the reverse side of the envelope. Only one leakproof plastic
containing no more than two freezer boxes for the STP 730 and one
freezer box for the STP 710 can be included in a single envelope.

Place the sealed Tyvek envelopes containing the sample storage
box(es) in the leakproof plastic bags on top of the layer of dry ice.

Add dry ice to completely surround each envelope.
Fill the sides of the shipping overpack with dry ice.

Use crumpled packing material to fill in any holes or spaces and to keep
the dry ice in place around the envelopes.
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12.Place a final layer of dry ice on top of the envelopes.

13.Fill in any remaining space with crumpled packing material, and place
the styrofoam lid on top of the shipping overpack.

14. Place the self-sealing bag containing the hardcopy Blood Sample Trans-
mittal Log(s) and, for UCLA shipments, the transmittal diskette on top
of the styrofoam lid.

15.Close the flaps on the fiberboard box and secure the exterior of the
fiberboard box with strapping tape. Be sure to tape the box securely.

UCLA and the Biorepository will recycle both components of the overpacks, the
Styrofoam liner and the outer fiberboard box to the appropriate SC. The SC
will be responsible for covering the cost of the shipping of the storage boxes
and shipping containers from UCLA and the Biorepository. The SC should
include a mailing address label or a pre-addressed Federal Express airbill in
the plastic bag with the Blood Sample Transmittal Log. Eight to ten working
days should be allowed for return of the shippers. UCLA and the Biorepository
will not return shipping containers that they consider to be too damaged or too
worn to ensure safe transport of PLCO samples. The use of pelleted dry ice
instead of block dry ice will result in less damage to the shipping container
during transit and enable the shipper to be used for more shipments.

10.9.6  Labeling Shipping Containers for Frozen Samples

As mentioned previously, all blood samples will be shipped to UCLA and the
Biorepository via Federal Express® overnight priority 1 delivery. All packages

* Any Express Mail service that carries biologic samples may be used provided
that overnight next morning delivery service is available and guaranteed.

containing frozen samples must be labeled as described in this section. Federal
Express will supply airbills, plastic pouches for airbills, Class 9 (dry ice) labels,
and multiple package service labels (if needed). Each SC will have the capabil-
ity on the SMS to generate address labels and mailing labels for specimen
shipment. The procedures given below meet Federal regulations, the Interna-
tional Air Transportation Association (IATA) Regulations for the Transport of
Dangerous Goods, and Federal Express requirements for the labeling of bio-
logic diagnostic specimens for shipment.

e Complete the Federal Express airbill, including: the date; the sender's
name, telephone number, and address; and the recipient's name, tele-
phone number, and address. Under express package service, mark the
box for “Priority Overnight” delivery. Designhate the type of packaging
by marking the “Other Packaging” box. Under special handling: 1)
check the box for “No” in response to “Does this shipment contain dan-
gerous goods?” 2) check the box for “Dry Ice” and 3) record the num-
ber of packages and the number of kilograms of dry ice included in
each package. (For example, “1x6 kg.”) Complete the payment infor-
mation section.

< Place the airbill in its self-stick plastic pouch, and attach the pouch to
the top of the overpack.

e Place a Federal Express Class 9 label (for dry ice) on one side of the
fiberboard box. The Federal Express Class 9 label (for dry ice) may be
ordered, free-of-charge, through the local Federal Express Courier only.
Request Logos #106426.
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If Class 9 labels are obtained from another source, such as Labelmas-
ter, verify that the following information is pre-printed on the Class 9
label:

UN 1845
Dry Ice,
___kg.

On the Class 9 label, record the weight (in kilograms) of dry ice
included in the box. (The weight must be recorded in kilograms, not
pounds. Calculate an approximation for kilograms as follows: kg = Ib
divided by 2.)

The following language must appear on the top of the overpack:
“Diagnostic Specimens
Packed in compliance with IATA Packing Instruction 650”

This language may be hand-written, or printed on labels which are
then affixed to the top of the fiberboard box. Please note that pre-
printed labels are preferred. IATA regulations specify that the exact
language and punctuation listed above must be used.

Attach a label with the SC name and address to the top of the over-
pack. Note that this is in addition to recording the information on the
airbill.

For shipment of PSA/CA-12511 samples: attach a UCLA Tissue Typing
Laboratory address label to the top of the fiberboard box. The specimen
shipment address for UCLA is given below:

David Chia, Ph.D.

UCLA Immunogenetics Center
PLCO Study

1000 Veterans Ave, Room A-549
Los Angeles, CA 90095
310-206-2062

For shipment of Biorepository samples: attach a Biorepository address
label to the top of the fiberboard box. The specimen shipment address
for the Biorepository is:

McKesson BioServices - NCI Frederick
1066 Boyles Street

Ft. Detrick, MD 21702

ATTN: Bldg. 1066 Repository

Contact Person: Irma Flores

Daytime Telephone: 301-846-5182
After Hours Telephone: 301-846-1091
FAX: 301-846-7069

Email: iflores@ncifcrf.gov

It is important that all labels are securely attached to the fiberboard
box and that the labels do not overlap. If the box has pre-printed “up”
arrows, avoid placing labels over the pre-printed markings.
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10.10 Packaging and Shipment of Yellow-top Tubes

The yellow-top tubes for T3 participants will be placed directly into the ship-
ping container and shipped at ambient temperature to the Processing Labora-
tory on the same day they are drawn. The yellow-top tubes will be shipped via
Federal Express overnight Priority 1 delivery. A Processing Laboratory Trans-
mittal Log (Appendix A-10-4) will be included with each shipment.

The Processing Laboratory will process all yellow-top tube shipments on the
day received. Upon receipt of the samples, the Processing Laboratory will
check the yellow-top tubes and match the tubes noted on the Processing Lab-
oratory Transmittal Log to identify missing or damaged tubes. The Processing
Laboratory will contact the SC immediately by telephone and FAX to report any
problems.

The following sections of this chapter discuss the procedures for packing and
shipping yellow-top tubes. Included in this section are the following items:

e Scheduling shipments;

= Notifying the Processing Laboratory of shipments;
e Procedures to be completed the day of shipment;
e Preparing shipping transmittal logs;

e Packing specimens; and,

= Reporting problems with shipments.

10.10.1 Scheduling Processing Laboratory Shipments

Yellow-top tubes from T3 participants will be shipped to the Processing Labora-
tory on the same day they are drawn. This is important to maintain cell viabil-
ity. The Processing Laboratory will be able to receive shipments Mondays
through and including Saturdays. However, the SC should not ship samples
which would arrive at the Processing Laboratory on a holiday. If the SC is
unable, under unusual circumstances, to ship samples on the same day they
are drawn, then the yellow-top tubes may be shipped the next day. Yellow-top
tubes not shipped on the same day or the next day after they are drawn
should be destroyed. The reason the samples were not shipped within the
required time frame must be noted on the Blood Collection Form under Part C
(Blood Collection and Processing for Biorepository Samples) in Item C.16,
Comments.

In addition to same day notification of yellow-top tube shipments, the SC will
provide the Processing Laboratory of with a projection of the SC’s T3 partici-
pant load for the upcoming week. T he projection should include the number of
T3 participants scheduled each day, and may be sent to the Processing Labo-
ratory via email or fax. The PLCO Weekly Projection for Processing Laboratory
fax sheet (Appendix A-10-5) may be used for this purpose. The projection
should be sent to the Processing Laboratory by the close of business on the
Friday preceding the week the projection details.

10.10.2 Tasks to be Completed the Day of Processing Laboratory
Shipments

The tasks that must be completed for a blood sample shipment to the Process-
ing Laboratory are as follows:
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1. Contact Federal Express to arrange a pick-up time.
Fax or e-mail the Processing Laboratory the following information:
» SC name and number;
» Number of samples in shipment;
» Number of shipping boxes in shipment; and,
» Federal Express airbill number.

The PLCO Shipment Notification fax sheet (Appendix A-10-5) may be
used to fax the information listed above to the Processing Laboratory.

3. Complete the manual Processing Laboratory Transmittal Log (Appendix
A-10-4).

4. Confirm the Processing Laboratory Transmittal Log reflects only yellow-
top tubes included in this shipment and make any necessary correc-
tions. Then, make one copy of the log for the SC file. Place the original
log in a self-sealing bag.

5. Pack the shipping containers with the yellow-top tubes (as described in
Section 10.10.5) and place the self-sealing bag containing the original
Processing Laboratory Transmittal Log on the Tyvek envelope in the
fiberboard shipping box. Close the flaps on the fiberboard box and
secure the exterior of the fiberboard box with strapping tape. Since
these samples are to be shipped at ambient temperature, neither dry
ice nor cold packs are to be used.

6. Label the exterior of each shipping container with the appropriate Fed-
eral Express and IATA-required warning labels. If Saturday delivery is
required, attach a Federal Express “Saturday Delivery” label. Note that
unless a “Saturday Delivery” delivery label is used, any packages
shipped on Friday will be held for normal Monday delivery.

7. Confirm the Federal Express pick-up.

File the copy of the Processing Laboratory Transmittal Log with a record of the
Federal Express airbill number for each package shipped.

10.10.3 The Processing Laboratory Transmittal Log

A Processing Laboratory Transmittal Log (Appendix A-10-4) must be com-
pleted for every shipment of blood samples sent to the Processing Laboratory.
This log will be manually maintained and will contain only the information vital
to processing the yellow-top tubes. The central SC and/or the satellite centers
will complete the Processing Laboratory Transmittal Log.

This log will include the sample ID of each yellow-top tube contained in the
shipment. A copy of the Processing Laboratory Transmittal Log and specifica-
tions for completing each item on the log are presented in Appendix A-10-4

In preparation for shipment of samples, the SC staff will perform the following
steps:

1. Complete the Processing Laboratory Transmittal Log using the Blood
Collection Form as an information source. List all yellow-top tubes
(without problems that would prevent shipping) that were drawn that
day.
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Verify that the sample IDs listed on the transmittal log match the sam-
ple ID labels on the yellow-top tubes.

If a tube cannot be located, has been destroyed, or other problems are
identified that will prevent shipping, cross the sample ID off the trans-
mittal log. Make any necessary corrections on the Blood Collection
Form including the entry of a problem code and removal of the shipping
date. If the Blood Collection Form has been scanned prior to these cor-
rections, rescan the Blood Collection Form and update the SMS.

If a yellow-top tube is available for shipment, but is not on the trans-
mittal, investigate to determine why the sample was not listed on the
transmittal log. If necessary, add the sample to the transmittal log and
update the Blood Collection Form with the new shipment information. If
the Blood Collection Form has been scanned prior to these corrections,
rescan the Blood Collection Form and update the SMS.

Place the yellow-top tubes in the shipping container in the order they
are listed on the transmittal log. The capacity of each shipping con-
tainer will vary and a separate transmittal log should be completed for
each shipping container. More than one page of a transmittal log may
be required for a single shipment.

When the final, corrected transmittal is completed, make one copy of
the transmittal for the SC files, and include the original transmittal with
the shipment of yellow-top tubes to the Processing Laboratory.

10.10.4 Packaging and Shipping Yellow-top Tubes to the

Processing Laboratory

Each SC should have adequate shipping containers available for making daily
shipments of yellow-top tubes at ambient temperature that meet the shipping
requirements specified in the current version of the International Air Transport
Authority (IATA) Shipping Regulations for Dangerous Goods. Yellow-top tubes
should always be shipped at ambient temperature. The following is a list of
recommended supplies that can be used for fresh blood shipments:

SafTPak STP 210 (includes leakproof plastic bag, Tyvek envelope and
reusable fiberboard shipping box). Can hold up to six Vacutainer tubes.

Saftpak STP 250 (includes leakproof plastic bag, Tyvek envelope and
reusable fiberboard shipping box). Can hold up to thirty Vacutainer
tubes.

SafTPak STP 151 or 152 Absorbent strips; and

Plastic self-sealing bags to hold Processing Laboratory Transmittal
Form.

Note that while the outer fiberboard boxes included with the STP 210 or
STP 250 can be re-used, a new leakproof plastic bag and Tyvek enve-
lope must be used each time. These supplies can be ordered from SafT-
Pak as STP 710 and ATP 730. The leakproof plastic bags and Tyvek
envelopes used must be those obtained from SafTPak. Other plastic
bags and envelope combinations will not meet the 1ATA regulations.

Follow the instructions given below to pack yellow-top tubes for shipment to
the Processing Laboratory:.

1. Complete the Processing Laboratory Transmittal Log (Section 10.9.3).
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2. Generate box labels and label the Tyvek envelope with a box number.

3. There will be three labels provided for each unique box number. Affix
one label to each side of the Tyvek envelope. The third label may be
discarded.

4. Record the storage box number on the Blood Collection Form and the
Processing Laboratory Transmittal Log.

5. The Vacutainer tubes must be securely wrapped so that they do not
break during shipment. The SCs may use bubble wrap, a tube holder or
the Polyfoam Packers styrofoam shippers used to transport yellow top
tubes prior to 2003. SafTPack sells both tube holders and self-adhesive
bubble wrap that can be used for this purpose. Selection of cushioning
material used is left to the SC's discretion.

The tubes must be wrapped with sufficient cushioning so that the do
not break and in such a manner that the tubes do not touch each other.

6. Place the wrapped tubes in the leakproof plastic bag provided with the
SafTPak shipper.

7. Place an absorbent strip, either the STP 151 or 152 depending upon the
volume of blood included in the package, in the plastic bag.

8. Seal the plastic bag in accordance with the instructions printed on it.

9. Place the sealed plastic bag into the Tyvek envelope that has been
labeled with a box number, and seal the envelope in accordance with
the instructions printed on it.

10. Place the sealed Tyvek envelope in the fiberboard shipping box.

11.Seal the Processing Laboratory Transmittal Log in a self-sealing bag
and place it on top of the Tyvek envelope.

12.Close the fiberboard shipper and secure the exterior with strapping
tape.

13. Store the shipping container (with samples enclosed) at ambient tem-
perature until shipment to the Processing Laboratory.

The Processing Laboratory will recycle the outer portion (the fiberboard box) of
the yellow-top tube shipping containers to the appropriate SC. The SC will be
responsible for covering the cost of shipping the shipping containers from the
Processing Laboratory to the SC. For return of the shipping container, include
a mailing address label or a pre-addressed airbill in the bag with the Process-
ing Laboratory Transmittal Log.Ten to fourteen days should be allowed for
return of the shippers. The Processing Laboratory will not return shipping con-
tainers that they consider to be too “damaged” or too “worn” to ensure safe
transport of PLCO samples.

10.10.5 Labeling Shipping Containers for Yellow-top Tubes

As mentioned previously, all blood samples will be shipped to the Processing
Laboratory via Federal Express (Any express mail service may be used pro-
vided that overnight next morning delivery service is available and guaran-
teed) overnight priority 1 delivery. All packages containing yellow-top tubes
must be labeled as described in this section. Federal Express will supply air-
bills, plastic pouches for airbills, and if needed, multiple package service labels
Each SC will have the capability on the SMS to generate address labels and
mailing labels for specimen shipments. The procedures given below meet Fed-
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eral regulations, IATA regulations, and Federal Express requirements for the
labeling of biologic diagnostic specimens for shipment.

e Complete the Federal Express airbill, including: the date; the sender’s
name, telephone number, and address; and the recipient's name, tele-
phone number, and address. Under express package service, mark the
box for “Priority Overnight” delivery. Designate the type of packaging
by marking the “Other Packaging” box. Under special handling mark
the box for “No” in response to “Does this shipment contain dangerous
goods?” Complete the payment information section.

e Place the airbill in its self-stick plastic pouch, and attach the pouch to
the top of the fiberboard box.

« The following language must appear on the fiberboard box:
“Diagnostic Specimens
Packed in compliance with IATA Packing Instruction 650”

This language may be hand-written, or printed on labels which are then
affixed to the fiberboard box. Note that pre-printed labels are pre-
ferred. IATA regulations specify that the exact language and punctua-
tion listed above must be used.

= Attach a label with the SC name and address to the fiberboard box.
(This is in addition to recording the information on the airbill.)

e Attach a Processing Laboratory address label to the fiberboard box. The
specimen shipment address for the Processing Laboratory is given
below:

Bill Kopp

SAIC-Frederick

Building 1050

Boyles Street

Frederick, MD 21702
Telephone: 301-846-1491
FAX: 301-846-6022

Email: wkopp@mail.ncifcrf.gov

< If it is anticipated that the shipment will require Saturday delivery to
the Processing Laboratory, affix a Federal Express Saturday Delivery
label next to the Federal Express airbill. The Saturday delivery box
must also be marked on the airbill. Packages shipped on Fridays with-
out the Saturday delivery box checked on the airbill and without the
Saturday delivery label will not be delivered until Monday.

< It is important that all labels are securely attached to the fiberboard
box and that the labels do not overlap.

10.11 Resolving Problems with Shipments

If a shipment is not received at UCLA, the Biorepository, or the Processing
Laboratory at the scheduled time, the respective laboratory will notify the SC
immediately. The SC will be responsible for initiating tracking procedures.
Each SC should keep a record of all Federal Express airbill numbers and certi-
fied tracking numbers.
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Upon receipt of blood specimens, UCLA, the Biorepository, and the Processing
Laboratory will reconcile the sample ID numbers listed on the Blood Sample
Transmittal Log against samples actually received, and will notify the SC of
any discrepancies. UCLA, the Biorepository, and the Processing Laboratory will
also notify the SC of any other problems with the shipment such as broken
vials or tubes, thawed samples (frozen shipments), or missing labels.

There are several types of discrepancies that can occur between the speci-
mens that the lab received and the transmittal the SC sent to the lab:

1. A specimen that is in the shipment is not on the transmittal file (or log).
2. A specimen that is on the transmittal file (or log) is not in the shipment.

3. The box number on the transmittal does not match the number on the
box that the lab received.

4. A PSA vial was shipped in a CA-12511 box or a CA-125Ill vial was
shipped in a PSA box (UCLA only).

10.11.1 Discrepancies in UCLA Shipments

When discrepancies occur in shipments to UCLA, UCLA personnel will fax the
SC (and the CC) a “PLCO Discrepancy Notification” memo (Appendix A-10-2).
The SC should investigate the error, make any necessary corrections in the
SMS and DEES, and regenerate the transmittal file. The SC should not gen-
erate a new transmittal that only contains the corrected vial informa-
tion. A complete, corrected transmittal must be generated for all vials
in the storage box. The SC should then fax the hardcopy corrected transmit-
tal to UCLA. It is not necessary for the SC to send UCLA a diskette with the
corrected transmittal file. If the SC is not able to correct the error reported by
UCLA, the SC should contact the UCLA lab supervisor for PLCO (Jean Reiss)
and the CC to assist in the resolution of the error.

10.11.2 Discrepancies in Biorepository Shipments

When discrepancies occur in shipments to the Biorepository, Biorepository per-
sonnel will fax the SC a copy of the discrepancy report generated from the
Biorepository Receipt System (BRS) with a cover memorandum (see example
in Appendix A-10-3). The SC should investigate the error, make any necessary
corrections in the SMS and DEES, and regenerate the transmittal file. The SC
should not generate a new transmittal that only contains the corrected vial
information. A complete, corrected transmittal must be generated for all vials
in the storage box. The SC should then fax the corrected hardcopy transmittal
to the Biorepository. The memo from the Biorepository will indicate whether or
not the regenerated transmittal file should also be sent. If the SC is not able to
correct the error reported by the Biorepository, the SC should contact the
Biorepository contact person (Irma Flores) for PLCO and the CC to assist in the
resolution of the error.

10.11.3 Discrepancies in Processing Laboratory Shipments

When discrepancies occur in shipments to the Processing Laboratory, Process-
ing Laboratory personnel will fax the SC (and the CC) a “PLCO Discrepancy
Notification” memo (Appendix A-10-6). The SC should investigate the error,
make any necessary corrections in the SMS and DEES, and provide written
clarification for resolution of the discrepancy to the Processing Laboratory (and
the CC). If the SC is not able to correct the error reported by the Processing
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10.12

10.13

10.14

Laboratory, the SC should contact the Processing Laboratory contact person
for PLCO (Craig Smith) and the CC to assist in the resolution of the error.

Reporting Medical Complications of the Blood Draw
Procedure

Medical complications of the blood draw procedure that occur while the partic-
ipant is at the SC will be documented on the Blood Collection Form. Medical
complications that occur prior to the participant’s arrival at or after his/her
departure from the SC will be documented on the Adverse Experience Report
(AER), (see Chapter 17.0). The CC will provide information on medical compli-
cations to the NCI for monitoring purposes. The SC must also monitor medical
complications so that appropriate action can be taken should any problems
become apparent.

Documenting Non-Response for Blood Collection

There are a number of situations in which the SC will need to document non-
response for the blood collection activity. In some cases, a participant may
refuse to have his/her blood drawn. In other cases, the participant may be
willing to participate in the blood collection, but blood cannot be obtained. As
stated in Section 10.5, one attempt from each arm should be made to obtain
the PSA/CA-12511 blood sample. If blood cannot be obtained from one arm
and the participant is willing, an attempt should be made on the other arm. If
attempts from both arms are unsuccessful, the participant should be sched-
uled for a repeat visit for the blood exam.

The following guidelines describe when to complete the blood collection form,
when to assign a Sample ID number, and when to complete a Missing Data
Form for cases in which blood is not collected:

1. If the participant is willing to participate in the blood exam, is stuck
with a needle but a blood sample is not obtained, then a Sample ID is
not assigned but the blood collection form is completed.

2. If the participant is willing to participate in the blood exam but is not
stuck with a needle and, therefore, a blood sample is not obtained,
then a Sample ID is not assigned, the blood collection form is not com-
pleted, and a Missing Data Form is completed instead. (Refer to Chap-
ter 17.0 for information on completion of the Missing Data Form.)

3. If the participant is not willing to participate in the blood exam, then a
Sample ID is not assigned, the blood collection form is not completed,
and a Missing Data Form is completed instead.

Editing and Data Entry

After the blood collection form is completed, the SC Coordinator will manually
edit the form to make sure that all of the required data were collected. The
blood collection form and the Participant Control Record will be receipted into
the SMS and blood collection form will be scanned into the DEES. Form receipt
may be performed through interactive data entry or via the DEES to SMS
Update function. (See Chapter 17.0) It is recommended that the blood collec-
tion form be scanned in DEES, edited and then receipted via the DEES to SMS
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Update as this method will reduce or eliminate errors on the blood sample
transmittals.

The participant’s signed ESC should be receipted prior to scanning or receipt-
ing a blood collection form. If a participant has not signed an ESC, the “No
Biorepository Samples Expected” bubble must be marked on the blood collec-
tion form.

10.15 Resolving Blood Collection Form Discrepancies Between
DEES and SMS

Screening Centers should run the DEES-SMS Comparison Report periodically
to identify and resolve any blood data discrepancies. Screening centers can
help to prevent discrepancies by scanning, editing, and finalizing the blood
data form and using Update SMS to transfer the data to the SMS. If possible,
avoiding directly keying data into the SMS.

Once blood vials have been shipped, the system will not allow the SC to modify
certain blood data fields in SMS. Note that if the ship date has been set in
SMS, but the vials have not been physically shipped, the SC may remove the
ship date, correct the discrepancies, and then reset the ship date. However, if
the vials have been shipped and/or if the UCLA results associated with the
blood form in question have been receipted into the SMS, then the SC will be
unable to correct any data without assistance from the Coordinating Center.

If the SC requires assistance to resolve a blood data discrepancy they should
contact either Karen Turk or User Support.

10.16 Interpreting Results of the PSA and CA-125lII

The following definitions of normal and abnormal findings are provided. These
definitions will be used by the SC staff in entering the findings in the SMS.
PSA Results

< Normal: less than or equal to 4.00 ng/ml

e Abnormal: greater than 4.00 ng/ml
CA-12511 Results!

e Normal: less than or equal to 34 units/ml
e Abnormal: 35 units/ml or greater

Normal and abnormal findings will be reported to the participant and his/her
physician of choice. The SC will also report the name of the laboratory that
performed the assay, the date the assay was performed, the brand name of
the assay, and the normal limits for the assay.

A participant with abnormal findings will be told to consult with his or her own
physician for evaluation of any symptoms and for routine medical care. Each
SC will institute procedures for referring participants to appropriate physicians
(see Chapters 6 and 7).

1. Prior to October 1,1995, the CA-125 assay was in use and per UCLA, the normal range was 0-
35 units/ml. Beginning October 1,1995, the CA-125I1 assay was initiated and per UCLA the normal
range is 0-34 units/ml.
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10.17 Reporting Results

The UCLA Tissue Typing Laboratory will report assay results directly to the SC
within seven calendar days of blood specimen receipt. Receipt of assay results
may be as much as fourteen days from time of blood sample collection. UCLA
will electronically transmit the assay results to the SC. One report form will be
generated for each participant sample ID. When a test sample result is out-of-
limits and must be repeated, UCLA will provide the SC with an average of both
test sample results. A copy of the UCLA report forms for the CA-12511 assay
results and the PSA assay result are presented in Appendix B-10-3

UCLA will be responsible for transmitting assay result data in batches to the CC
on a regular basis. Assay result data will be transmitted electronically. The CC
will run quality control edit programs comparing the assay result data from
UCLA and from the SCs, and if discrepancies exist, will contact UCLA or the SC,
when appropriate, for data resolution.

To help the SC monitor UCLA assay results and discrepancies, the SMS will
produce the following laboratory receipt and discrepancy reports. (See Appen-
dix B-10-3 for samples of these reports.)

e All Original CA-12511/PSA Records Received from UCLA. This
report is generated for all samples that are contained in a specific UCLA
file.

e Errors on CA-125I11/PSA Analysis File Results returned from
UCLA with no corresponding vial or blood collection form record
or with Blank Shipdate. This report is generated if a UCLA result
record is returned and there is no corresponding vial blood collection
form record in the SMS, or a matching record exists in the SMS but the
UCLA shipdate is blank.

e Errors on CA-12511/PSA Analysis File Rejected: blood collection
form results already set. ***Contact Westat and Fax this report to User
Support.*** This report is generated if the current SMS blood collection
form’s UCLA result is already AS, NG or IN for any of the Sample IDs on
the UCLA records.

e Rejected: Analysis Date is Blank. This report is generated if the
record from UCLA contains a blank analysis date.

e Error: Problem plus Result — Notify Westat. This report is gener-
ated if the UCLA Analysis record contains a CA-125I1 or PSA result but
there is also a problem code (indicating a lost or damaged vial)
present. The update for this Sample ID is rejected.

e Unexpected Problem Code — Notify Westat. This report is gener-
ated if the UCLA Analysis record contains an unexpected problem code.
The update for this Sample ID is rejected.

< Damaged Vials: Exam Result will be IN. This report is generated if
a UCLA vial was damaged, lost or destroyed after the vial was shipped
from the Screening Center. The UCLA analysis record will contain a
problem code indicating the type of problem incurred and the SMS will
translate the code appropriately and update the blood collection form
UCLA result to IN. This report will be used for the SC’s information only
and to assist the SC in contacting participants as necessary. The SC
does not need to contact the Coordinating Center.
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10.18

e Errors on CA-12511/PSA Analysis File Results returned from
UCLA with no corresponding PCR records. This report is generated
if a UCLA result is returned and there is no corresponding PCR record
for the associated blood collection form and Sample ID.

To investigate a discrepancy reported on one of the above reports, the follow-
ing steps should be taken:

1. Review SMS and DEES data and the original data collection forms (the
appropriate blood collection form and the Participant Control Record) to
identify any errors. If any errors are found, they should be corrected.

2. Document in a memo to the CC (to the Westat Coordinator and Westat
User Support) the errors identified and the steps taken to correct them.
A copy of the associated report or reports should be attached to the
memo.

3. If upon investigating the SMS, DEES and the original forms, no errors
can be identified, this information should also be included in a memo to
the CC (to the Westat Coordinator and Westat User Support). A copy of
the associated report or reports should be attached to the memo.

4. Upon receipt of the memo, Westat will contact UCLA to investigate and
resolve any outstanding errors.

In cases where a specimen is lost or destroyed after the specimen has been
shipped but prior to UCLA providing a result of the PSA/CA-12511, UCLA will
download a special problem indicator with the other assay results. This indica-
tor will cause the UCLA result for the blood collection form in the SMS to be
changed to “inadequate.” The blood collection form data should not be altered
on hard copy, and the SC staff should not make any changes to the blood col-
lection form data in the SMS or DEES. The information on the blood collection
form should reflect the result of the blood draw, not the result of the analysis.
The SC should contact the participant and give him/her the option of having an
additional blood draw for PSA or CA-12511 analysis. If the participant agrees to
return for the blood draw, he/she must return to the SC by the end of his/her
delinquency period. If Biorepository blood was successfully collected on the
participant’s previous visit for the current study year, collect only the PSA/CA-
12511 red-top SST tube. If Biorepository blood was not collected on the partic-
ipant’s previous visit for the current study year, both the PSA/CA-125I11 red-
top SST tube and the Biorepository blood may be collected if the participant
has signed an ESC. The SC should not use Biorepository blood to replace UCLA
samples unless directed to do so by NCI. The SC will document the events
related to both the lost or destroyed specimens and the outcome of contacting
the participants and store this documentation in the participant’s file.

Violations of the Blood Collection Protocol

If the SC violates the blood collection protocol in some way, a SC Report of
Protocol Violation Form should be completed and sent to the Coordinating Cen-
ter. (See Chapter 17.0 for more information on Protocol Violations.) The fol-
lowing situations require submission of a protocol violation form:

e Blood was drawn on a control participant. If the participant is a
control who was inadvertently screened, the blood should not be sent
to the Biorepository or to UCLA. The SC will not be able to receipt a
blood collection form for a control and therefore should not be able to
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generate a transmittal to ship bloods. However, if in a rare situation,
blood drawn from a control is shipped to the Biorepository, notification
must go in writing to the Specimen Data Coordinator at the CC with
copies to the CC Coordinator.

If blood drawn from a control is shipped to UCLA, the SC should send a
notification letter to the CC Coordinator and User Support, with a copy
to NCI. Upon receipt of this letter, the CC will write a memo to UCLA
and request that the results of the CA-12511 or the PSA be deleted from
the UCLA data files.

The notification letter for both Biorepository and UCLA shipments must
include:

» Participant ID;

» Sample IDs and sequence number for each vial;
» Date of Blood Draw; and

» Ship Date.

PSA/CA 125-11 red-top SST tube was drawn on a participant
with a confirmed prostate or ovarian cancer or with a total pros-
tatectomy or bilateral oophorectomy. In these situations where
blood was drawn in error, the PSA/CA-125I1 blood should be discarded,
or if the participant so requests, it may be analyzed for PSA or CA-
12511 by an SC designated laboratory (cost to be incurred by the SC.)
The decision of whether or not to analyze the blood and report the
results of the blood test to the participant and/or to his or her physician
is left to the SC.

If the blood has already been shipped to UCLA before the error is dis-
covered, the SC must still notify the Coordinating Center in writing by
the submission of a completed protocol violation. Note that the UCLA
results incurred as a result of the inappropriate screen will not be
removed from either the UCLA database or the SMS.

Biorepository blood was drawn on a participant without a
signhed ESC. Biorepository blood samples should not be collected with-
out a signed ESC.

However, if this occurs, the data collection form should be receipted
and Biorepository and Processing Laboratory samples should be
shipped to the appropriate destination. The SC should not discard
Biorepository or Processing Laboratory samples drawn without an ESC.
The SMS is programmed to include an error message on the Interform
Edits report so that the SC will be notified to obtain the appropriate
consent (subsequent to the collection) and to complete a Protocol Vio-
lation form. If the consent is signed at a later date, this is still consid-
ered a protocol violation, since the blood was collected without a signed
ESC. If the SC is unable to obtain the participant’s consent, his/her
specimens will be flagged at the Biorepository so that they can not be
used for research involving genetic studies. An ESC data file will be
matched to the PLCO specimen inventory at the Biorepository. Only
matches, indicating a consent was obtained, will release a sample for
research involving genetic studies. Any samples collected prior to the
4.1 systems upgrade date will be automatically flagged at the Biorepos-
itory. This flag will be removed once an ESC has been receipted.
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10.20

e Blood Drawn According To The Wrong Study Year Protocol. If
blood is drawn in accordance with the wrong study year protocol (e.g.,
a T3 participant receives a T2 draw), the UCLA blood should be shipped
as usual. However, the Screening Center should not ship the Bioreposi-
tory or Processing Laboratory samples that were drawn in error, and
should destroy these specimens on site. Because the Processing Labo-
ratory samples are shipped daily, a wrong protocol draw error is some-
times not discovered until after the yellow-top tubes have been
shipped. If the Processing Laboratory samples are shipped before the
wrong protocol draw is identified, notify the Processing Laboratory and
the Coordinating Center so that corrective action can be taken.

» Section C “No Biorepository Tubes Drawn” should be bubbled

» Section C “Result of Blood Draw and Processing for Biorepository” =
Inadequate

» Section C “Reason for Partial or Inadequate” = Other Specify
(wrong protocol draw)

» Section C “Comments” = Yes. Provide a brief description of prob-
lem. (T3 participant received T4 blood draw.”)

If the Screening Center discovers that a wrong protocol draw occurred
after the Biorepository samples have been shipped, they should contact
the Coordinating Center for assistance.

Note that these are only general instructions for wrong protocol draws
and the Screening Center should contact the Coordinating Center for
guidance if necessary for specific situations.

e« PSA/CA 12511 red-top SST tube was drawn on a participant
without a signed main study consent. In these situations where
blood was drawn in error, the PSA/CA-12511 blood should be discarded.

Training Requirements for PLCO Shipments

Both the PLCO blood samples and the dry ice used to ship them are classified
as dangerous goods by the International Air Transport Authority (IATA) Regu-
lations for Shipping Dangerous Goods. These regulations require that individu-
als who ship dangerous goods must receive appropriate training to be IATA-
certified to ship dangerous goods, including dry ice. Note that Federal Express
requires compliance with IATA regulations for packing and labeling shipments
of dangerous goods. Although the specific procedures detailed below for pack-
ing, labeling and shipping PLCO specimens meet the IATA regulations, they are
not a substitute for IATA training. Screening Centers are required to be in
compliance with these regulations. Screening Centers may contact the Coordi-
nating Center if they need additional information on obtaining the required
training.

Examiner Training

The blood collection procedure requires a trained examiner for the phlebotomy
procedure (phlebotomist) and for the laboratory processing procedure (labora-
tory technologist). These procedures may be performed by one examiner or by
two different examiners.
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10.22

10.20.1 Minimum Qualifications for Examiners

Phlebotomists will have documented experience in blood draw techniques.
Individuals with an RN, nurse practitioner degree, or certification as a medical
laboratory technician or medical technologist are assumed to have previous
experience in phlebotomy, however they will be asked to verify this experi-
ence.

The laboratory technologist performing the laboratory processing of the blood
samples must be certified by ASCP or NCA as a medical laboratory technician
or medical technologist. Individuals with an RN or nurse practitioner degree
who have prior experience in laboratory processing, particularly blood aliquot-
ing, in a research environment will also be acceptable.

The SC must report the qualifications and licensure of each examiner by sub-
mitting to the NCI a completed Record of Experience, Credentials and Training
(ECT) (Appendix A-17-5) with copies of relevant diplomas, certificates, and/or
licenses. For any examiner who does not meet the PLCO qualifications listed
above, the SC Principal Investigator must document and certify adequate
training and experience. This information must be submitted with a completed
ECT to NCI. The ECT must be approved by the NCI prior to the initiation of
data collection activities.

10.20.2 Examiner Training Protocol

Whenever a new blood collection protocol requiring centralized training is
implemented, the SCs will be asked to send a qualified individual (phleboto-
mist, laboratory technician, or a nurse with laboratory experience) to a train-
ing session for blood drawing and processing. ldeally, the individual sent
should be someone who is in a supervisory position and who will then train the
examiner(s) on the blood collection and processing procedures.

10.20.3 Examiner Certification

No additional certification will be necessary for the blood collection and pro-
cessing procedures. Documentation of qualifications on the ECT form will suf-
fice as documentation of certification.

Equipment Specifications

The equipment required for the blood protocol includes a centrifuge with a
swing out angle rotor and a -70°C freezer. The SC may opt to use a -20°C
freezer for the storage of PSA/CA-125I11 specimens only. All equipment must
meet FDA guidelines and institution and state licensure regulations.

Each SC must send equipment specification documentation to the NCI and the
Coordinating Center. This should be done before data collection begins, and
whenever equipment is replaced during the course of the trial.

Freezer Security

Screening Centers will adhere to the following requirements to maintain secu-
rity for biospecimen freezers:

e The temperature of each freezer used for PLCO specimens should be
manually recorded in a freezer log each day.
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e The freezer temperature should be recorded automatically by the
freezer.

e Each freezer should have reliable back-up emergency power that can
maintain the freezer temperature in case of a power outage.

e Each freezer should have an audible alarm system. The alarm system
should have back-up power so that the alarm will sound in case of a
power failure or freezer malfunction.

e The SC should develop written response plans to enact in case of a
power outage, freezer malfunction or some other situation that would
disable the primary freezer and require moving the samples to another
freezer location. The SC should identify back-up emergency storage
space where specimens can be stored for both the short-term and long
term if the primary freezer becomes disabled. The response plan should
specify where and how the samples will be moved and who will be
available (during and after working hours) to supervise the transfer.

- Staff should be available 24 hours a day to respond to an alarm from
any freezer at the Screening Center, including satellite centers. This
may be accomplished by housing the freezer in an area in which staff
are available at all times, such as laboratory within a hospital, or by
installing an alarm system which is capable of calling one or more tele-
phone or pager numbers to report a change in temperature.

e The SC should have maintenance service available for all freezers.

10.23 Specimen Collection Standardization and Quality
Assurance

It is the responsibility of the SC to develop a quality assurance plan for blood
specimen collection, processing and storage. The SC’s QA plan must be sub-
mitted to NCI for review prior to the initiation of screening and should be
updated annually as necessary. The quality assurance plan should include the
minimum qualifications of the phlebotomists, blood processors and shipping
personnel, certification of completed training of examiners, quality control of
the equipment and supplies and the SC’s approach to monitoring phleboto-
mist, processor and shipping personnel performance. Quality assurance of the
equipment will be guaranteed by each institution’s compliance with a mainte-
nance program as dictated by state and Federal regulations. Each SC labora-
tory must follow OSHA regulations for employee safety.

To facilitate the QA process so that minimum quality standards can be moni-
tored and maintained for the blood specimen collection and processing, each
phlebotomist must document the following information on the blood collection
form: the time of the blood draw, the position of the participant, the number of
tubes drawn, problems with the blood draw and any medical complications
associated with the blood draw. In addition, the blood processor must docu-
ment the blood processing procedures, including the time the sample was cen-
trifuged, the vials filled, problems with the vial sample, the storage box
number, and the time the sample was frozen.

As part of the quality assurance plan, the SC will monitor the number of suc-
cessful, adequate, and repeat blood draws for the examiner performing blood
draws. A successful draw is one where all tubes required to be drawn accord-
ing to the study year protocol are filled to capacity. Note that the green-top
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tube collected at TO (baseline) and T3 for the Biorepository must be filled at to
least fifty percent of capacity to allow effective mixing of the anticoagulant and
be considered a successful draw. An adequate blood draw is one where only
the PSA/CA-125l1 tube is filled. A repeat blood draw is a rescheduled draw that
is done because the previous blood draw for the PSA/CA-12511 tube was inad-
equate. The SC will report the results of quality assurance to the NCI on a
semi-annual basis, and the report will include the number of adequate, suc-
cessful, and repeated blood draws.

Upon receipt of the aliquoted specimens, UCLA, the Biorepository and the Pro-
cessing Laboratory will check the condition and quality of the specimens. They
will report any problems to the SC. The SC will document the problems and the
resolutions and will include a log in their semi-annual report to NCI.

UCLA Laboratory Quality Control

UCLA Laboratory will maintain strict quality control procedures for the PSA and
CA-125I11 assays performed. The PSA and CA-125I11 assays will only be per-
formed by licensed technologists who have satisfied the training requirements
established by the Laboratory Supervisor and have demonstrated competence
in performing these tests. Assay procedures will be performed as specified by
the manufacturer. Quality control data for assay runs will be stored in the
computer and control statistics may be generated monthly or as needed.

Each test run will include both a reagent kit control and a Bio-Rad tumor
marker bi-level control, which are commercially prepared specifically for use in
tumor marker testing. Also, to ensure accurate laboratory results, UCLA will
retest a sample when a test result exceeds the normal range specified for the
specific assay. The normal range for PSA is 0.00 to 4.00 ng/ml, and for CA-
12511, O to 34 units/ml.
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11.0 CHEST X-RAY PROCEDURES

11.1

11.2

Overview

A chest X-ray (one postero-anterior view) will be taken for each participant in
the intervention arm at the TO-T2 screening visits. At the T3 visit, only partici-
pants classified as “smokers” will receive the X-ray screening examination.
Screening Centers (SCs) are responsible for scheduling the participant for the
X-ray, taking the X-ray, having the X-ray read and interpreted by a radiologist
and documenting the performance and results of the X-ray. This chapter
describes these procedures. It also provides the PLCO protocol for examiner
training and certification and quality assurance procedures for this examina-
tion.

Smoking status is assigned based on responses to the Baseline Questionnaire
(BQF/M) and is defined as Smoker, Non Smoker, or Unknown. The Participant
Status Screen displays a smoking status that is derived from the Baseline
Questionnaire for each participant. In addition, it also has an extra field where
the SC can modify the smoking status, if necessary. For example, if the smok-
ing status is “nonsmoker” but the participant insists that s/he is a smoker, the
SC should change the smoking status on the Participant Status Screen, per-
form the T3 X-ray and receipt the exam. If the smoking status is unknown, the
SC may either determine the smoking status or offer the participant the X-ray
without ascertaining the smoking status. If the SC decides to determine the
smoking status this should be done by asking the participant these questions
from the Baseline Questionnaire: #10 (ever smoked cigarettes regularly), #16
(ever smoked a pipe), and #17 (ever smoked cigars). If the answer is yes to
any of these, the participant should be classified as a smoker.

Scheduling Chest X-rays

The chest X-ray will be scheduled as part of the baseline or annual follow-up
visit for each participant in the intervention arm of the trial. Procedures for
scheduling screening visits are discussed in Chapter 6.0 (baseline visit) and
Chapter 7.0 (annual follow-up visits).

If a participant has had a lung either partially or completely removed, and the
removal was not a follow-up to lung cancer, the chest X-ray will be performed
in all study years.

If a participant’s responses on the Baseline Questionnaire classify him or her
as a “never smoker” i.e., smoking status is equal to “non-smoker,” the T3 X-
ray will not be performed. If the smoking status has been changed, the modi-
fied smoking status will take precedence and this will be displayed on the Par-
ticipant Overview Report.

If a “non-smoker” maintains that s/he has never smoked, but insists on having
the T3 X-ray the SC should follow these steps:

e Perform the exam
< Do not receipt the exam in the system
e Report the results to the participant and his/her physician

< Keep the hardcopy exam forms in the participant’s file with a note (ini-
tialed and dated) documenting the situation.
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Smoking information on the Baseline Questionnaire is of particular importance,
because the performance of the T3 XRY is dependent on the smoking status
reported on the BQ. If a participant reports that s/he is a smoker on the BQ,
an XRY will be performed at the T3 examination, regardless of the smoking
status reported in data collection that is subsequent to the BQ. This examina-
tion is not to be performed on participants who report being non-smokers (i.e.
have never smoked) on the BQ.

The timing and direction of a change in smoking status will determine whether
BQ data can be changed and whether the T3 XRY will be performed. If it is dis-
covered in the TO year that a participant incorrectly reported his/her smoking
status on the BQ, the BQ data can be changed. If the newly reported smoking
status is “smoker”, the T3 XRY should be performed. If the newly reported
smoking status is “nonsmoker”, the T3 XRY should not be performed. If such
an error is discovered after the TO year, the BQ data should not be changed.
The participants smoking status should only be changed on the participants
status screen if the participant reported on the BQ that s/he was a non-smoker
and now reports that s/he is a smoker. Do not update the participant smoking
status if the participant was originally reported being a smoker and now states
s/he is a non-smoker. The T3 XRY should be performed regardless of the
direction of the change in smoking status, effectively treating newly-reported
nonsmokers as ex-smokers, and newly-reported smokers as longtime smokers
— both being groups that should receive a chest XRY.

The SC staff will be responsible for determining when the chest X-ray is done
during the screening visit. There are no protocol restrictions in regard to order
for this procedure.

The PLCO protocol requires that every attempt be made to reschedule the
examination if it is inadequate or cannot be done for some reason. It is antici-
pated that such problems should be minimal for the X-ray examination. If the
X-ray technologist determines that the quality of the film is inadequate, it is
expected that every attempt will be made to repeat the X-ray during the same
visit. However, if the interpreting radiologist finds the X-ray to be inadequate,
the participant should be asked to return for a repeat examination.

Chest X-ray Protocol

This section presents the PLCO protocol for the chest X-ray. It discusses equip-
ment, participant preparation, examination procedures and interpretation of
results. This protocol was developed and approved by the NCI and the PLCO
Steering Committee. In addition, experts in the field of radiology were con-
sulted. Each SC is required to follow the protocol. Situations in which the SC
cannot do so must be reported to the NCI. The Protocol for Chest X-Ray Exam-
ination is presented as Appendix J-11-1

11.3.1 Equipment Specifications

The chest X-ray will be taken using dedicated high-kV equipment (approxi-
mately 110-140 kV). Film will be wide latitude type with a 12 to 1 standard
grid or higher. The SC is required to send documentation of equipment specifi-
cations, including information on film type (e.g., symmetric or asymmetric film
screen combination, etc.) to the NCI. This should be done before data collec-
tion begins and whenever equipment is replaced during the course of the trial.
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11.3.2 Participant Preparation

Several steps in the process of participant preparation will be standardized
across all SCs. The participant will be told that the examination is a screening
examination for lung cancer, not a routine examination, and that s/he should
consult his/her own physician for evaluation of any symptoms and for routine
medical care. In addition, the participant will be told that s/he will receive writ-
ten documentation of the results of all screening examinations within approxi-
mately three weeks. If the SC plans to report preliminary results to the
participant, the participant will also be told this in advance of the examination.

11.3.3 Examination Procedures

A postero-anterior X-ray will be taken at a tube-to-film distance of 6 to 10
feet. The participant will wear a hospital gown. The technologist will explain
the procedure and position the participant. The participant will be instructed to
inhale deeply and to hold his/her breath while the X-ray is being taken.

Note: If a participant has a condition such as severe kyphosis and cannot
assume the correct position for a PA view of the lung, it is acceptable to do an
AP view of the lung. The fact that an AP film was taken and the reason for it
must be recorded in the Comments section of the data collection form.

The technologist will initially evaluate the X-ray for quality before the partici-
pant has left the SC. The quality will be such that the lung vessels are clearly
visible and the mediastinal structures are sufficiently penetrated to allow for
adequate visualization. If the X-ray is determined to be inadequate it will be
repeated. Reasons for inadequacy may include participant refusal, poor film
quality, or equipment malfunction. Poor film quality may be due to:

= Excessive rotation;

< Inadequate inspiration;

< Motion or processing artifact;

e Over or under penetration; and

e Entire lung and mediastinal structures not included on the film.

The SCs will do their best to ensure that when a repeat X-ray is necessary, it is
taken during the same visit. No more than two X-ray attempts will be made in
one visit. Note: If an X-ray is initially determined to be adequate but upon
quality assurance review it is found to be inadequate, a second X-ray should
not be performed.
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X-rays determined by the technologist to be adequate will be sent to the study
radiologist for interpretation. The radiologist may, at this point, determine the
X-ray examination to be inadequate due to poor film quality, because the X-
ray film has been lost, or for some other reason. In such cases, the participant
will be asked to return for a repeat examination. If the X-ray is judged to be
adequate, it should be read by the study radiologist in a timely manner such
that the results can be reported to the participant within approximately three
weeks of the visit, as dictated by the protocol.

11.3.4 Interpretation of Findings

The examination result should be an interpretation of the examination findings
only. The participant’s prior medical history, prior chest X-rays, or prior PLCO
examination findings should not be considered when assigning an examination
result. The following definitions of negative and abnormal findings are pro-
vided. These definitions will be used by the radiologist in recording his/her
findings on the Chest X-ray Screening Examination Form.

= Negative Screen, No Abnormalities (formerly Negative):

Evaluation reveals midline structure and heart to be of normal size and
not displaced or enlarged. Pulmonary parenchyma reveals no suspi-
cious abnormality for cancer.

e Positive Screen (formerly Abnormal, Suspicious for Lung Cancer):
Evaluation reveals any of the following pulmonary abnormalities:
» nodule (circular opacity < 3.0 cm in diameter);

» mass (any discrete opacity > 3.0 cm in diameter without regard to
contour, homogeneity, or border characteristics);

» hilar or mediastinal lymph node enlargement (exclude -calcified
nodes);

» major atelectasis/lobar collapse;
» infiltrate/consolidation/alveolar opacity; or
» pleural mass.

= Negative Screen, Other Abnormalities (formerly Abnormal, Not
Suspicious for Lung Cancer):

Evaluation reveals any of the following pulmonary abnormalities:
» pneumonia

» marked cardiac enlargement

» pulmonary edema

» congestive heart failure (CHF)

» pericardial effusion

» pleural effusion

» valvular heart disease

» shunt vascularity

» thoracic aortic aneurysm, dissection

11-4 PLCO Manual of Operations and Procedures
March 1, 2006



pneumothorax

pneumomediastinum

unexplained foreign body (catheter fragment in heart, etc.)

granuloma

rib/spine/shoulder girdle metastases
plasmacytomas

acute fractures

hepatomegaly

splenomegaly

old rib fractures

compression fractures of the spine
shoulder fractures

scoliosis

pleural calcification, pleural thickening, placques
previous mastectomies, breast implants
COPD, emphysema, bullae

old granulomatous disease, parenchymal calcification,
nodes

pneumoconiosis

mild to moderate cardiac enlargement

pulmonary vascular congestion

interstitial fibrosis, honeycombing, small scars
pulmonary fibrosis with hilar retraction,

radiation fibrosis

previous lung surgery

biopsy sites

changes related to old trauma, retained shrapnel, etc.
previous cardiac surgery (CABG, valve replacements)
vascular anomalies (right aortic arch, etc.)

vascular calcification

bronchiectasis

hiatal hernia, gallstones

linear or plate atelectasis

enlarging tracheal nodule

11.3.5 Referral of Participants for Abnormal Results

Negative and abnormal results will be reported to the participant. Abnormal
results that are suspicious for cancer will also result in the participant being
referred to a physician of his/her choice. The examiner will determine whether
or not a referral is needed for abnormal findings that are not suspicious for

calcified
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cancer, according to standard practice at the SC. Each SC will institute proce-
dures for referring participants to appropriate physicians (see Chapter 6.0 and

Chapter 7.0).

All screening examinations with a result of “Positive Screen” must be referred
for follow-up. Screening examinations with a result of “Negative Screen, Other
Abnormalities” should be referred according to standard practice at the SC.
The SC may choose to obtain prior radiographs and compare them to the
screening chest X-ray before referring the participant externally to reduce the
number of referrals to outside physicians for conditions that can be determined
to be stable based on a comparison with prior radiographs. Prior radiographs
may include radiographs taken prior to the participant’s enrollment in the
study, or prior PLCO films. The comparison must be performed by a board-cer-
tified radiologist and should not be documented on the PLCO Chest X-Ray
Examination Form. Such comparisons are “internal” referrals and are consid-
ered part of the diagnostic evaluation process. Refer to Chapters 6 and 7 for a
discussion of “internal” referrals.

Documenting Performance and Results of the Chest X-ray

Information documenting that the X-ray was taken and the interpretation by
the radiologist will be recorded on the Chest X-ray Screening Examination
Form (Appendix A-11-1). The Participant Control Record (see Chapter 6.0)
will also be used to summarize information about the examination. Since the
radiologist’s reading of the X-ray will usually not occur during the participant’s
visit, the exam status recorded on the Participant Control Record at the end of
his/her visit will likely be “Result Pending” (RP). This means that the X-ray has
been taken but has not yet been read by the radiologist. This status will not be
able to be updated to a final status (Positive Screen, Negative Screen-No
Abnormalities, Negative Screen, Other Abnormalities, or Inadequate) until the
Chest X-ray Screening Examination Form is received back from the radiologist.

In addition to the examination result, the radiologist will assign a level of refer-
ral for the exam indicating the severity of the abnormality, if any, and whether
or not the SC recommends follow-up for this examination.

11.4.1 The Chest X-ray Screening Examination Form

The Chest X-ray Screening Examination Form will be used to document
the results and findings of the examination. The form provides documentation
of the fact that the examination was carried out, whether the results were
negative or abnormal and a description of abnormal findings. The information
in the administrative section at the top of the first page of the form will be
completed by the SC Coordinator. Part A will be completed by the X-ray tech-
nologist. If adequate films are obtained, Parts B and C of the form will be com-
pleted by the interpreting radiologist. If adequate films are not obtained by the
technologist, Part B will be left blank and Part C will be completed by the tech-
nologist. Specifications for the Chest X-ray Screening Examination Form are
provided in Appendix A-11-1 It is the responsibility of the SC Coordinator to
train the technologists and radiologists in the use of the form.

11.4.2 Editing and Data Entry

After completion, the examination form will be manually edited by the SC
Coordinator. Any data retrieval with the examiner will be performed as expedi-

11-6 PLCO Manual of Operations and Procedures
March 1, 2006



11.5

tiously as possible. The form will be receipted into the SMS and scanned into
DEES. SMS receipt may be performed interactively or via the DEES to SMS
Update function. Editing and data entry procedures are discussed in Chapter
17.0.

11.4.3 Reporting Results of the Chest X-ray Examination

As described in Chapter 6.0 and Chapter 7.0, within three weeks of the screen-
ing visit, the SC will send the participant and the participant’s physician of
choice the results of the chest X-ray examination. This reporting will be
accomplished using the Screening Test Results Report (STRR) or the SC’s ver-
sion of the STRR. The SC may, if desired, report the detailed findings from the
examination using the Screening Examination Report for the Chest X-Ray
Examination (Appendix B-11-1: Screening Examination Report - Chest X-Ray).
This report is generated from DEES and is a decoded or “English” version of
the opscan form. The SC may also design its own materials for reporting
detailed findings. All such materials must be approved by the NCI prior to
implementation at the SC. Refer to Chapters 6 and 7 for a detailed discussion
of results reporting activities.

11.4.4 Storage of PLCO Images

The SC is responsible for storing the films for each of the participant’s annual
chest X-ray screening examinations. Inadequate films should be retained at
the SC until adequate films are obtained. Upon collection of an adequate film,
inadequate films may be discarded. PLCO films should be stored in a way that
is consistent with the confidentiality agreement for the trial. It is not recom-
mended that a participant’s films be stored with the participant’s medical
record or with other films that are not related to the PLCO trial, but if an SC
wishes to store PLCO data in the regular medical record, it must submit to NCI
documentation of the methods that will be used to maintain confidentiality of
the data (see APPENDIX L).

While images on radiographic film are the usual method of storage, digital
images are also acceptable. This method of storage should meet the require-
ments for 20-year storage with no decrease in image quality, and the image
must be retrievable at any time during the 20-year period. If digital images
are the chosen method of storage, it is required that a backup file of each
image be maintained.

Examiner Qualifications, Training, and Certification

The chest X-ray examination requires two examiners: the X-ray technologist
and the radiologist. The minimum qualifications for these persons and the
PLCO training protocol are discussed in this section.

11.5.1 Minimum Qualifications for Examiners

Technicians will be American Registry of Radiologic Technologists certified
(ARRT) radiologic technicians. The radiologists (interpreters and QA examin-
ers) will be American Board of Radiology (ABR) board certified or board eligi-
ble. The SC must report the qualifications and licensure of each examiner to
the NCI by submitting a completed Record of Experience, Credentials and
Training (ECT) Appendix A-17-5, to the NCI. For any technician who is not
ARRT certified or any radiologist/interpreter/QA examiner who is not ABR
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board certified or board eligible, the SC Principal Investigator must document
and certify adequate training and experience in a letter to be submitted with a
completed ECT to NCI. The ECT must be approved by the NCI prior to the initi-
ation of data collection activities.

11.5.2 Training Protocol

Because of the qualifications required of the technologist and radiologist, train-
ing requirements are minimal. The SC Coordinator will be responsible for train-
ing the technologist and the radiologist on the use of the study forms and SC
administrative procedures. The training plan must be submitted to the NCI.

Examiner Certification

No special certification of the technologist or radiologist is required for this
examination. The qualifications of these individuals will serve as certification of
their technical expertise.

Examination Standardization and Quality Control

For the chest X-ray, there are several aspects of the procedure that will be
part of the quality assurance plan. These include quality control of the equip-
ment, quality control of the X-ray film produced by the technologist, and qual-
ity control of the interpretation of the findings by the radiologist.

Quality control of the equipment will be assured by each institution’s compli-
ance with a maintenance program as dictated by state licensure regulations.
Quality control will generally include sensitometric testing at least three times
a week, and yearly documentation of kV calibration within 5 percent, radiation
output assessed by use of an anatomic phantom, documentation of film-screen
contact, and demonstration that the X-ray spectrum is free of low energy con-
taminants through use of half-value layer, collimation, dose exposure and
function of automatic exposure control. The SC will send the NCI a record of
maintenance and quality checks of the X-ray equipment.

Quality control of the X-ray will be maintained through maintenance of the
equipment and through the radiologist’s reading of each X-ray. The number of
X-rays which the radiologist determines to be inadequate and types of prob-
lems noted must be carefully monitored. In addition, the number of X-rays
which the technologist has to repeat during the same visit should be moni-
tored. Remedial action must be taken if problems resulting from the compe-
tency of the technologist are encountered.

Each month, the X-ray results from 9 participants will be reinterpreted by a
second designated qualified radiologist (QA examiner). Second radiologists are
blinded to the results of the initial interpretation. If circumstances are such
that examiners review their own film, a letter should be submitted to NCI
explaining this system and justifying the level of blinding. The number of X-
rays to be reinterpreted as well as the method for their selection are deter-
mined by NCI through consultation with each screening center (see APPENDIX
L: PLCO Quality Assurance Plan). If in the process of selecting exams for QA
review/repeat, an exam with a result of Inadequate (IN) is chosen, the QA
exam should not be performed. Such exams should not be selected for QA
because the original reason for inadequacy may be out of the examiner’s con-
trol and lead to further inadequate exams. If upon QA review of an “adequate”
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exam, the QA examiner determines that it was actually inadequate, the X-ray
procedure should not be repeated, that is, a new X-ray should not be obtained.

To assist the QA process, a form is provided on which the second radiologist
will record his/her findings. This form is the same as the Chest X-ray Screen-
ing Examination Form, except that it is titled Chest X-ray Screening Exami-
nation Form Quality Assurance (Appendix A-11-2) and is printed in another
color to help distinguish it from the original report form. The SMS allows for
the receipt of the quality assurance form, and the data from the quality assur-
ance form is scanned into the DEES.

It should be noted that referral of the participant will be based on the “worst
case” result when two radiologists have reviewed the X-ray. The following
hierarchy exists for reporting worst case results: First, the referral level is
taken into account (1-4, with a 1 being the highest level of referral.) Second,
the diagnosis hierarchy is defined as AS, AN, NG, IN, and RP. For example, if
one examiner interprets the X-ray as negative with a referral code of 4 (NG-4)
and the other finds it abnormal, not suspicious with a referral code of 3 (AN-
3), the result will be reported based on the highest referral level and the high-
est diagnosis code (AN-3).

Because reporting to the participant is required within three weeks of the visit,
it is important that review by a second radiologist be completed in a timely
manner so that reporting can take place within the designated time period.

As outlined in the PLCO Quality Assurance Plan (see APPENDIX L), it is the
responsibility of the SC to develop an SC-specific plan for the performance of
duplicate chest X-rays for quality assurance purposes. The plan must be sub-
mitted to the NCI for review prior to the initiation of screening. In addition,
each SC will report the results of quality assurance of the technologists and
radiologists to the NCI on a semi-annual basis. Information to be reported
includes the number of X-rays repeated due to poor film quality, the number of
X-rays (negative and abnormal) read by a QA radiologist and the level of
agreement between the two radiologists.
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12.0 DIGITAL RECTAL EXAMINATION PROCEDURES

12.1

12.2

12.3

Overview

A digital rectal examination of the prostate (DRE) will be performed on all male
participants in the intervention arm at each screening visit (TO-T3). Screening
Centers (SCs) are responsible for scheduling the participant for the examina-
tion, performing the examination, and documenting the performance and
results of the examination. This chapter describes these procedures. It also
provides the PLCO protocol for examiner training and certification, and quality
assurance procedures for this examination.

Scheduling Digital Rectal Examinations

The DRE will be scheduled as part of the baseline and annual follow-up visit for
each male participant in the intervention arm of the trial. Procedures for
scheduling screening visits are discussed in Chapter 6.0 (baseline visit) and
Chapter 7.0 (annual follow-up visits).

The PLCO protocol requires that the DRE be performed after the blood has
been drawn for the PSA test. There are no other protocol restrictions in regard
to order for this procedure.

If a participant has had his prostate either partially or completely removed,
and the removal was not a follow-up to prostate cancer, the DRE will be per-
formed according to the following guidelines:

= Men with a prostate gland (complete or partial) or who are unsure of
whether or not they have a prostate will be offered the DRE in each of
the four years of screening.

< Men who report radical prostatectomy after entrance into the study will
not be offered the DRE in the current study year (if the exam has not
already been performed) or in any subsequent study years.

The status of the participant’s prostate will be based on spontaneous self-
report only. The SC does not need to ask the participant if his prostate is intact
nor obtain written medical record documentation of radical prostatectomy. In
the case of a participant who reports radical prostatectomy but requests a
DRE, the SC should not perform the exam.

If the SC becomes aware that a man who previously reported radical prostate-
ctomy does have the prostate partially or fully intact, the SC should resume
offering the DRE.

The PLCO protocol requires that every attempt be made to reschedule the
examination if it is inadequate or cannot be performed for some reason (other
than prostate cancer or prostate removal). If possible, the visit should be
rescheduled before the end of the participant’s activity window.

Digital Rectal Examination Protocol

This section presents the PLCO protocol for the DRE. It discusses participant
preparation, examination procedures, interpretation of results, and reporting
of medical complications. This protocol was developed and approved by the
NCI and the PLCO Steering Committee. Each SC is required to follow the pro-
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tocol. Situations in which the SC does not do so must be reported to the NCI
on the SC Report of Protocol Violation form (See Chapter 17.0). The Protocol
for Digital Rectal Examination of the Prostate is presented as Appendix J-
12-1.

12.3.1 Participant Preparation

Several steps in the process of participant preparation will be standardized
across all SCs. The participant will be given written information about the DRE.
This written information will be developed and/or provided by the SC. The
examiner will describe the complete procedure, including the preferred posi-
tioning and the discomfort associated with the examination. The participant
will be asked whether he has ever had a prostate examination. The participant
will be told that the examination is a screening examination for prostate can-
cer, not a routine examination, and that he should consult his own physician
for evaluation of any symptoms and routine medical care. When appropriate,
the participant will also be told that a second examiner may repeat the exami-
nation for quality control purposes. Finally, the participant will be told that he
will receive written documentation of the results of all screening examinations
within approximately three weeks. If the SC plans to report preliminary results
to the participant, the participant will also be told this in advance of the exam-
ination.

12.3.2 Examination Procedures

The participant will enter the examination room and will remove his clothes
from the waist down. The examiner will explain the procedure and will position
the participant. The participant may either be bent at the waist over the end of
the examination table, in the kneeling knees to chest position, or in the lateral
decubitus position with knees pulled up to chest.

The examiner will visualize the anal area and may request the participant to
bear down or perform a valsalva maneuver. The examiner will apply a lubri-
cated gloved index finger at the 6 o’clock position to relax the sphincter, and
will then introduce it into the anal area to palpate the prostate. The examiner
will examine the anterior portion of the rectal vault, i.e. the base, apex, and
lateral lobes of the prostate, and the seminal vesicles. The examiner will then
remove the gloved examining finger.

If a non-physician examiner requires assistance in performing an adequate
examination, a physician consultant will be called to perform the examination.
The results of the physician’s examination, not the examiner’s, will be docu-
mented on the screening examination report form.

An examination will be judged inadequate if:
» the participant is unwilling to allow the examination;

» the participant is unable to tolerate the discomfort of the examina-
tion;

» the examiner is unable to palpate the prostate due to participant
obesity;

» the examiner is unable to palpate the apex, base and lateral lobes
of the prostate, and seminal vesicles, and no abnormality suspicious
for cancer is found in the area palpated; or
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» the prostate has been previously removed and no abnormalities are
identified.

When appropriate, the SC should make every attempt to reschedule inade-
quate examinations. However, duplicate exams performed for QA purposes
should not be repeated even if they are inadequate.

12.3.3 Interpretation of Findings

The examination result should be an interpretation of the examination findings
only. The participant’s prior medical history or prior PLCO examination findings
should not be considered when assigning an examination result.

The following definitions of negative and abnormal results are provided. These
definitions will be used by the examiner in recording his/her findings on the
examination form.

< Negative Screen - No Abnormalities:
» Symmetric, soft, non-nodular prostate.
* Positive Screen (Referral Required):
» Nodularity or induration of the prostate gland;

» Examiner judges the prostate to be suspicious for cancer, in the
absence of nodularity or induration.

Note: In the event that that examiner judges the prostate to be
suspicious for cancer (i.e., a positive screen) but there is no nodu-
larity or induration, the examiner is required to describe the basis of
this judgement in the comments section.

e Negative Screen-Other Abnormalities (Referral Optional):
» Enlargement;
» Tenderness;
» Bogginess with no other abnormal findings;

» Asymmetry in a prostate of normal consistency and of normal size
or slightly enlarged;

» Prostate has been previously removed and abnormalities not indica-
tive of a positive screen are identified.

12.3.4 Referral of Participants for Abnormal Results

Negative and abnormal findings will be reported to the participant. Abnormal
findings that are suspicious for cancer will also result in the participant being
referred to a physician of his choice for follow-up. The examiner will determine
whether or not a referral is needed for abnormal findings that are not suspi-
cious for cancer, according to standard practice at the SC. Each SC will insti-
tute procedures for referring participants to appropriate physicians (see
Chapter 6.0 and Chapter 7.0).

12.3.5 Reporting Medical Complications

Medical complications of the procedure that occur while the participant is at
the SC will be documented on the examination form. Serious medical compli-
cations that occur prior to the participant’s arrival at or after his departure
from the SC will be documented on the Report of Adverse Events for NIH-
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12.4

Sponsored Clinical Trials (RAE) (Appendix A-17-11). The CC will provide infor-
mation on medical complications to the NCI for monitoring purposes. The SC
must also monitor medical complications so that appropriate action can be
taken should any problems become apparent.

Documenting Performance and Results of the Digital Rectal
Examination

The performance and results of the DRE will be reported on the Digital Rectal
Screening Examination of the Prostate Form (Appendix A-12-1). The Par-
ticipant Control Record (see Chapter 6.0) will also be used to summarize
information about the examination, including the examination result and the
level of referral (i.e., the severity of the abnormality if any, and whether or not
the SC recommends follow-up for the examination).

12.4.1 The Digital Rectal Screening Examination of the Prostate Form

The Digital Rectal Screening Examination of the Prostate Form will be used to
document the results of the examination. The form provides documentation of
the fact that the examination was performed, whether the examination was
adequate or inadequate, whether the results were negative or abnormal, and a
description of abnormal findings. The administrative section on the top of the
first page of the form will be completed by the SC Coordinator. Parts A and B
of the form will be completed by the examiner. Specifications for the Digital
Rectal Screening Examination of the Prostate Form are provided in Appendix
A-12-1 It is the responsibility of the SC Coordinator to train the examiner in
the use of the form.

12.4.2 Editing and Data Entry

After the examination form is completed, the SC Coordinator will manually edit
it to make sure that all of the required data were collected. Any data retrieval
with the examiner will be performed as expeditiously as possible. The exami-
nation form and the Participant Control Record will be receipted into the SMS
and the examination form will be scanned into the DEES (See Chapter 17.0).

12.4.3 Reporting Results of the Digital Rectal Examination

As described in Chapter 6.0 and Chapter 7.0, within three weeks of the screen-
ing visit, the SC will send the participant and the participant’s physician of
choice the results of the digital rectal examination. This reporting will be
accomplished using the Screening Test Results Report (STRR) or the SC’s ver-
sion of the STRR. The SC may, if desired, report the detailed findings from the
examination using the Screening Examination Report for the digital rectal
examination (Appendix B-12-1: Screening Examination Report - Digital Rectal
Examination). This report is generated from DEES and is a decoded or
“English” version of the opscan form. The SC may also design its own materi-
als for reporting detailed findings. All such materials must be approved by the
NCI prior to implementation at the SC. Refer to Chapter 6.0 and Chapter 7.0
for a detailed discussion of results reporting activities.
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12.5

12.6

Examiner Qualifications, Training, and Certification

The digital rectal examination requires a trained examiner. The minimum qual-
ifications for the examiner and the PLCO training protocol are discussed in this
section.

12.5.1 Minimum Qualifications for Examiners

The examiner performing the digital rectal examination of the prostate must
be a Registered Nurse, Certified Physician’s Assistant, Nurse Practitioner, Phy-
sician, or equivalent. Equivalency is to be determined by the SC Principal
Investigator and documented in a letter to be submitted with a completed
Record of Experience, Credentials and Training (ECT - Appendix A-17-5) to
NCI. The SC must report the qualifications and licensure of each examiner by
submitting to the NCI a completed ECT with copies of relevant diplomas, certif-
icates, and/or licenses. The ECT must be approved by the NCI prior to the ini-
tiation of data collection activities.

12.5.2 Minimum Qualifications for QA Examiners

The QA examiner will be a licensed physician who is adequately trained and
experienced in the DRE or a certified PLCO DRE examiner. For any individual
who is not a PLCO DRE examiner or a board certified urologist, the SC Principal
Investigator must document adequate training and experience in a letter to be
submitted with a completed ECT to NCI. The screening center must report the
qualifications of each QA Examiner to the NCI by submitting a completed ECT
with copies of the appropriate board certification. The ECT must be approved
by the NCI prior to the initiation of QA activities.

12.5.3 Minimum Qualifications for Trainers

A non-physician examiner will be taught the correct examination procedure by
a board certified urologist (trainer). The Screening Center will report the qual-
ifications and board certification of each trainer to the NCI by submitting a
completed ECT with copies of the appropriate board certificate. For any indi-
vidual who is not a board certified urologist, the SC Principal Investigator must
document adequate training and experience in a letter to be submitted with a
completed ECT to NCI. The ECT must be approved by the NCI prior to the initi-
ation of training.

Examiner Training and Certification

A non-physician examiner must successfully perform at least 15 of 30 exami-
nations, including 10 examinations with abnormal findings, under the supervi-
sion of a trainer (PLCO MOOP, Appendix J, Protocol for Digital Rectal
Examination of the Prostate, Item 1.H).

The SC Coordinator will be responsible for training the examiner and the
trainer in the use of study forms and SC administrative procedures.

The SC must report the results of examiner training certification to the NCI on
the Record of Experience, Credentials and Training (ECT).
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12.7 Examination Standardization and Quality Control

For minimum quality standards to be maintained for the DRE of the prostate,
the examiner must note the texture of each portion of the prostate and must
document the palpation of the entire prostate and seminal vesicles, the esti-
mated size of the prostate, the overall consistency of the gland, the number of
areas of induration, and the size, location, type, grade and extent of the three
largest areas of induration. The procedures for quality control are described
below.

Each month, the digital rectal exam of 7 participants will be repeated by the
QA examiner or trainer. The number of repeat exams as well as the method for
their selection are determined by NCI through consultation with each screen-
ing center (see APPENDIX L: PLCO Quality Assurance Plan). If in the process of
selecting exams for QA repeat, an exam with a result of Inadequate (IN) is
chosen, the QA exam should not be performed. Such exams should not be
selected for QA because the original reason for inadequacy may be out of the
examiner’s control and lead to further inadequate exams.

To assist the QA process, a form is provided on which the trainer will record
his/her findings. This form is the same as the Digital Rectal Screening Exami-
nation of the Prostate Form, except that it is titled Digital Rectal Screening
Examination of the Prostate Quality Assurance (Appendix A-12-2), and is
printed in a different color to help distinguish it from the original report form.
The SMS allows for the receipt of the QA form and the data from the QA form
can be scanned into the DEES to facilitate comparison.

If the repeat examination does not have the same findings as the first exami-
nation, referral will be made based on the “worst case” abnormal findings,
regardless of whether the original examiner or the QA examiner found the
abnormal result. The following hierarchy exists for reporting worst case
results: First, the referral level is taken into account (1-4, with a 1 being the
highest level of referral.) Second, the diagnosis hierarchy is defined as AS, AN,
NG, IN, and RP. For example, if one examiner finds the exam negative with a
referral code of 4 (NG-4) and the other finds it abnormal, not suspicious with a
referral code of 3 (AN-3), the result will be reported based on the highest
referral level and the highest diagnosis code (AN-3).

Because reporting to the participant is required within three weeks of the visit,
it is important that the QA examination be completed in a timely manner so
that reporting can take place within the designated time period.

As outlined in the PLCO Quality Assurance Plan (see APPENDIX L), it is the
responsibility of the SC to develop an SC-specific plan for repeat of DRE exams
for quality assurance purposes. The plan must be submitted to the NCI for
review prior to the initiation of screening. In addition, each SC will report the
results of quality assurance of the examiners to the NCI on a semi-annual
basis. Information to be reported includes the number of examinations (nega-
tive and abnormal) repeated by the QA examiner and the level of agreement
between the examiner and the QA examiner.
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13.0 FLEXIBLE SIGMOIDOSCOPY EXAMINATION

13.1

13.2

PROCEDURES

Overview

A flexible sigmoidoscopy (FSG) examination will be performed on all partici-
pants in the intervention arm at the baseline screening visit (TO) and the fifth
annual follow-up screening visit (T5). Screening Centers (SCs) are responsible
for scheduling the participant for the examination, performing the examina-
tion, and documenting the performance and results of the examination. This
chapter describes these procedures. It also provides the PLCO protocol for
examiner training and certification, and quality assurance procedures for this
examination.

Scheduling Flexible Sigmoidoscopy Examinations

The FSG examination will be scheduled as part of the baseline (TO) and the
fifth (T5) annual follow-up visit for each participant in the intervention arm of
the trial. Procedures for scheduling screening visits are discussed in Chapter
6.0 (baseline visit) and Chapter 7.0 (annual follow-up visits).

If a participant has had his/her colon either partially or completely removed,
and the removal was not a follow-up to colon cancer, the FSG will be per-
formed according to the following guidelines:

< If the total colon is removed, the FSG examination should not be per-
formed.

e If a partial colon is remaining, the FSG examination should be per-
formed at TO and T5.

Prior to December 1998 the FSG exam was offered in the T3 year, not T5.
Those participants who had an FSG exam at T3 will not be offered the exam
again at T5. Participants who did not receive the T3 FSG for any reason other
than organ removed or confirmed colorectal cancer are eligible for the T5 FSG.
If the participant, in the T3 study year, insists that s/he receive the T3 FSG
exam rather than the T5 FSG exam, since the original consent form stated that
participants would receive the second FSG exam at the T3 study year, perform
the exam during his T3 screening visit. The SC should inform the participant
that if he receives the FSG exam during the T3 screening visit, s/he will not
receive the T5 FSG exam.

Due to lower than desired compliance rates, the T5 FSGs should be pursued
for one year after the anniversary of the participant's date of randomization.
After this period, an MDF should be receipted with the appropriate code and
subcode.

If a participant was not screened in his or her T5 study year and requests the
T5 FSG during the T6 study year, you may perform the exam. The SC may
perform T5 screening exams during the T6 year only for participants who have
requested the exam. The T5 FSG exams may be performed up until the end of
the T6 year.

For female participants, the PLCO protocol requires that the FSG examination
be performed after the transvaginal ultrasound examination. In the rare event
that the FSG examination and TVU are performed on different days, the FSG
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examination may be performed either before or after the TVU. There are no
restrictions for male participants in regard to order for this procedure.

The PLCO protocol requires that every attempt be made to reschedule the
examination if it is inadequate or cannot be performed for some reason. If
possible, the visit should be rescheduled before the end of the participant’s
activity window.

13.2.1 Scheduling T5 Participants with Identified Adenoma

Some participants may have an adenoma diagnosed following a positive TO
FSG. Other participants may have had an adenoma diagnosed by their per-
sonal physician in the period between TO and T5. If the participant had a
colonoscopy within 1 year of TO and it was normal, then the T5 FSG should be
performed. If an adenoma was found, i.e. the colonoscopy was not normal,
then the T5 FSG should not be performed. If the colonoscopy was performed
beyond 1 year of the TO FSG do not offer the T5 FSG regardless of the results.
The following steps should be taken at the SC to identify all participants with
diagnosed adenomas before offering the T5 FSG:

1. ldentify those participants who had an adenoma resected during the
one-year period following the TO FSG or had a colonoscopy during the
period from T1 to the opening of the T5 activity window. This may be
done in several ways:

» Review information on adenomas found during the TO year on the
Participant Overview Report. Please note that a DEC form must be
completed for all Positive (AS) TO FSG exams prior to the opening of
the T5 activity window so that information on adenomas identified
during the TO FSG will be available in the system.

» Obtain information on adenomas and follow-up colonoscopies dur-
ing the scheduling process. It will be necessary for the SCs to ques-
tion each participant regarding history of colonoscopy prior to
scheduling a T5 exam.

2. Obtain information on adenomas and follow-up colonoscopies during
the scheduling process. It will be necessary for the SCs to question
each participant regarding history of colonoscopy prior to scheduling a
T5 exam. Prior to the T5 visit, the SC should explain to the participants
with TO adenomas or follow-up colonoscopies why they will not be
receiving the T5 FSG. This may be done verbally or in writing. Any writ-
ten participant materials that address this protocol change will need to
be approved by the NCI.

3. If the T5 FSG is not offered because a follow-up colonoscopy is indi-
cated and planned or has been performed, the SC should complete a
Missing Data Form (MDF) for T5. The participant must be reminded that
s/he is still in the PLCO Trial and will be contacted for blood collection/
questionnaire completion. The participant must be contacted when his/
her T5 window opens to schedule a screening visit for the T5 blood col-
lection.

4. If a participant has a history of adenoma between TO and T1 and has
not undergone follow-up colonoscopy, s/he should be encouraged to
follow the standard of care at the institution with which the SC is affili-
ated. If s/he does not plan to undergo the follow-up colonoscopy and
requests the FSG at T5, the T5 FSG should be performed.
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13.2.2 Monitoring Reports

When scheduling participants for the T5 FSG, the SCs will be able to use the
following SMS reports to monitor the number of participants who refused the
FSG at T3:

e Open Forms Report (Appendix B-17-8: Open Forms/Specimens
Report): This report will show all delinquent or outstanding forms, by
individual PID. It can be used to identify those participants who have an
outstanding expectation for the T5 FSG.

e Participant Overview Report (Appendix B-17-10: Participant Over-
view Report): This report gives a summary of the study information for
a participant such as PID, Randomization Date, Randomization Group,
Participant Name, Gender, Date of Birth, address, and scheduling
notes. Other vital status and cancer information are also presented as
well as forms that are outstanding or receipted. This report can be run
for selected PIDs or for a block of participants according to their ran-
domization date. It can be used to identify participants who did not
have a T3 FSG or who reported an adenoma/colonoscopy (if the ade-
noma/colonoscopy comments are recorded in the scheduling notes.)

e User-defined Report: This option will allow you to generate a report
of all the T3 MDF-FSG forms receipted with reason codes, and other-
specify reasons.

13.3 Flexible Sigmoidoscopy Examination Protocol

This section presents the PLCO protocol for the FSG. It discusses equipment,
participant preparation, examination procedures, interpretation of results, and
reporting of medical complications. This protocol was developed and approved
by the NCI and the PLCO Steering Committee. Each SC is required to follow
the protocol. Situations in which the SC cannot do so must be reported to the
NCI.

The PLCO study is designed as a screening trial, and the study protocol refers
to screening examinations only. If circumstances require, a biopsy may be
performed during the screening sigmoidoscopy. This is acceptable only if the
examiner is a physician and if a separate informed consent is obtained for the
biopsy. The separate informed consent will specify that biopsy is not part of
the PLCO trial and that the costs of the biopsy will be charged to the partici-
pant.

13.3.1 Equipment Specifications

The FSG will be performed using a flexible endoscope with capability to 60
centimeters, and a light source. The SC may optionally use camera or video
equipment to record examinations for quality control purposes. In emergency
situations, a colonoscope may be substituted for a flexible sigmoidoscope but
it should not be inserted beyond 60 cm. It is expected that instrument cleaning
and disinfection procedures will be performed according to standard medical
practice and pertinent federal and local regulations. Leak testing of the instru-
ment will be done daily. The SC must send the NCI documentation of the type
of equipment used for flexible sigmoidoscopy.
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13.3.2 Participant Preparation

Several steps in the process of participant preparation will be standardized
across all SCs. Prior to the visit, the SC will advise participants who are consti-
pated to take a laxative the night before the examination. The bowel prepara-
tion will include one Fleet enema administered by the participant, at home, on
the morning of the examination. If the bowel is not adequately prepared, an
additional Fleet enema will be administered at the SC.

[Note: In SCs where physicians may be performing a biopsy during the flexi-
ble sigmoidoscopy procedure, the participant should be instructed about what
to do if s/he is taking aspirin, warfarin, non-steroidal anti-inflammatory drugs,
or if s/he has conditions that require prophylactic antibiotic therapy.]

The participant will be given written information about the examination and
will be informed of the risks and complications of sigmoidoscopy. The partici-
pant will be told that a physician, physician’s assistant or trained nurse will be
performing the examination, as appropriate. The participant will also be told
that the examination is a screening examination for colorectal cancer, not a
routine examination, and s/he should consult his or her physician for evalua-
tion of any symptoms and for routine medical care. If the SC’s plan for quality
assurance includes direct observation by a gastroenterologist, the participant
will be told that such an observation may take place. The participant will be
told that s/he will receive written documentation of the results of all screening
examinations within approximately three weeks. If the SC plans to report pre-
liminary results to the participant, the participant will also be told this in
advance of the examination.

13.3.3 Examination Procedures

Standard medical practice requires that a brief medical history be obtained
before sigmoidoscopy. The SCs will determine the content of this medical his-
tory. In addition, vital signs will be measured before and after the sigmoidos-
copy. It is recommended that in the presence of certain medical conditions,
clearance be obtained from a study physician before the sigmoidoscopy exam-
ination can be allowed to proceed. Significant conditions include:

- the presence of heart rhythm irregularity;

e pulse rate below 60/minute or above 100/minute;

e systolic blood pressure below 100 mm Hg or above 180 mm Hg;

e diastolic blood pressure below 60 mm Hg or above 95 mm Hg;

< myocardial infarction or cerebrovascular accident within six months;
e recent fainting spells;

e chest pain within 24 hours; or

e increased shortness of breath.

If the participant has not administered an enema at home prior to coming to
the SC or the first enema was insufficient, s/he will be prepared with a dispos-
able enema kit until it appears the rectum has had all stool evacuated.

When the preparation has been judged adequate, the examiner will explain the
procedure to the participant and the participant will then lie on his/her left side
with the anal/rectal area exposed. Upon agreement of the participant, the
examiner will do a digital rectal examination to exclude any low rectal lesion
and to determine the path of the rectum. The examiner will introduce a lubri-
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cated flexible scope with capability to 60 centimeters of examination. The
examiner will visualize the rectum and the colon as the scope is advanced. Air
for inflation or exposure will be used at the discretion of the examiner.

The goal of the examination is full insertion of the 60-centimeter scope unless
one or more of the following occur:

e Undue participant discomfort;

= Vasovagal response;

- Palpitations with tachycardia;

e Severe diverticulosis with unclear lumen;

= Severe ulcerative colitis;

e Inadequate preparation with unclear lumen.

Once the scope is advanced to the full length or to a distance maximally toler-
ated by the participant, the examiner will withdraw the scope and visualize the
colon and the rectum as the scope is withdrawn. Once the examination is com-
pleted, the participant will be asked to sit briefly.

If a non-physician examiner requires assistance in performing an adequate
examination, a physician consultant will be called to perform the examination.
The results of the physician’s examination, not the examiner’s, will be docu-
mented on the screening examination report form.

An examination will be judged inadequate if the scope is not advanced to at
least 50 centimeters (unless an obstructing lesion is encountered) or less than
90 percent of the mucosa is identified due to one or more of the following:

e Participant discomfort;

e Participant refusal;

e Equipment malfunction;

< Inadequate preparation with unclear lumen;
- Vasovagal response;

- Palpitations with tachycardia;

= Severe diverticulosis with unclear lumen;

e Severe ulcerative colitis.

If the examiner cannot insert the scope to at least 50 centimeters, the on-call
gastroenterologist should be notified and, if possible, s/he will come and per-
form the procedure on that individual participant. If the examination is inade-
quate due to inadequate preparation, then one additional Fleet enema should
be administered and the procedure repeated during the participant’s visit. If
this is not possible, the FSG should be rescheduled. However, duplicate exams
performed for QA purposes should not be repeated if they are inadequate.

13.3.4 Interpretation of Findings

The examination result should be an interpretation of the examination findings
only. The participant’s prior medical history or prior PLCO examination findings
should not be considered when assigning an examination result.

The following definitions of negative and abnormal results are provided. These
definitions will be used by the examiner in recording his findings on the exam-
ination form.
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e Positive Screen (Referral Required):
» Visible or palpable evidence of a mucosal abnormality:
rectal nodule(s);
rectal and colon mass(es); and
rectal and colon polyp(s).

< Negative Screen-No Abnormalities: Examiner able to advance scope to
full or desired length and give a description of negative findings (i.e.,
no abnormalities are detected).

< Negative Screen-Other Abnormalities (Referral Optional):
» External hemorrhoids;
» Rectal tenderness;
» Blood;
» Stricture;
» Fistulas;
» Fissures;
» Diverticulosis;
» Diverticulitis;
» Colitis;
» Vascular lesions;
» Ulcers;
» Melanosis coli;
» Internal hemorrhoids; and
» Anal warts.

13.3.5 Referral of Participants for Abnormal Results

Negative and abnormal findings will be reported to the participant. Abnormal
findings will also result in the participant being referred to a physician of his/
her choice for follow-up. Each SC will institute procedures for referring partici-
pants to appropriate physicians (see Chapter 6.0 and Chapter 7.0).

13.3.6 Reporting Medical Complications

Medical complications of the procedure that occur while the participant is at
the SC will be documented on the examination form. Serious medical compli-
cations that occur prior to the participant’s arrival at or after his departure
from the SC will be documented on the Report of Adverse Events for NIH-
Sponsored Clinical Trials (RAE) (Appendix A-17-11). The CC will provide infor-
mation on medical complications to the NCI for monitoring purposes. The SC
must also monitor medical complications so that appropriate action can be
taken should any problems become apparent.
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13.4 Documenting Performance and Results of the Flexible
Sigmoidoscopy Examination

The performance and results of the FSG examination will be reported on the
Flexible Sigmoidoscopy Screening Examination Form (Appendix A-13-1).
The Participant Control Record (see Chapter 6.0) will also be used to sum-
marize information about the examination, including the examination result,
and the level of referral (i.e., the severity of the abnormality if any, and
whether or not the SC recommends follow-up for this examination).

13.4.1 The Flexible Sigmoidoscopy Screening Examination Form

The Flexible Sigmoidoscopy Screening Examination Form will be used to docu-
ment the results of the examination. The form provides documentation of the
fact that the examination was performed, whether the examination was ade-
quate or inadequate, whether the results were negative or abnormal, and a
description of abnormal findings. The administrative section on the top of the
first page of the form will be completed by the SC Coordinator. Parts A, B, and
C of the form will be completed by the examiner. Specifications for the Flexible
Sigmoidoscopy Screening Examination Form are provided in Appendix A-13-1
It is the responsibility of the SC Coordinator to train the examiner in the use of
the form.

13.4.2 Data Entry

After the examination form is completed, the SC Coordinator will manually edit
it to make sure that all of the required data were collected. Any data retrieval
with the examiner should be performed as expeditiously as possible. The
examination form and the Participant Control Record will be receipted into the
SMS, and the examination form will be scanned into the DEES (see Chapter
17.0).

13.4.3 Reporting Results of the Flexible Sigmoidoscopy Examination

As described in Chapters 6 and 7, within three weeks of the screening visit, the
SC will send the participant and the participant’s physician of choice the results
of the FSG examination. This reporting will be accomplished using the Screen-
ing Test Results Report (STRR) or the SC’s version of the STRR. The SC may, if
desired, report the detailed findings from the examination using the Screening
Examination Report for the FSG examination (Appendix B-13-1: Screening
Examination Report - Flexible Sigmoidoscopy). This report is generated from
DEES and is a decoded or “English” version of the opscan form. The SC may
also design its own materials for reporting detailed findings. All such materials
must be approved by the NCI prior to implementation at the SC. Refer to
Chapters 6 and 7 for a detailed discussion of results reporting activities.

13.5 Examiner Qualifications, Training, and Certification

The FSG examination requires a trained and certified examiner. The minimum
qualifications for examiners and the PLCO training protocol are discussed in
this section.
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13.6

13.7

13.5.1 Minimum Qualifications for Examiners

The examiner performing the FSG examination must be a Registered Nurse,
Certified Physician’s Assistant, Nurse Practitioner, Physician or equivalent.
Equivalency is to be determined by the SC Principal Investigator and docu-
mented in a letter to be submitted with a completed Record of Experience,
Credentials and Training (ECT - Appendix A-17-5) to NCI. The SC must report
the qualifications and licensure of each examiner to the NCI by submitting a
completed ECT with copies of relevant diplomas, certificates and/or licenses.
The ECT must be approved by the NCI prior to the initiation of data collection
activities.

13.5.2 Minimum Qualifications for QA Examiners

The QA examiner will be either a PLCO FSG trainer (see below) or a PLCO FSG
examiner who has performed at least 240 PLCO FSG examinations in the prior
12 months (average 20 per month) and achieved 50+cm insertion depth in at
least 85 percent of cases with adequate bowel preparation. The Screening
Center will report the qualifications and board certification of each QA exam-
iner to NCI by submitting a completed ECT (Appendix A-17-5) with copies of
the appropriate board certification. For any individual who is not a board certi-
fied gastroenterologist, the SC Principal Investigator must document adequate
training and experience in a letter to be submitted with a completed ECT to
NCI. The ECT must be approved by the NCI prior to the initiation of quality
assurance activities. FSG QA examiner status must be renewed at annual
intervals.

13.5.3 Minimum Qualifications for Trainers

A non-physician examiner will be taught the correct examination procedure by
a board certified gastroenterologist (trainer). The Screening Center will report
the qualifications and board certification of each trainer to the NCI by submit-
ting a completed ECT (Appendix A-17-5) with copies of the appropriate board
certificate. For any individual who is not a board certified gastroenterologist,
the SC Principal Investigator must document adequate training and experience
in a letter to be submitted with a completed ECT to NCI. The ECT must be
approved by the NCI prior to the initiation of training.

Examiner Training and Certification

A non-physician examiner must successfully perform 25 examinations accord-
ing to the trainer in order to be certified to perform flexible sigmoidoscopies
for the PLCO trial.

The SC Coordinator will train the examiner, QA examiner, and the trainer in
the use of study forms and SC administrative procedures. The SC will report
the results of examiner training and certification to the NCI on the Record of
Experience, Credentials and Training (ECT).

Examination Standardization and Quality Control

The quality assurance plan for the flexible sigmoidoscopy examination will
include quality control of the equipment and quality control of the examination
itself. Quality control of the equipment will be assured by each institution’s
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compliance with a maintenance program as dictated by state licensure regula-
tions. Quality control will include daily leak testing.

For minimum quality standards to be maintained for the examination itself, the
participant’s bowel must be adequately prepared, such that greater than 90
percent of the mucosa is visible per examiner estimation. In addition, an inser-
tion of at least 50 centimeters is required unless a specific lesion is found (for
example, an obstructing carcinoma).

In SCs with the appropriate video equipment, each month the sigmoidoscopies
of 4 participants will be selected for videotaping and reviewed by QA examiner
or trainer. In those SCs that do not have the appropriate video equipment, the
exams may be repeated. Although they may be ideal, repeat FSGs are not
practical within the context of the study. Review of videotape and real-time
observation have potential biases, but either method will be an acceptable
option for FSG QA. The number of exams to be reviewed as well as the method
of their selection are determined by NCI through consultation with each
Screening Center (see APPENDIX L: PLCO Quality Assurance Plan). If in the
process of selecting exams for QA review/repeat, an exam with a result of
Inadequate (IN) is chosen, the QA exam should not be performed. Such exams
should not be selected for QA because the original reason for inadequacy may
be out of the examiner’s control and lead to further inadequate exams.

In cases where the QA examiner repeats an examination or reviews the video-
tape of an examination, a form will be provided on which s/he will record his/
her findings. This form is the same as the Flexible Sigmoidoscopy Screening
Examination Form, except that it is titled Flexible Sigmoidoscopy Screen-
ing Examination for Quality Assurance (Appendix A-13-2), and is printed
on a different colored paper to help distinguish it from the original report form.
The SMS allows for the receipt of the QA form and the data from the QA form
can be scanned into the DEES to facilitate comparison between the examiner
and QA examiner findings.

If the repeat examination does not have the same findings as the first exami-
nation, referral will be made based on the “worst case” abnormal findings,
regardless of whether the original examiner or QA examiner found the abnor-
mal result. The following hierarchy exists for reporting worst case results:
First, the referral level is taken into account (1-4, with a 1 being the highest
level of referral.) Second, the diagnosis hierarchy is defined as AS, AN, NG, IN,
and RP. For example, if one examiner finds the exam negative with a referral
code of 4 (NG-4) and the other finds it abnormal, not suspicious with a referral
code of 3 (AN-3), the result will be reported based on the highest referral level
and the highest diagnosis code (AN-3).

Because reporting to the participant is required within three weeks of the visit,
it is important that the QA examination be completed in a timely manner so
that reporting can take place within the designated time period.

As outlined in the PLCO Quality Assurance Plan (see APPENDIX L), it is the
responsibility of the SC to develop an SC-specific plan for repeat of FSG exams
for quality assurance purposes. The plan must be submitted to the NCI for
review prior to the initiation of screening. In addition, each SC will report the
results of quality assurance of the examiners to the NCI on a semi-annual
basis. Information to be reported includes the number of examinations (nega-
tive and abnormal) repeated or reviewed by the QA examiner and the level of
agreement between the examiner and the QA examiner.
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AS OF DECEMBER 1998 THE OVARIAN PALPATION EXAMINATION HAS BEEN
DISCONTINUED FOR THE PLCO TRIAL

14.0 OVARIAN PALPATION EXAMINATION

14.1

14.2

PROCEDURES

Overview

An ovarian palpation examination (OVR) will be performed on all female partic-
ipants in the intervention arm at each screening visit (TO-T3). Screening Cen-
ters (SCs) are responsible for scheduling the participant for the examination,
performing the examination, and documenting the performance and results of
the examination. This chapter describes these procedures. It also provides the
PLCO protocol for examiner training and certification and quality assurance
procedures for the ovarian palpation exam.

Scheduling Ovarian Palpation Examinations

The ovarian palpation examination will be scheduled as part of the baseline
and annual follow-up visit for each female participant in the intervention arm
of the trial. Procedures for scheduling screening visits are discussed in Chapter
6.0 (baseline visit) and Chapter 7.0 (annual follow-up visits).

If a participant has had one or both ovaries either partially or completely
removed, and the removal was not a follow-up to ovarian cancer, the ovarian
palpation examination will be performed according to the following guidelines:

e Women with ovaries or who are unsure of whether or not they have
ovaries will be offered the OVR examination in each of the four years of
screening.

e Women who report bilateral oophorectomy before entrance into the
study will not be offered the OVR examination in any study year.

e Women who report bilateral oophorectomy after entrance into the
study will no longer be offered the OVR examination in the current
study year (if the exam has not already been performed) or in any sub-
sequent study years.

The status of the participant’s ovaries will be based on spontaneous self-report
only. The SC does not need to ask the participant if her ovaries are intact, nor
to obtain written medical record documentation of bilateral oophorectomy. In
the case of a woman who reports bilateral oophorectomy but requests a OVR
examination, the SC should not perform the exam.

If the SC becomes aware that a woman who previously reported bilateral
oophorectomy, does have one or both ovaries partially or fully intact, the SC
should resume offering the OVR examination.

The SC staff will be responsible for determining when the ovarian palpation is
performed during the screening visit. The protocol requires that the examiner
who performs the ovarian palpation be blinded to the results of the transvagi-
nal ultrasound examination and the sonographer blinded to the results of the
ovarian palpation exam. Since it is likely that these examinations will be per-
formed back-to-back, the SC coordinator must establish procedures to assure
that the examiners remain blinded until both exams have been completed.

The PLCO protocol requires that every attempt be made to reschedule the
examination if it is inadequate or cannot be performed for some reason other
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than ovarian cancer or bilateral oophorectomy. If possible, the visit should be
rescheduled before the end of the participant’s activity window.

Ovarian Palpation Protocol

This section presents the PLCO protocol for the ovarian palpation examination.
It discusses participant preparation, examination procedures, interpretation of
results and reporting of medical complications. This protocol was developed
and approved by the NCI and the PLCO Steering Committee. Each SC is
required to follow the protocol. Situations in which the SC cannot do so must
be reported to the NCI. The Protocol for Ovarian Palpation Examination is
presented as J-14-1.

14.3.1 Participant Preparation

Several steps in the process of participant preparation will be standardized
across all SCs. The participant will be told that the examination is a screening
examination for ovarian cancer, not a routine examination, and that she
should consult her physician for evaluation of any symptoms and for routine
medical care. When appropriate, the participant will also be told that a second
examiner may repeat the examination for quality control purposes. The partic-
ipant will be instructed to empty her bladder within 30 minutes of the exami-
nation.

The participant will be informed that the ovarian palpation examination is not a
substitute for a gynecologic examination, and will not include a Pap smear.
The Screening Center may offer the participant a Pap smear and charge the
participant or her insurance carrier for the cost of the procedure. The Pap
smear is considered outside the scope of the PLCO Screening Trial and will not
be covered by the PLCO consent form.

Finally, the participant will be told that she will receive written documentation
of the results of all her screening examinations within approximately three
weeks. If the SC plans to report preliminary results to the participant, the par-
ticipant will also be told this in advance of the examination. However, these
results will not be provided until after the transvaginal ultrasound since exam-
iners (and participants) are to remain blinded to the results of these exams
until after both are completed.

14.3.2 Examination Procedures

The participant will be asked to remove clothing from the waist down. The
examination will be performed with the participant in the dorsal recumbent
position, in stirrups and draped. The examiner will explain the procedure to the
participant step-by-step as it is being performed.

The examiner will note right and left ovaries separately. The cervix will not be
visualized. A rectovaginal examination will be included. The examiner will note
if there is gross blood on the glove after the examination.

If a non-physician examiner requires assistance in performing an adequate
examination, a physician consultant will be called to perform the examination.
The results of the physician’s examination, not the examiner’s, will be docu-
mented on the screening examination report form.
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An examination will be judged inadequate if:

e the examination was not completed (including the rectovaginal exam)
(due to participant discomfort, participant refusal, or some other rea-
son), and no abnormalities indicative of a positive screen are identified;

e both ovaries are reported by the participant as removed and no abnor-
malities indicative of a positive screen are identified; or

- the participant is so obese that the examiner is unable to adequately
examine the ovaries.

When appropriate, the SC should make every attempt to reschedule inade-
quate examinations.

14.3.3 Interpretation of Findings

The examination result should be an interpretation of the examination findings
only. The participant’s prior medical history or prior PLCO examination findings
should not be considered when assigning an examination result.

The following definitions of negative and abnormal results are provided. These
definitions will be used by the examiner in recording the findings on the exam-
ination form.

* Positive Screen (Referral Required):
» Palpable adnexal mass (may include a palpable ovary); or
» Cul-de-sac nodularity.

< Negative Screen - No Abnormalities:

» Adequate examination fully completed and no adnexal masses or
other abnormalities detected.

» For non-obese participants with non-palpable ovaries, the examina-
tion will be considered negative.

= Negative Screen - Other Abnormalities (Referral Optional): An ade-
quate exam, fully completed and one or more of the following abnor-
malities detected:

» Abdominal pain or tenderness on examination;
» Vaginal bleeding;

» Other significant clinical findings noted incidentally while doing the
examination. (For example: lesions on external genitalia, enlarged
uterus, or other non-ovarian pelvic masses).

Negative and abnormal findings will be reported to the participant. Abnormal
findings that are suspicious for cancer will also result in the participant being
referred to a physician of her choice. The examiner will determine whether or
not a referral is needed for abnormal findings that are not suspicious for can-
cer, according to standard practice at the SC. Each SC will institute procedures
for referring participants to appropriate physicians (see Chapter 6.0 and Chap-
ter 7.0).

14.3.4 Reporting Medical Complications

Medical complications of the procedure that occur while the participant is at
the SC will be documented on the examination form. Medical complications
that occur prior to the participant’s arrival at or after her departure from the
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SC will be documented on the Adverse Experience Report (AER). The CC will
provide information on medical complications to the NCI for monitoring pur-
poses. The SC must also monitor medical complications so that appropriate
action can be taken should any problems become apparent.

Documenting Performance and Results of the Ovarian
Palpation Examination

The performance and results of the ovarian palpation examination will be
reported on the Ovarian Palpation Screening Examination Form (Appen-
dix A-14-1). The Participant Control Record (see Chapter 6.0) will also be
used to summarize information about the examination, including the examina-
tion result, and the level of referral (i.e., the severity of the abnormality, if
any, and whether or not the SC recommends follow-up for this examination).

14.4.1 The Ovarian Palpation Examination Form

The Ovarian Palpation Screening Examination Form will be used to document
the results of the examination. The form provides documentation of the fact
that the examination was performed, whether the examination was adequate
or inadequate, whether the results were negative or abnormal, and a descrip-
tion of abnormal findings. The administrative section on the top of the first
page of the form will be completed by the SC Coordinator. Parts A, B, and C of
the form will be completed by the examiner. Specifications for the Ovarian Pal-
pation Examination Form are provided in Appendix J-14-1. It is the responsi-
bility of the SC Coordinator to train the examiner in the use of this form.

14.4.2 Data Entry

After the examination form is completed, the SC coordinator will manually edit
it to make sure that all of the required data were collected. Any data retrieval
with the examiner will be performed as expeditiously as possible. The exami-
nation form and the Participant Control Record will be receipted into the SMS,
and the examination form will be scanned into the DEES (see Chapter 17.0).

14.4.3 Reporting Results of the Ovarian Palpation Examination

As described in Chapter 6.0 and Chapter 7.0, within three weeks of the screen-
ing visit, the SC will send the participant and the participant’s physician of
choice the results of the ovarian palpation examination. This reporting will be
accomplished using the Screening Test Results Report (STRR) or the SC’s ver-
sion of the STRR. The SC may, if desired, report the detailed findings from the
examination using the Screening Examination Report for the ovarian palpation
examination (Appendix B-14-1: Screening Examination Report - Ovarian Pal-
pation). This report is generated from DEES and is a decoded or “English” ver-
sion of the opscan form. The SC may also design its own materials for
reporting detailed findings. All such materials must be approved by the NCI
prior to implementation at the SC. Refer to Chapter 6.0 and Chapter 7.0 for a
detailed discussion of results reporting activities.
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14.6

Examiner Qualifications, Training, and Certification

The ovarian palpation examination requires a trained examiner. The minimum
qualifications for the examiner and the PLCO training protocol are discussed in
this section.

14.5.1 Minimum Qualifications for Examiners

The examiner performing the ovarian palpation examination must be a Clinical
Nurse Specialist, Registered Nurse, Certified Physician’s Assistant or equiva-
lent. Equivalency is to be determined by the SC Principal Investigator and doc-
umented in a letter to be submitted with a completed Record of Experience,
Credentials and Training (ECT - Appendix A-17-5) to NCI. The SC must report
the qualifications and licensure of each examiner by submitting to the NCI a
completed ECT with copies of relevant diplomas certificates and/or licenses.
The ECT must be approved by the NCI prior to the initiation of data collection
activities.

14.5.2 Minimum Qualifications for QA Examiners

The QA examiner will be any licensed physician with adequate training and
experience in the ovarian palpation examination as determined by the Principal
Investigator or a certified PLCO OVR examiner. The Screening Center will
report the qualifications and board certification of each QA examiner to the
NCI by submitting a completed ECT (Appendix A-17-5). For any individual who
is not a board certified gynecologist or gynecologic oncologist, or a certified
PLCO OVR examiner, the SC Principal Investigator must document adequate
training and experience in a letter to be submitted with a completed ECT to
NCI. The ECT must be approved by the NCI prior to the initiation of QA activi-
ties.

14.5.3 Minimum Qualifications for Trainers

A non-physician examiner will be taught the correct examination procedure by
a board certified gynecologist or gynecologic oncologist (trainer). The Screen-
ing Center will report the qualifications and board certification of each trainer
to the NCI by submitting a completed ECT (Appendix A-17-5) with copies of
the appropriate board certificate. For any individual who is not a board certi-
fied gynecologist or gynecologic oncologist, the SC Principal Investigator must
document adequate training and experience in a letter to be submitted with a
completed ECT to NCI. The ECT must be approved by the NCI prior to the initi-
ation of training.

Examiner Training and Certification

A non-physician must spend at least two full work days with a trainer and must
successfully perform at least 40 examinations in post-menopausal women,
including 10 examinations with abnormal findings. The trainer will document
that the examiner successfully performed the examinations and that, in the
judgment of the trainer, the examiner is considered certified.

The SC Coordinator will be responsible for training the examiner and the
trainer in the use of the study forms and SC administrative procedures.

The SC must report the results of examiner training and certification to the
NCI using the Record of Experience, Credentials and Training (ECT).
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14.7 Examination Standardization and Quality Control

For minimum quality standards to be maintained for the ovarian palpation
examination, the examiner must document the palpation of the right and left
ovaries, the symmetry of the right and left ovaries and the characteristics of
palpable adnexal masses, including number, location, size, shape, nodularity,
consistency, tenderness and mobility. Cul-de-sac nodularity observed during
the rectovaginal examination will also be noted.

Each month, 14 screening tests will be repeated by the QA examiner or
trainer. To assist the QA process, a form is provided on which the QA examiner
will record his/her findings. This form is the same as the Ovarian Palpation
Screening Examination Form, except that it is titled Ovarian Palpation
Screening Examination Form Quality Assurance (Appendix A-14-2), and
is printed in orange to help distinguish it from the original report form (printed
in red). The SMS allows for the receipt of the QA form and the data from the
QA form can be scanned into the DEES to facilitate comparison. If the repeat
examination does not have the same findings as the first examination, referral
will be made based on the “worst case” abnormal findings, regardless of
whether the original examiner or QA examiner found the abnormal result.
Because reporting to the participant is required within three weeks of the visit,
it is important that the QA examination be completed in a timely manner so
that reporting can take place within the designated time period. The number of
tests to be repeated as well as the method of their selection are determined by
NCI through consultation with each Screening Center (see APPENDIX L: PLCO
Quality Assurance Plan).

As outlined in the PLCO Quality Assurance Plan (APPENDIX L), it is the respon-
sibility of the SC to develop an SC-specific plan for repeat of ovarian palpation
examinations for quality assurance purposes. The plan must be submitted to
the NCI for review prior to the initiation of screening. In addition, each SC will
report the results of quality assurance of the examiners to the NCI on a semi-
annual basis. Information to be reported includes the number of examinations
(negative and abnormal) repeated by the QA examiner and the level of agree-
ment between the examiner and the QA examiner.
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15.0 TRANSVAGINAL ULTRASOUND EXAMINATION

15.1

15.2

PROCEDURES

Overview

A transvaginal ultrasound (TVU) examination will be performed on all female
participants in the intervention arm at each screening visit (TO-T3). Screening
Centers (SCs) are responsible for scheduling the participant for the examina-
tion, performing the examination, and documenting the performance and
results of the examination. This chapter describes these procedures. It also
provides the PLCO protocol for examiner training and certification and quality
assurance procedures for the TVU exam.

Scheduling Transvaginal Ultrasound Examinations

The TVU examination will be scheduled as part of the baseline and annual fol-
low-up visit for each female participant in the intervention arm of the trial.
Procedures for scheduling screening visits are discussed in Chapter 6.0 (base-
line visit) and Chapter 7.0 (annual follow-up visits).

If a participant has had one or both ovaries either partially or completely
removed, and the removal was not a follow-up to ovarian cancer, the TVU
examination will be performed according to the following guidelines:

e Women with ovaries or who are unsure of whether or not they have
ovaries will be offered the TVU examination in each of the four years of
screening.

e Women who report bilateral oophorectomy before entrance into the
study will not be offered the TVU examination in any study year.

e Women who report bilateral oophorectomy after entrance into the
study will no longer be offered the TVU examination in the current
study year (if the exam has not already been performed) or in any sub-
sequent study years.

The status of the participant’s ovaries will be based on spontaneous self-report
only. The SC does not need to ask the participant if her ovaries are intact, nor
to obtain written medical record documentation of bilateral oophorectomy. In
the case of a woman who reports bilateral oophorectomy but requests a TVU
examination, the SC should not perform the exam.

If the SC becomes aware that a woman who previously reported bilateral
oophorectomy, does have one or both ovaries partially or fully intact, the SC
should resume offering the TVU examination.

The protocol for the TVU requires that this examination be performed prior to
the flexible sigmoidoscopy (applies to the TO screening visit only). In the rare
event that the FSG and TVU are performed on different days, the TVU may be
performed either before or after the FSG.

The PLCO protocol requires that every attempt be made to reschedule the
examination if it is inadequate or cannot be performed for some reason other
than ovarian cancer or bilateral oophorectomy. If possible, the visit should be
rescheduled before the end of the participant’s activity window. However,
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duplicate exams performed for QA purposes should not be repeated even if
they are inadequate.

Transvaginal Ultrasound Protocol

This section presents the PLCO protocol for the TVU examination. It discusses
equipment specifications, participant preparation, examination procedures,
interpretation of results and reporting of medical complications. This protocol
was developed and approved by the NCI and the PLCO Steering Committee.
Each SC is required to follow the protocol. Situations in which the SC cannot do
so must be reported to the NCI. The Protocol for Transvaginal Ultrasound
Examination is presented as Appendix J-15-1.

15.3.1 Equipment Specifications

The TVU will be performed using a 5-7.5 MHz transvaginal probe. Doppler
color imaging should not be used during a PLCO TVU examination. TVU equip-
ment must meet FDA guidelines and institution and state licensure regulations.
Photo documentation capability is also required. A photograph or thermal print
of each adnexal area in transverse and lateral planes will need to be obtained
for documentation and will be retained as part of the permanent record. Photo
documentation should be obtained regardless of whether or not the ovaries
were visualized. It is acceptable to store transvaginal ultrasound images on
thermal paper and radiographic film. Digital storage is also acceptable but a
back-up copy should also be maintained. The storage method should meet
requirements of 20-year storage with no decrease in the quality of the image
and with capability to retrieve a film or paper image at any time during the 20-
year storage period. The SC must send documentation of equipment specifica-
tions to the NCI. This should be done before data collection begins and when-
ever equipment is replaced during the course of the trial.

15.3.2 Participant Preparation

Several steps in the process of participant preparation will be standardized
across all SCs. The participant will be told that the examination is a screening
examination for ovarian cancer, not a routine examination, and that she
should consult her physician for evaluation of any symptoms and for routine
medical care. When appropriate, the participant will also be told that a second
examiner may repeat the examination for quality control purposes.

Finally, the participant will be told that she will receive written documentation
of the results of all her screening examinations within approximately three
weeks. If the SC plans to report preliminary results to the participant, the par-
ticipant will also be told this in advance of the examination.

The participant will be instructed to empty her bladder prior to the examina-
tion and the procedure will be briefly explained by the sonographer.

A sample script to present the information discussed above follows:

Your bladder should be empty. The exam involves the insertion of a
small probe, which is covered with a protective sheath, into the vagina.
The probe lets me see your pelvic organs. The sensations from the
probe and the speculum used for a Pap smear are very similar. Some-
times, participants experience some discomfort during this part of the
test. To make sure that the test results are correct, a second sonogra-
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pher or doctor may ask your permission to repeat the exam. Your test
results will be sent to your home within three weeks.

15.3.3 Examination Procedures

The examiner will image both the left and right adnexal area in two planes and
will record the transverse, longitudinal, and anteroposterior diameters for both
the left and right ovary. The examiner will search no less than five minutes per
ovary for each ovary to ensure an adequate search for the ovaries; however, if
the iliac vessels are visualized and no ovaries are visualized, the examiner
may conclude the search for the ovaries. The examiner will photograph both
ovaries in two perpendicular planes (four images total).

If the examiner (sonographer) requires assistance in performing an adequate
examination, a physician consultant will be called to perform the examination.
The results of the physician’s examination, not the examiner’s, will be docu-
mented on the screening examination report form.

An examination will be judged inadequate if it cannot be carried out due to:
e participant discomfort or pain;
e participant refusal;
= inability to insert the probe;
e equipment malfunction;
< bowel interference; or
e some other condition.

When appropriate, the SC should make every attempt to reschedule inade-
quate examinations. If possible, the examination should be rescheduled before
the end of the participant’s reporting window. A QA exam with an inadequate
result should not be repeated as a PLCO screening exam or as a PLCO QA
exam.

15.3.4 Interpretation of Findings

The examination result should be an interpretation of the examination findings
only. The participant’s prior medical history or prior PLCO examination findings
should not be considered when assigning an examination result.

The following definitions of negative and abnormal results are provided. These
definitions will be used by the examiner in recording the findings on the exam-
ination form.

e Positive Screen (Referral Required): The prolate ellipsoid formula
(width x height x thickness x 0.523) will be used to calculate the vol-
ume of each ovary and/or cyst. For cysts, the maximum diameter will

be used in volume calculations [(max. diameter)3 X 0.523)]. An abnor-
mal (positive) transvaginal ultrasound will consist of one or more of the
following features:

» any ovary or cyst greater than 10 cubic cm in volume;

» any solid area or papillary projection extending into the cavity of a
cystic ovarian tumor of any size;

» any mixed (solid/cystic) component within a cystic ovarian tumor.
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e Negative Screen-No Abnormalities: An examination in which no abnor-
malities of any kind are found (regardless of whether or not the ovaries
are visualized).

< Negative Screen-Other Abnormalities (Referral Optional): An examina-
tion which reveals one or more abnormalities that do not satisfy the cri-
teria for a positive screening examination.

Note: If the examiner notes a nabothian cyst, defined as a cyst of the
nabothian gland (located in the cervix), the examiner can make the
decision whether or not to code the result as either Negative Screen -
No Abnormalities or Negative Screen - Other Abnormalities.

15.3.5 Referral of Participants for Abnormal Results

Negative and abnormal findings will be reported to the participant. Abnormal
findings that are suspicious for cancer will also result in the participant being
referred to a physician of her choice. The examiner will determine whether or
not a referral is needed for abnormal findings that are not suspicious for can-
cer. Each SC will institute procedures for referring participants to appropriate

physicians (see Chapter 6.0).

15.3.6 Reporting Medical Complications

Medical complications of the procedure that occur while the participant is at
the SC will be documented on the examination form. Serious medical compli-
cations that occur prior to the participant’s arrival at or after his departure
from the SC will be documented on the Report of Adverse Events for NIH-
Sponsored Clinical Trials (RAE) (Appendix A-17-11). The CC will provide infor-
mation on medical complications to the NCI for monitoring purposes. The SC
must also monitor medical complications so that appropriate action can be
taken should any problems become apparent.

Documenting Performance and Results of the Transvaginal
Ultrasound Examination

The performance and results of the TVU examination will be reported on the
Transvaginal Ultrasound Screening Examination Form (Appendix A-15-
1). A photograph or thermal print out of each ovary or adnexal area in trans-
verse and longitudinal planes will be made and retained as part of the perma-
nent record. The Participant Control Record (see Chapter 6.0) will also be
used to summarize information about the examination, including the examina-
tion result and the level of referral (i.e., the severity of the abnormality, if any,
and whether or not the SC recommends follow-up for this examination).

15.4.1 The Transvaginal Ultrasound Screening Examination Form

The TVU Screening Examination Form will be used to document the results of
the examination. The form provides documentation of the fact that the exami-
nation was performed, whether the examination was adequate or inadequate,
whether the results were negative or abnormal, and a description of abnormal
findings. The administrative section on the top of the first page of the form will
be completed by the SC coordinator. Parts A, B, and C of the form will be com-
pleted by the examiner. In some SCs another examiner (such as a radiologist)
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will interpret the findings. In such cases, the sonographer will complete Parts A
and B, and the second examiner will complete Part C.

Specifications for the TVU Screening Examination Form are provided in Appen-
dix A-15-1. It is the responsibility of the SC Coordinator to train the examiner
and the trainer in the use of this form.

15.4.2 Data Entry

After the examination form is completed, the SC Coordinator will manually edit
it. Any data retrieval with the examiner will be performed as expeditiously as
possible. The examination form and the Participant Control Record will be
receipted into the SMS, and the examination form will be scanned in its
entirety into the DEES. SMS receipt may be performed interactively or via the
DEES to SMS update function (see Chapter 17.0).

15.4.3 Reporting Results of the Transvaginal Ultrasound Examination

As described in Chapter 6.0 and Chapter 7.0, within three weeks of the screen-
ing visit, the SC will send the participant and the participant’s physician of
choice the results of the TVU examination. This reporting will be accomplished
using the Screening Test Results Report (STRR) or the SC’s version of the
STRR. The SC may, if desired, report the detailed findings from the examina-
tion using the Screening Examination Report for the Transvaginal Ultrasound
Examination (Appendix B-15-1: Screening Examination Report - Transvaginal
Ultrasound). This report is generated from DEES and is a decoded or “English”
version of the opscan form. The SC may also design its own materials for
reporting detailed findings. All such materials must be approved by the NCI
prior to implementation at the SC. Refer to Chapter 6.0 and Chapter 7.0 for a
detailed discussion of results reporting activities.

Examiner Qualifications, Training, and Certification

The TVU examination requires a trained examiner. The minimum qualifications
for the examiner and the PLCO training protocol are discussed in this section.

15.5.1 Minimum Qualifications for Examiners

The TVU examiner for the PLCO Screening Trial must be a sonographer who is
registered by the American Registry of Diagnostic Medical Sonographers
(ARDMS), has passed the OB/Gyn section of the ARDMS certification examina-
tion, and has performed 50-100 prior transvaginal ultrasound examinations. If
the examiner is a physician, s/he must be adequately trained in transvaginal
ultrasonography as determined by the Principal Investigator. The SC must
report the qualifications and licensure of each examiner to the NCI by submit-
ting a completed Record of Experience, Credentials and Training (ECT - Appen-
dix A-17-5). The ECT must be approved by the NCI prior to the initiation of
data collection activities. For any individual who is not a sonographer regis-
tered by the ARDMS, the SC Principal Investigator must document adequate
training and experience in a letter to be submitted with a completed ECT to
NCI.

15.5.2 Minimum Qualifications for QA Examiners

The QA examiner will be either a PLCO TVU trainer (see below) or a PLCO TVU
examiner who has performed at least 240 PLCO TVU exams in the prior 12
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months (average 20 per month) and detected one or both ovaries in at least
60 percent of those examinations deemed adequate. The Screening Center will
report the qualifications and licensure or board certification of each QA exam-
iner by submitting a completed Record of Experience, Credentials and Training
(ECT - Appendix A-17-5) with copies of the appropriate diplomas, certificates
and/or licenses. For any individual who is not a board certified radiologist with
specific training in ultrasonography, the SC Principal Investigator must docu-
ment adequate training and experience in a letter to be submitted with a com-
pleted ECT to NCI. The ECT must be approved by the NCI prior to the initiation
of QA activities. The TVU QA examiner status should be renewed at annual
intervals.

15.5.3 Minimum Qualifications for Trainers

The sonographer will be trained by a board certified radiologist with specific
training in ultrasonography (trainer). The Screening Center will report the
qualifications and licensure or board certification of each trainer to the NCI by
submitting a completed Record of Experience, Credentials and Training (ECT -
Appendix A-17-5) with copies of the appropriate diplomas, certificates and/or
licenses. For any individual who is not a board certified radiologist, the SC
Principal Investigator must document adequate training and experience in a
letter to be submitted with a completed ECT to NCI. The ECT must be
approved by the NCI prior to the initiation of training.

Examiner Training and Certification

Sonographers must be registered by the American Registry of Diagnostic Med-
ical Sonographers must have performed 50-100 TVU exams and must be ade-
quately trained in transvaginal ultrasonography as determined by the Principal
Investigator. No other certification will be required. Examiners will display
competence by successfully performing examinations accurately during train-
ing.

The SC Coordinator will be responsible for training the examiner and the
trainer in the use of the study forms and SC administrative procedures. The SC
must report the results of examiner training and certification to the NCI using
the Record of Experience, Credentials and Training (ECT).

Examination Standardization and Quality Control

For minimum quality standards to be maintained for the TVU, every reason-
able attempt will be made to image and photograph both ovaries in two per-
pendicular planes, (four images total). The examiner must provide
documentation of ovarian dimensions (if ovaries are successfully visualized).
In those participants who have previously had an ovary removed, a complete
examination will include visualization of the remaining structures. Inability to
visualize the ovaries, after every reasonable attempt, will be considered an
adequate examination with negative findings. In some examinations, the
examiner can only visualize some or part of one ovary, therefore s/he cannot
calculate ovarian volume. Such examinations should be considered inadequate
unless morphologic abnormalities that are considered “abnormal suspicious”
are visualized. In such cases, the result of “AS” should take precedent. If no
abnormalities are visualized, or if abnormalities that are not suspicious of can-
cer are visualized, then the examination should be considered inadequate.
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Quality control of the equipment will be assured by each institution’s compli-
ance with a maintenance program as dictated by state licensure regulations.

Each month, 14 screening tests will be repeated by QA examiner or trainer.
The number of exams to be repeated or reviewed as well as the method for
their selection are determined by NCI through consultation with each Screen-
ing Center (see APPENDIX L: PLCO Quality Assurance Plan). If in the process
of selecting exams for QA review/repeat, an exam with a result of Inadequate
(IN) is chosen, the QA exam should not be performed. Such exams should not
be selected for QA because the original reason for inadequacy may be out of
the examiner’s control and lead to further inadequate exams.

To assist the QA process, a form is provided on which the QA examiner will
record his/her findings. This form is the same as the TVU Screening Examina-
tion Form, except that it is titled Transvaginal Ultrasound Screening
Examination Form Quality Assurance (Appendix A-15-2), and is printed in
orange to help distinguish it from the original exam form. The SMS allows for
the receipt of the QA form and the data from the QA form can be scanned into
the DEES to facilitate comparison.

If the repeat examination/review does not have the same findings as the first
examination, referral will be made based on “worst case” abnormal findings,
regardless of whether the original examiner or the QA examiner found the
abnormal result. The following hierarchy exists for reporting worst case
results: First, the referral level is taken into account (1-4, with a 1 being the
highest level of referral.) Second, the diagnosis hierarchy is defined as AS, AN,
NG, IN, and RP. For example, if one examiner finds the exam negative with a
referral code of 4 (NG-4) and the other finds it abnormal, not suspicious with a
referral code of 3 (AN-3), the result will be reported based on the highest
referral level and the highest diagnosis code (AN-3).

Because reporting to the participant is required within three weeks of the visit,
it is important that the QA examination be completed in a timely manner so
that reporting can take place within the designated time period.

As outlined in the PLCO Quality Assurance Plan (APPENDIX L), it is the respon-
sibility of the SC to develop an SC-specific plan for repeat of TVU exams for
quality assurance purposes. The plan must be submitted to the NCI for review
prior to the initiation of screening. In addition, each SC will report the results
of quality assurance of the examiners to the NCI on a semi-annual basis.
Information to be reported includes the number of examinations (negative and
abnormal) repeated or the number of films reviewed by the QA examiner and
the level of agreement between the examiner and the QA examiner.
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Additional Procedures for Collection of Pathology Tissue are under Development.

16.0 COLLECTION OF PATHOLOGY MATERIAL AND

16.1

16.2

PATHOLOGY DATA REVIEW

Central Review of Pathology Slides

The pathology slides will be stored at the Central Repository and will be exam-
ined periodically throughout the year by the central Pathology Data Review
Committee, a team of NCI designated pathologists. The central committee will
histopathologically review all slides for confirmation of a PLCO cancer. If signif-
icant discrepancies are found between the central committee results and the
local pathologist results, the central committee will review both the pathology
report and the original cut slide that confirmed the cancer diagnosis. The cen-
tral committee will attempt to resolve all discordant cases.

When cases are discordant and the pathology report and original slide are nec-
essary for review by the central committee, the Central Repository Coordinator
will contact the SC Coordinator to request a copy of the pathology report and
the original cut slide. Original cut slides will be returned to the local patholo-
gist, if required.

Obtaining Pathology Slides from Local Pathologists

It will be the responsibility of the SC Coordinator to arrange with the local
pathologists to obtain pathology slides. The steps to be followed include:

e Pathology slides of all confirmed PLCO cancers found during the course
of the trial will be obtained from appropriate pathologists/hospital
pathology department (here referred to as the “local” pathologist).

e The SC Coordinator will contact the local pathologist to request permis-
sion to obtain one stained slide prepared by the local pathologist for
routine examination and determination of histology. The SC Coordina-
tor will request a representative slide that supports the diagnosis of
cancer and can be permanently retained for the trial. It is expected that
the slide will be a recut, since the local pathologist will likely not release
the original slide for permanent retention.

e The SC Coordinator will request that the slide be marked to indicate
that it is a recut slide. (If the original slide is later needed for review
(on loan) it will be necessary to indicate that it is an original slide.)

e The slide will be assigned a sample ID number and receipted into the
SMS (see Section 16.4).

« The slide will be labeled and stored in a storage box until shipped to the
Central Repository (see Section 16.5).

« Slides will be shipped quarterly to the Central Repository (see Section
16.6).

e If the results are discordant between the Central Pathology Data
Review Committee and the local pathologist, the SC Coordinator will be
asked to obtain the original slide for central review.

e Original slides which need to be returned to the local pathologist will
not be labeled with a sample ID. These slides will be receipted by the
identification number assigned to them by the local pathologist. Only
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slides for permanent retention will be assigned a sample ID number.
The Central Repository Coordinator will return original slides to the SC
after the review is completed. The SC Coordinator will receipt all
returned original slides in the SMS. (Note: Receipt of slides and related
information is not available from the SMS.)

Labeling and Receipting Pathology Slides

Each SC will use the SMS to generate a series of self-stick bar code labels that
will be used to label all pathology slides. A unique sample ID will be assigned
to each slide obtained for permanent retention. The sample ID will be a nine
character ID number. The format will be two alpha characters, followed by four
numeric characters (unique sequential sample identifier), followed by three
numeric characters (type of cancer). A representation of the sample ID labels
is presented below:

AA-NNNN-001 = Prostate Cancer Slide
AA-NNNN-002 = Lung Cancer Slide
AA-NNNN-003 = Colorectal Cancer Slide
AA-NNNN-004 = Ovarian Cancer Slide

In addition to attaching a sample ID label to the slide itself, a copy of the label
should be attached to the letter/form which was received from the local
pathologist accompanying the slide. A Participant ID label should also be
placed on this form. This step will provide hard copy documentation of the link
between the two identification numbers.

To avoid wasting labels, a sheet of labels will be generated for each type of
cancer at one time. Each sheet will contain enough labels for 144 slides.
Whenever a new slide for the particular type of cancer is received, the next
sequential label from the appropriate sheet of labels should be used.

As stated above, when review committee results are discordant, the original
slide will be requested, on loan. Original slides will not be labeled with a sam-
ple ID since they will not become part of the slide repository. These slides will
be receipted by the slide identification number assigned to them by the local
pathologist.

After the slide is properly identified and labeled, the SC Coordinator will receipt
the slide into the SMS. Items of information to be entered include the sample
ID number assigned (or local pathologist ID number if the slide is an original
which needs to be returned), the date of receipt, and whether the slide is an
original which needs to be returned to the local pathologist. (Note: Receipt of
slides and related information is not available from the SMS.)

Storing Pathology Slides

Pathology slides will be stored at room temperature until they are shipped to
the Central Repository. Procedures to be followed for storing slides are dis-
cussed below:

- After the pathology slide is receipted in the SMS, the SC Coordinator
will store the slide in sequential order in a slide box. Slide boxes should
hold approximately 25 slides with all slides separated. The recom-
mended storage box is:
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» Plastic Hinged box with 25 slide capacity
» Baxter Scientific Catalog # M6299.
e The slide boxes should be filled as much as possible before shipment.

= Each slide box will be labeled with box labels taken from the series of
self-stick sequentially numbered labels (series humber S-xxxx) gener-
ated by the SMS (see SMS User’s Guide/SMS Upgrade Documentation).
The “S” identifies these boxes as containing pathology slides. The next
four characters are the unique identifier number ranging from 0001 to
9999. These labels should be used in sequence.

< Duplicate labels will be generated for each box number. One label will
be placed on the top of the box. The second label will be placed on the
right side of the box as the box opening is facing the labeler.

16.5 Shipment of Slides to the Central Repository

Pathology slides will be shipped quarterly via certified mail to the Central
Repository. A Pathology Slide Transmittal Log will be included for every slide
box in the shipment. All shipments will be confirmed with the Central Reposi-
tory the day of the shipment.

Upon receipt of the pathology slides, the Central Repository Coordinator will
check the shipment to identify missing or damaged slides. The Central Reposi-
tory Coordinator will contact the SC Coordinator to resolve any problems.

The following sections describe the procedures to be followed for pathology
slide shipment.

16.5.1 Preparing Pathology Slides for Shipment

The tasks to be completed by the SC in preparing pathology slides for ship-
ment are as follows:

e Pathology slide shipments will be scheduled for Monday, Tuesday or
Wednesday. Slides should never be shipped to be received at the Cen-
tral Repository on a weekend or a holiday.

< On the day before a scheduled shipment the SC Coordinator will call the
Central Repository SC Coordinator to notify him/her of the upcoming
shipment and to give him/her an estimated date of arrival.

e The SC Coordinator will select the slide boxes to be shipped, then
access the SMS to print the Pathology Slide Transmittal Log
(Appendix B-16-1: Pathology Slide Transmittal Log) and a mailing
label. The Pathology Slide Transmittal Log will list all receipted pathol-
ogy slides which have not yet been sent to the Central Repository. The
SC Coordinator will use the transmittal log to inventory the slides for
shipment. If a slide cannot be located or cannot be shipped for some
reason, the SC Coordinator will access the SMS to update the status for
that slide ID number by deleting the shipping date and adding the
appropriate problem code. A modified transmittal will then be gener-
ated. Refer to the SMS User’s Guide/SMS Upgrade Documentation for
further information on generating the transmittal form and updating
the SMS.
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16.5.2 Packing Shipping Containers

The SC Coordinator will pack the pathology slides for shipment. The packing
procedures to be followed are described below:

Pack the slide box(es) in a shipping container such as a corrugated
fiberboard box.

Place several paper towels or some other padding inside the slide
box(es), on top of the slides to cushion the movement of the slides
inside the slide box(es).

Securely tape the slide box(es) closed.
Wrap the slide box(es) with bubble or other padded material.
Place the slide box(es) in the shipping container.

Fill the space around the box(es) with crumpled paper or other material
so the box(es) will not shift during transport.

Place a copy of the Pathology Slide Transmittal Log(s) in the shipping
container.

Seal the shipping container with strapping tape.

Label the pathology slide shipping container with the following informa-
tion:

» The SC (return) address;

» The address of the Central Repository;

» “Fragile -- Glass -- Handle with Care;” and
» “Clinical Specimens for Diagnostic Use.”

File a copy of the Pathology Slide Shipping Transmittal Log(s) in the SC
files.

The SC Coordinator will send the slides by certified mail to the Central
Repository.

The SC Coordinator will record the certified mail tracking number for
each shipping container on the SC file copy of the Pathology Slide
Transmittal Log(s) produced for that container.

16.5.3 Shipping Address and Contact Information

The address of the Central Repository is as follows:
(address to be determined)

The name and telephone number of the Central Repository Coordinator
is:

(name and phone number to be determined)

Receipt of Pathology Slides at the Central Repository

Upon receipt of the pathology slides at the Central Repository, the Central
Repository Coordinator will complete the “Date of Receipt,” “Time of Receipt,”
and “Number of Slides Received” items on the Pathology Slide Transmittal Log.
The Central Repository Coordinator will also check to ensure that all slides
have been delivered intact and that all slides are labeled.
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If the shipment is not received on schedule, or if there are any problems such
as discrepancy between transmittal and slide box or broken slides, the Central
Repository Coordinator will complete the “Problem with Slides” item on the
transmittal and will call the SC Coordinator to resolve the problem. If neces-
sary, the SC Coordinator will contact the local pathologist to obtain a replace-
ment slide.

Monitoring Pathology Slide Procurement Activities

The SC Coordinator can monitor the procurement of pathology slides through
the SMS. The following report will provide relevant information:

Open Forms Report (Appendix B-17-8: Open Forms/Specimens
Report): This report lists delinquent or outstanding forms by Participant
ID. Although not technically forms, pathology slides will be included on
this report.

Reporting the Results of Slide Procurement

The results of slide procurement activities will be sent to the Coordinating Cen-
ter through the transmission options in the Network Administration module of
the PLCO computer system. (See the Network User’'s Guide/Network Upgrade
Documentation for more information.)
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17.0 GUIDELINES FOR SCREENING CENTER

17.1

17.2

MANAGEMENT

Overview

The Screening Center (SC) Coordinator has overall responsibility for the man-
agement of the Screening Center. These management tasks include staffing,
scheduling and documenting data collection activities, record keeping,
requesting information, processing study data, shipping, transmitting data to
the Coordinating Center (CC), coordinating activities with satellite centers,
monitoring SC activities, and quality assurance.

This chapter describes the SC management activities and the tools provided to
perform these activities.

Staffing the Screening Center

Each SC is responsible for providing staff to recruit and screen participants,
process forms and specimens, perform cancer and vital status confirmation,
perform quality assurance measures, and manage SC activities. While each
Investigator may hire staff as s/he sees fit, it is suggested that the following
personnel be available at each SC:

e SC Coordinator;

e Examiners [physician or non-physician];
e Phlebotomist/Laboratory Technologist;

< Data Manager;

e Data Entry Clerk;

e General Office Staff;

e Lead Medical Record Abstractor;

e Medical Record Abstractor;

e Medical Coder (Nosologist); and

< Physician Consultants in Gynecology, Urology, Gastroenterology, and
Radiology.

17.2.1 Screening Center Staff Responsibilities

The following is an overview of the responsibilities of the SC staff, presented
by functional title. The responsibilities described under each title may not be
discrete, i.e., tasks within different titles may be performed by one individual.
The functional titles are used throughout this manual for convenience in
describing activities.

e SC Coordinator:

The SC Coordinator has overall responsibility for all SC data collection
and processing activities and will be the main contact point for interac-
tion with the NCI, the CC, UCLA and the Biorepository. The SC Coordi-
nator will train or supervise the training of staff to perform their
assigned duties and will oversee personnel and administrative proce-
dures within the SC.
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Examiners:
It is the responsibility of the examiners to:
» Perform screening tests on intervention participants;

» Complete a screening examination data collection form for each
examination; and

» Provide information to participants and answer participant ques-
tions about the examination.

Phlebotomist/Laboratory Technologist:

The blood collection and processing functions may be performed by one
or more staff members.

It is the responsibility of the phlebotomist to:

» Draw blood from intervention participants for the PSA and CA-125
blood tests, the Biorepository, and the Processing Laboratory.

It is the responsibility of the lab technologist to:
» Process blood samples according to PLCO protocol; and

» Package blood samples for shipment to UCLA, the Biorepository,
and the Processing Laboratory.

Data Manager:

Each SC may have a slightly different role for their Data Manager but
the main responsibility for this staff member should be to monitor the
processing of the study data. The Data Manager should work with the
SC Coordinator to monitor all receipt, scanning, coding, editing, ship-
ping, and general processing of study data.

Office Staff:

It is the responsibility of the office staff to assist the SC Coordinator
with all SC activities. In particular, clerical staff may be employed to
schedule appointments, receipt forms and specimens, operate optical
scanning equipment, and to perform mailing and telephone follow-up
activities.

Lead Medical Record Abstractor:

Each SC should have a designated Lead Medical Record Abstractor. The
responsibilities of the Lead Abstractor will include staffing, training,
quality assurance, and communicating with SC staff (Coordinator, PI,
Collaborating Physicians) and the CC. It is the responsibility of the Lead
Abstractor to monitor the results of the External Quality Assurance pro-
cess and re-train staff as necessary. See the Medical Record Abstract-
ing Quality Assurance (MRQ) Plan (APPENDIX L) for more details on the
External Quality Assurance process.

Medical Record Abstractor:
It is the responsibility of the medical record abstractor to:

» Obtain the necessary medical records for all participants with a pos-
itive screening examination and/or diagnosis of a PLCO cancer;

» Abstract information from the medical records onto the appropriate
Diagnostic Evaluation and/or Treatment Information forms;
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Abstract information from the medical records onto the Other Can-
cer Form; and

Obtain the TNM staging for each PLCO cancer diagnosed.

The medical record abstractor should have knowledge of medical
record terminology, anatomy, physiology and concepts of disease in
addition to basic medical coding instruction. The abstractor must
also have a minimum of 2 years on the job experience abstracting
medical records. The abstractor should also be trained on the PLCO
forms.

Nosologist:

It is the responsibility of the nosologist to:

>

Code medical diagnoses from the medical record or as reported by
the physician using the ICD-9 CM and ICDO-2 coding schemes, and
to code the TNM staging when it is not available in the medical
record.

The nosologist (medical coder) should have a medical background,
including knowledge of medical terminology, anatomy and physiology,
and concepts of disease, in addition to basic medical coding instruction.

The nosologist should also possess one or more of the following creden-
tials:

For 1CD9-CM coding (in order of desirability):

1.

Certified Coding Specialist (CCS) - This individual has obtained suf-
ficient coding expertise either through education, experience, or a
combination of the two to pass an advanced coding exam and
become certified.

Accredited Record Technician (ART) - An ART has at least an Associ-
ate’s degree in Medical Record Science and has passed an accredi-
tation exam. This individual must meet ART continuing education
requirements to maintain accreditation.

Registered Record Administrator (RRA) - An RRA has at least a
Bachelor’s degree in Medical Record Science, has passed a registra-
tion exam. This individual must meet RRA continuing education
requirements to maintain registration. If a person is an RRA and is
currently doing medical coding, then s/he may be qualified to con-
duct medical coding. If, however, an RRA is doing supervisory work,
then s/he is may not be up-to-date on medical coding.

For 1CD-0O coding and TNM staging:

1.

Certified Tumor Registrar (CTR or CTR-eligible) - A CTR is an indi-
vidual who has passed the Certification Examination for Cancer
Registrars which is offered by the National Board for Certification of
Registrars (NBCR). To maintain a certified status, a CTR must meet
current continuing education requirements of the National Cancer
Registrars Association (NCRA). To be eligible to take the Certifica-
tion Examination, an individual must meet one of the following
requirements as of the test date:

Two years full-time equivalent experience in the cancer registry
field.
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» Successful completion of a college level curriculum in cancer data
management/cancer registry, and a work experience component
composed of 120 hours in a CTR staffed computerized cancer regis-
try or 240 hours in a non-staffed CTR staffed computerized cancer
registry.

» One-year full-time equivalent experience in the cancer registry field
and successful completion of college level curriculum in medical
records, nursing, or other allied health field.

» One-year full-time equivalent experience in the cancer registry field
and credentialed or licensed status in a recognized allied health field
as determined by NBCR.

= Physician Consultants:
It is the responsibility of the physician consultants to:
» Provide advice and assistance to the examiners; and

» Perform quality assurance checks of screening examinations.

17.2.2 Training/Certification of SC Staff

The CC is responsible for training the SC Coordinators in the protocol and pro-
cedures for conducting the trial. The primary reason for training the SC staff is
to ensure that the protocol is clearly understood and that standard procedures
are followed across all SCs. Central training sessions conducted by the CC offer
the opportunity for hands-on practice with reference materials, data collection
instruments, blood processing protocols and equipment, and computer hard-
ware and software.

The CC conducted an initial training session for SC Coordinators prior to the
start of the pilot study. The purpose of this training was to familiarize the SC
Coordinators with the requirements of the study and the systems that were
implemented to support SC activities. Installation and training on the com-
puter systems took place after the initial SC Coordinator training, on-site. Each
SC submitted a comprehensive training and certification plan to the NCI at the
start of the study. Periodic retraining sessions have taken place since the main
study began. Training sessions may also be targeted at specific groups such as
medical record abstractors, data managers, or medical technologists. For
example, in accordance with the MRQ Plan (APPENDIX L), the CC will hold an
annual training/workshop for the medical record abstractors and nosologists.

The SC Coordinator has ongoing responsibility for training all staff on form use
and administrative procedures. In addition, the SC Coordinator must arrange
for training of non-physician medical personnel on the performance of the
screening examinations. Training/certification requirements for examiners are
described in the protocols for the screening examinations. The training and
certification processes for medical record abstractors and nosologists are out-
lined in the MRQ Plan (APPENDIX L.)

For each examiner or trainer, the SC Coordinator must submit a completed
Record of Experience, Credentials and Training (ECT) (Appendix A-17-5)
to the NCI for review. This documents the examiner or trainer’s qualifications
to perform screening examinations for the PLCO trial. For each medical record
abstractor or nosologist, the SC Coordinator must submit a completed Record
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17.3

of Credentials, Medical Record Abstractor and Nosologist Registration
Form (CAN, Appendix A-17-10) to the NCI for review. Staff must be deemed
qualified by the NCI before they may perform duties for PLCO.

17.2.3 Staff Identification Numbers

After a staff member has been trained (and certified, in the case of examiners)
and approved by NCI, s/he will be assigned an identification number through
the System Administration module of the SMS. The 4-digit ID number will
allow the SC considerable flexibility in assigning blocks of numbers to certain
types of staff, if desired. For example, the SC coordinator may wish to assign
all examiners ID numbers which start with “1,” all office staff ID numbers
which start with “2,” etc.

Each staff ID will be a unique identifier throughout the trial. This ID will be
recorded on all study forms completed by the staff member. This ID, once
assigned, cannot be deleted or reassigned to someone else. This is necessary
in order to maintain the link between staff members and the study data they
collected or processed.

In order to process PLCO examination data in the computer system, the exam-
iner ID on each data collection form must be valid. If an error occurs and an
examination is performed by a “non-PLCO” examiner, the occurrence is a pro-
tocol violation and should be reported as such (See Section 17.14). A non-
PLCO examiner is any examiner for whom a Record of Experience, Credentials
and Training (ECT) has not been submitted and who has not been approved by
the NCI. In such situations, the non-PLCO examiner should be assigned a staff
ID. The indicator “non-PLCO” should be entered as the position title for the
examiner. The examiner should be prohibited from performing additional
examinations until s/he is approved by the NCI.

The SC Coordinator will assign each staff member an ID number through the
“Staff” option in the Administration module of the SMS. In the staff table, the
staff member’s position should be abbreviated as described in the list of staff
positions in APPENDIX G. If the staff member holds multiple positions, all of
them should be recorded. The SC Coordinator will control the issuance of IDs
and the level of system access allowed to each staff member. Some staff
members may never directly use the system. Some may be assigned “read
only” access. Others will have full access, including the ability to randomize
participants in the trial. The level of access is controlled by the SC Coordinator
through the assignment of an access code to the individual staff member.
Refer to the SMS User’s Guide/SMS Upgrade Documentation for more informa-
tion on assigning access rights.

The SC Coordinator will monitor staff ID assignment using the Staff Report
(Appendix B-17-1: Staff Report). This report lists the staff ID, satellite center
affiliation (if any), name and position. The SC Coordinator should update the
Staff ID information to reflect changes in positions and the departure or arrival
of staff members. After a staff member leaves the PLCO Trial, his/her Staff 1D
should be flagged (*) as no longer active.

Overview of Computer Systems Provided by the
Coordinating Center

Computer systems will be provided by the CC to support the following SC
activities:
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e Recruitment;

< Randomization;

< Receipt control of forms and samples;
- Data entry and editing of forms;

< Study management activities, including expectations, participant status
and tracing;

* Shipping of samples and forms; and

e Transmission and receipt of data files between SCs, the CC, UCLA, NCS,
McKesson, the Biorepository, and the Processing Laboratory.

The PLCO computer system, PLCOnet, is a network of four or more worksta-
tions, a server and two printers. PLCOnet will be used to support the above
activities. Study management activities will be supported by the Study Man-
agement System (SMS). Data entry and editing of forms will be supported by
the Data Entry and Editing System (DEES).

Note: In May, 2004 the conversion of the SMS to a newer software platform
was completed at all SCs. Some modules providing functionality for phases of
the PLCO study completed prior to the conversion were not included in this
newer version of the SMS. These modules include:

e Tracking and Summarizing Recruitment (TASR)

< Randomization and Enrollment (RAND)

< Obsolete portions of the reporting functions of various modules
The SMS supports the following functions:

e Forms and Specimens Tracking — enables the SC staff to monitor
receipts and shipments of forms and specimens, to follow a partici-
pant’s progress throughout the trial, and to report the participant’s sta-
tus at any given time. Over the entire course of the PLCO Trial,
thousands of forms and specimens of various kinds will be collected and
managed by the SCs. This module provides the tools by which these
forms and specimens will be counted and accounted for at any time
throughout the trial. It will also fulfill the requirements specified for an
expectation system detailing upcoming events and will provide reports
on participant status and trial progress at the SC.

e Management of SMS Telecommunications — provides support for
the transmission of SMS data to and from UCLA, the Biorepository,
NCS, McKesson, and the Processing Laboratory.

e Data Export — provides for the export of selected data items to files
which may be used by the SC to perform customized data queries or to
produce customized reports.

e System Administration — provides for the assignment and tracking of
staff IDs, passwords and access rights.

e Reports — enables the SC staff to generate Management and Produc-
tion Reports, to generate various labels (PID, physician, address, par-
ticipant address, specimen box #, institute, and cards) and to create
user-defined reports against the SMS database.
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17.4

DEES was designed to work with an optical scanner to convert forms into elec-
tronic data. Once the data are collected, SCs edit the data to ensure accuracy
and then move critical elements of that data to SMS. DEES also supports the
following functions:

e Data Entry — the manual entry of data that the scanner cannot read
(e.g., verbatim data);

e Data View — the visual inspection and search for scanned data;

e Data Editing — the editing of the scanned data to identify missing or
incorrect information and manual setting of final disposition;

e Reports — the management of:
e scanned data using a series of reporting tools
= user-defined or ad hoc reports
e reprinting of previously-generated reports;

e Data Export — the export of the data to a variety of file formats, which
can then be easily imported and analyzed in any database application;
and

e Update SMS - the transfer of data from DEES to SMS.

The Network Administration module of PLCOnet supports the overall manage-
ment of the computer network. It provides functions such as data backup to
tape, telecommunications, virus checking, and disk review and repair.

Users manuals will be provided to the SC for each component of PLCOnet.
These manuals will detail all capabilities and procedures for using the system
and generating reports, listings and other documentation. These manuals are
titled Study Management System User’s Guide, Data Entry and Editing System
User’s Guide, and PLCO Network User’s Guide.

Management of Data Collection Activities

For each participant, data collection activities will take place at baseline (TO)
and then annually for approximately 13 additional years (T1-T13). Additional
data collection will take place for participants who are diagnosed with cancer
or who die during the course of the trial. The SC Coordinator is responsible for
managing all data collection activities which were described in detail in Chap-
ters 2 through 16 of this manual. The following sections provide an overview of
the scheduling of data collection activities, making requests for information,
and the procedures for documenting missing data and nonresponse.

17.4.1 Timeframe for Data Collection Activities

In each study year, a variety of activities requiring data collection will be con-
ducted for participants in both the intervention and the control groups. The
intervention participants will be asked to complete a screening visit in each of
the first six years of the study, and all participants will be asked to complete
questionnaires annually for approximately thirteen years. As noted above,
data will also be collected for participants who are diagnosed with cancer or
who die during the course of the trial. As described in Chapter 6.0 and Chapter
7.0, the “reporting period” for collection of baseline data is from randomization
until one month past randomization. The “reporting period “for collection of
follow-up data is from one month prior to the randomization anniversary date
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to one month after the randomization anniversary date. In addition, there is a
delinquency period after each window during which data may be collected, if
necessary. The length of this delinquency period varies by study activity. For
all non-screening study activities, the delinquency period extends until 3
months following the date of randomization or the randomization anniversary
date. For screening activities in the TO through T4 study years, the delin-
quency period extends until 6 months following the date of randomization or
the randomization anniversary date. For T5 screening activities, this delin-
quency period extends a full 12 months following the anniversary of random-
ization.

17.4.2 Data Collection Outside the Window

The SC should make every attempt to ensure that participants complete study
activities within the window. This includes randomizing intervention partici-
pants at a time when they will be available during the window for the six years
of screening. ldeally, participants will be screened at 12-month intervals with
the interval being within one month of the randomization anniversary date. If
this is not possible, screens should be scheduled allowing no more than 12
months and no less than 6 months between each screen. The following guide-
lines are for scheduling screening depending on whether the participant
expects to habitually be unavailable for screening during the reporting window.

1. If a participant is unable to be screened during the reporting window
during a single study year, but would like to continue to be screened
during the window in the future, the next visit(s) should be scheduled
within the reporting window.

2. If a participant is unable to be screened during the reporting window in
a single study year and is not sure of future plans, begin scheduling
attempts at the beginning of the reporting window for the next study
year. If it becomes apparent that s/he will not be available for screen-
ing during the window, then attempt to schedule the visit 12 months
after the last screening visit.

3. If a participant has a change of plans after s/he is enrolled, insists on
being screened outside the window and anticipates doing the same in
the following years (such as a “snowbird”), try to screen him/her at
approximate 12-month intervals instead of during the reporting win-
dow.

Note that the system cannot track individuals outside their window and a par-
ticipant will show up on expectations reports in accordance with the reporting
window that is based on his/her randomization date.

The following chart (Exhibit 17-1) lists the study activities. For each activity
the associated forms and data collection timeframes are also listed.

Exhibit 17-1: Overview of Data Collection Activities and Forms
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Type of Data

Activity

Instruments/Forms

Timeframe for

Collection Data Collection
Recruitment Identify Potential Partici- Eligibility Screener Effort Complete
Data Collection |pants and Screen for Eligibil-

ity

Obtain Informed Consent Informed Consent Form Effort Complete
Baseline Data Randomize/Enroll Eligible Eligibility Verification Form Effort Complete
Collection (TQ) | Participants

Collect Baseline Demo- Baseline Questionnaire (M/F) Effort Complete

graphic and Health History
Data

Baseline Locator Form
Dietary Questionnaire (Intervention only)
Diet History Questionnaire (Controls only)

(as needed)

Perform Screening Exami-
nations (Intervention only)

Participant Control Record

Blood Collection Form/Blood Test Results (file)
Digital Rectal Screening Exam Form

Flexible Sigmoidoscopy Screening Exam Form
Chest X-ray Screening Exam Form
Transvaginal Ultrasound Screening Exam Form
Comments Continuation Form

Effort Complete
(as needed)

Document Nonresponse

Missing Data Form
Nonresponse Form

Effort Complete
(as needed)

Annual Data
Collection (T1-
T5)

Collect Annual Health His-
tory and Update Locator
Information

Annual Study Update
Followup Locator Form (optional)

From 1 month
prior to RAD** to
3 months past
RAD

Collect Contamination
Assessment Information
(Control and Intervention)

Health Status Questionnaire (HSM/HSW)

As determined.

Perform Screening Exami-
nations (Intervention only)

Participant Control Record

Blood Collection Form/Blood Test Results (file),
(T1-T5)

Digital Rectal Screening Exam Form (T1-T3)
Flexible Sigmoidoscopy Screening Exam Form
(T5 only)

Chest X-ray Screening Exam Form (T1-T3, T3=
smokers and former smokers)

Transvaginal Ultrasound Screening Exam Form
(T1-T3)

Comments Continuation Form

TO-T4: From 1
month prior to
RAD** to 6
months past RAD
T5: From 1 month
prior to RAD** to
12 months past
RAD

Document Nonresponse

Missing Data Form
Nonresponse Form

From 1 month
prior to RAD** to
1 month prior to
next RAD

Collect Dietary Data

Diet History Questionnaire (T3 Interventions
only)

From 1 month
prior to RAD** to
3 months past
RAD
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Type of Data

Timeframe for

) Activity Instruments/Forms Data
Collection .
Collection
Annual Data Collect Buccal Cell Sample |Buccal Cell Collection Kit 0.
Collection (T1- | (Control only) 1

T5) (continued)

Ascertain Cancer Status of
Participants:

Confirm Suspected Can-
cers

Prostate Cancer Diagnostic Evaluation Form
Lung Cancer Diagnostic Evaluation Form
Colorectal Cancer Diagnostic Evaluation Form
Ovarian Cancer Diagnostic Evaluation Form
Other Cancer Confirmation Form

Comments Continuation Form

From report of
possible cancer
to 1 month prior
to RAD**

Collect Cancer Treatment
Information

Prostate Cancer Treatment Information Form
Lung Cancer Treatment Information Form
Colorectal Cancer Treatment Information Form
Ovarian Cancer Treatment Information Form
Comments Continuation Form

Within 1 year of
report of cancer

Search Cancer Registries Registries Search List (not yet implemented) Annually
Ascertain Vital Status of Par-
ticipants: .
Search National Death NDI Search List Every year
Index Vital Status Confirmation List As needed

Acquire Death Certifi-
cates

Annual Data
Collection (T6-
T13)

Collect Annual Health His-
tory
Update Locator Information

Annual Study Update
Follow-up Locator Form (optional)

From 1 month
prior to RAD** to
3 months past
RAD

Document Nonresponse

Missing Data Form
Nonresponse Form

From 1 month
prior to RAD** to
3 months past
RAD

Ascertain Cancer Status of
Participants:

Confirm Suspected Can-
cers

Prostate Cancer Diagnostic Evaluation Form
Lung Cancer Diagnostic Evaluation Form
Colorectal Cancer Diagnostic Evaluation Form
Ovarian Cancer Diagnostic Evaluation Form
Other Cancer Confirmation Form

Comments Continuation Form

From report of
possible cancer
to 1 month prior
to RAD**

Collect Cancer Treat-
ment Information

Prostate Cancer Treatment Information Form
Lung Cancer Treatment Information Form
Colorectal Cancer Treatment Information Form
Ovarian Cancer Treatment Information Form
Other Cancer Confirmation Form

Comments Continuation Form

Within 1 year of
report of cancer
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* RD = Randomization Date

** RAD = Randomization Anniversary Date

17.4.3 Requests for Information

Requests for information will be made to participants, physicians, and institu-
tions throughout the course of the trial. There are ten types of requests that
are supported by the SMS:

1.

10.

11.

Requests to participants to complete the Protocol Changes Consent
(Chapter 3.0);
Requests to participants to complete the Etiologic Studies Consent
(Chapter 3.0);
Requests to participants to complete the Diet History Questionnaire
(Chapters 5 and 6) Note: Requests to complete the Baseline Question-

naire, Baseline Locator Form, and Dietary Questionnaire are no longer
available from the SMS;

Requests to participants to complete the Annual Study Update (Chapter
7.0);

Requests to participants to complete the Follow-up Locator Form
(Chapter 7.0);

Requests to participants to complete the Health Status Questionnaire
(Chapter 7.0);

Requests to cancer registries to search for PLCO participants (Chapter
8.0) (not yet implemented);

Requests to hospitals and physicians for medical records (Chapter 8.0);
Requests to the National Death Index for matches with PLCO partici-
pants (Chapter 9.0);

Requests to state vital statistics offices for death certificates (Chapter
9.0); and

Note: Requests to control participants to complete the Buccal Cell sam-
ple collection kit is no longer available from the SMS (Chapter 18.0).

The SC Coordinator will use the Requests component of the SMS to generate
lists of participants for whom these requests must be made. Each type of
request is described below:

Requests to participants to complete the Protocol Changes Con-
sent:

Participants will be included on the PCC Directive (Appendix B-3-1: PCC
Directive/Late Directive) if they were randomized to the Intervention
group before July 1, 1999.

Requests to participants to complete the Etiologic Studies Con-
sent:

All participants will be asked to complete an Etiologic Studies Consent
(ESC). Participants randomized prior to the 4.1 systems upgrade
(March 1998) will appear on the ESC Directive (Appendix B-10-6: ESC
Directive) after the 5.2 systems upgrade. Participants randomized after
March 1998 will be included on an ESC Directive at the time of random-
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ization. If a request was already made and three weeks have passed
with no receipt of the requested information, a late directive (Appendix
B-10-6: ESC Directive) can be generated which indicates which partici-
pants may require follow-up action. Mailing labels can be generated for
repeat mailings, if needed.

Requests to participants to complete the Baseline Question-
naire, Baseline Locator Form, and Dietary Questionnaire:

Participants will be included on a Baseline Directive (Appendix B-5-1:
Baseline Directive) as soon as they are randomized into the trial. If the
request for completion of the Baseline Questionnaire, Baseline Locator
Form and/or Dietary Questionnaire has been made and three weeks
have passed with no receipt of the completed forms, a late directive
can be generated which indicates which participants may require some
action (telephone call, repeat mailing). Mailing labels can be generated
for repeat mailings, if needed. Note: Requests to complete the Baseline
Questionnaire, Baseline Locator Form, and Dietary Questionnaire are
no longer available from the SMS.

Requests to participants to complete the Annual Study Update:

Participants will be included on the ASU Directive (Appendix B-7-1: ASU
Directive - Participant due for New Form) if they are entering their
activity window for study years T1 through T12. If a request was
already made and three weeks have passed with no receipt of the
requested information, a late directive (Appendix B-7-2: ASU Directive
- Late Respondents) can be generated which indicates which partici-
pants may require follow-up action. Mailing labels can be generated for
repeat mailings, if needed.

Requests to participants to complete the Follow-up Locator
Form:

Although administration of the Follow-up Locator Form is optional, the
SC Coordinator may generate an FLF Directive (Appendix B-7-7: FLF
Directive) to indicate which participants are entering their activity win-
dow for study years T1 through T13. If a request was already made and
three weeks have passed with no receipt of the requested information,
a late directive can be generated which indicates which participants
may require follow-up action. Mailing labels can be generated for
repeat mailings, if needed.

Requests to participants to complete the Health Status Ques-
tionnaire:

Participants will be included on the HSQ Directive (Appendix B-7-8:
HSQ Directive) if they have been randomly chosen for Contamination
Assessment. If a request was already made and three weeks have
passed with no receipt of the requested information, a late directive
(Appendix B-7-8: HSQ Directive) can be generated which indicates
which participants require follow-up action. Mailing labels can be gener-
ated for repeat mailings, if needed.

Requests to cancer registries to search for PLCO participants:

The Cancer Registries Request List (Appendix B-8-1: Cancer Registries
Request List, this report has not yet been implemented) will be used to
facilitate a cancer registry submission. It will include all participants for
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whom the SC has not received a death notification or a confirmation of
cancer. The list will contain participant identifiers likely needed for the
submission. (Because one list is being provided for all SCs, it is possible
that it may not meet the specifications of all cancer registries.) The list
can be generated as a hard copy list or as an ASCII file. It is expected
that requests to cancer registries will be made on an annual (or less
frequent) basis.

Requests to hospitals and physicians for medical records:

Each SC may develop a letter or form to be sent to physicians and hos-
pitals to request medical records. A sample letter for this purpose is
provided in Appendix C-8-2.

The Medical Record Background Report (Appendix B-8-2: Medical
Record Background Report) will facilitate the process of requesting
medical records. This report (one per participant) lists participant and
physician identifying information and information on the reported can-
cer which will be needed to request and review the medical record. It
also lists any participant cancers listed on the Baseline Questionnaire.
The report can be generated for participants for whom a cancer has
been reported and/or cancer confirmation activities need to be carried
out. For example, this report can show participants with outstanding
Diagnostic Evaluation forms (DE), all cancer confirmation forms (OCF),
and Treatment Information forms (TI). Additionally, the report can be
completed for participants who have complete cancer confirmation
activities.

Requests to the National Death Index for matches with PLCO
participants:

The National Death Index List (Appendix B-9-1: National Death Index
List) will identify all participants eligible for inclusion in an NDI, or
NDI+, death submission. This includes all participants whose vital sta-
tus is unknown as of the date through which the NDI database is cur-
rently updated. It is expected that submissions to NDI will be made on
an annual (or less frequent) basis.

Requests to state vital statistics offices for death certificates:
See Section 9.2 for details.

Requests to participants to complete the buccal cell sample col-
lection kit:

Control participants with signed ESCs will be selected to receive the
Buccal Cell Collection Kit based on the selection criteria outlined in
Chapter 18.0, and will be included on the Buccal Cell Directive (Appen-
dix B-18-1: Buccal Cell Directive/Late Directive). If a request was
already made and three weeks have passed with no receipt of the buc-
cal cell sample at the Biorepository, a late directive (Appendix B-18-1:
Buccal Cell Directive/Late Directive) can be generated which indicates
which participants may require follow-up action. (Note: Requests to
complete the buccal cell sample collection kit are no longer available
from the SMS.)
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The SC Coordinator should determine the appropriate follow-up for each type
of request. In general, two mailings should be followed by telephone contact if
no response has been received. Refer to the SMS User’s Guide/SMS Upgrade
Documentation for detailed instructions for using the Requests module.

17.4.4 Documenting Missing Data

The SC Coordinator will complete a Missing Data Form (MDF) (Appendix A-
17-1) when a participant is unable or unwilling to complete a study activity
before the end of the activity window for that study year. This may be due to a
variety of reasons such as participant refusal, inability to locate the partici-
pant, suspected death of the participant, etc. The MDF includes subcodes to
document additional information about why the activity was not completed.

The Missing Data Form will be completed as follows:

e The SC identifying information will be recorded on the top of the form
and the Participant ID label will be affixed to the form.

e The box for each form that will not be completed will be checked.
e The study year code (TO - T13) will be recorded.

e The code indicating the main reason for the missing data will be
recorded the appropriate subcode will also be recorded. The possible
reasons are:

1 -Refused Procedure/Activity

5 -Can’t Locate/Contact

6 -Out of Window

7 -PLCO Organ Removed

8 -Other (Specify)

C -Reported PLCO Cancer

D -Deceased

E -Erroneous Report of Cancer

F -Follow-up Colonoscopy Indicated
R -Records Could Not Be Obtained

Specifications for the Missing Data Form are in Appendix A-17-1

< The subcodes indicate additional information for the missing data. For
more information, refer to Appendix A-17-1.

After the form has been completed, it will be receipted into the SMS. This will
“turn off” system expectations for the data collection form that was marked for
the study year that was marked on the MDF. The completed MDF should be
filed in the participant’s study file. See Section 17.6.1 for information on
receipting forms.

In situations where a MDF should be deleted from SMS (i.e., actual study form
received or found or the MDF was completed in error), the SC should delete
the MDF from SMS but keep the hardcopy MDF in the participant’s folder. SC
staff should document on the MDF why the MDF was deleted from SMS and ini-
tial and date the form.
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17.4.5 Documenting Nonresponse

When a participant will no longer be participating in any aspect of the study
that involves participant contact, such as screening visits and completing
questionnaires, due to a medical condition, refusal, or because s/he is lost to
contact, the SC Coordinator will complete a Nonresponse Form (NRF) (Appen-
dix A-17-2). (It should be noted that such “lost” participants will continue to
be involved in follow-up activities that do not involve direct contact such as
National Death Index searches, Cancer Registry searches, death certificate
acquisition, etc., unless the participant has withdrawn consent in writing.)

The Nonresponse Form will be completed as follows:

1. The SC identifying information will be recorded on the top of the form
and the Participant ID label will be affixed to the form.

2. The reason for nonresponse will be checked and medical conditions,
refusals and loss of contact will be described in detail in the space pro-
vided.

3. The effective date (i.e., date of refusal, etc.) will be recorded.
Specifications for the Nonresponse Form are given in Appendix A-17-2

If the reason for non-response is refusal, at the time of the refusal, the SC
may attempt to collect data for a final Annual Study Update, even if it is in the
middle of the participant’s study year. However, only one ASU should be com-
pleted per participant per study year (See Chapter 7.0). In addition, the ASU
should be receipted into the SMS prior to receipting the NRF.

The Nonresponse Form should be completed at the discretion of the SC Coordi-
nator, but its use should be minimized. It should only be used when there is no
reasonable chance that the participant will be willing or able to participate in
study activities in the future.

After the form has been completed, it will be receipted into the SMS. This will
“turn off” system expectations for all activities that involve participant contact.
The completed NRF should be filed in the participant’s study file. See Section
17.6.1 for information on receipting forms.

17.4.6 Documenting a Participant’'s Request to Withdraw from the
Study

If a participant requests to withdraw from the PLCO study, the request should
be honored. However, the SC should not take any action beyond what is spe-
cifically requested by the participant. The SC should have in place a process to
prioritize refusals/withdrawals for refusal conversion. If the SC has thoroughly
reviewed a case and has judged a refusal as irreversible, a Non-Response
Form should be completed to indicate the participant’s category of refusal. The
Non-Response Form will list 3 categories of refusal:

1. No Active Contact with Participant: The participant has refused to
participate in all activities involving participant contact.

2. No Passive Follow-up (or active contact): The participant has
refused to participate in all activities involving participant contact and
has requested specifically that no additional information about him/her
be collected.

3. Participant Withdraws Consent — Remove Information from
PLCO Files*: The participant has refused to participate in all activities
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involving participant contact and has requested that no additional infor-
mation about him/her be collected. The participant has requested, spe-
cifically in writing, that all information already collected be removed
from the PLCO files.

(*The SC should receive a request in writing from the participant for
NRF level 3.)

Following completion of the Non-Response Form, it should be receipted into
the SMS. Receipt of a Non-Response Form will automatically remove the par-
ticipant from any future expectations for examinations, specimen collection or
questionnaires. If the participant is already in the activity window for an exam
or questionnaire, a Missing Data Form must be completed for all current activ-
ities.

Until further notice, it will be the responsibility of the SC to keep track of any
participants with a Refusal Level 2. The SC should discontinue all follow-up of
these participants. The SC should not attempt to collect medical records or tis-
sue samples. The SC should not attempt to ascertain the participant’s cancer
or vital status. In addition to the Non-Response Form, Missing Data Forms
should be receipted for all forms currently listed as outstanding (i.e. medical
record abstracting forms, etc.)

Until further notice, it will be the SC’s responsibility to send any Non-Response
Form receipted with Refusal Level 3 to the SC Coordinator at the CC. The SC
should send to the CC:

1. Photocopy of the Non-Response Form
2. Photocopy of the participant’s letter requesting records be destroyed

3. Photocopy of the SC’s letter to the participant confirming that the data
will be returned/destroyed, etc.

4. Photocopy of the Participant Overview Report.

The CC will initiate procedures to delete the participant information from all
PLCO data files in all locations. Upon completion of the data purging process, a
written report will be sent to the SC Coordinator. It will be the SC’s responsibil-
ity to remove all hard copy documents from the PLCO files and dispose of them
as dictated by the SC institutional IRBs. NCI is also requiring that the SC keep
a copy of all participant documents and return the originals to the participant.
In the event that there is litigation the SC must have a copy of the signed
informed consent and all subsequent documentation.

Note: If the participant has withdrawn permission for biospecimen storage,
either as part of his or her withdrawal from the study or without withdrawing
from the study, the SC must send notification in writing to the SC Coordinator
at the CC. The CC will instruct the Biorepository and UCLA to destroy the par-
ticipant’s samples. Upon completion of this activity, the CC will submit a report
to the SC Coordinator listing all destroyed samples. In addition, the SC should
also destroy any of the participant’s samples that had not yet been shipped to
UCLA or the Biorepository.

Upon receipt of the Non-Response Form with a refusal level of 3 and/or memo
from the SC, the CC will coordinate the deletion of data from any of the appli-
cable sources below.

= The CC will delete all data from SMS and DEES using the script
written for deleting duplicate randomizations. The CC will
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17.5

request that the SC send a copy of the report generated during
the online session and to delete any Privacy Act data.

The CC will delete all applicable data from any of the CC data
collection efforts. Any relevant hardcopy forms will be retrieved
and returned to the SC. These efforts currently include:

» Contamination Assessment (HSW, HSM and receipt control system)
» Dietary Questionnaire (DQX)

» Diet History Questionnaire (DHQ)

» RNA pilot effort

» DHQ/DQX pilot effort

» Buccal Cell pilot effort

» Death Review efforts:
Death Certificate Data File
Death Review Processing and Tracking System (DRPTS)
Cause of Death Questionnaire (CDQ)
Death Review Committee forms

The CC will coordinate the removal of all data and/or specimens
from:

» IMS

» UCLA

» Biorepository

» Processing Laboratory

» NCS

» Analytic Laboratories

» Buccal Cell Kit Mailing Company

Upon completion of the tasks above, the CC will forward a summary report and
any applicable hardcopy documents to the Screening Center.

Organization of Study Data

The SC Coordinator has overall responsibility for maintaining participant files.
The following sections describe record keeping and data security measures.

17.5.1 Record Keeping of Hard Copy Data

Each participant in the study must have a file at the SC. This file will be used to
store all documents related to the participant such as:

Completed Eligibility Screener;
Signed Consent Form(s);

Completed Baseline Questionnaire;
Completed Baseline Locator Form;
Completed Annual Study Updates;
Completed Follow-up Locator Forms;

Completed Screening Examination Forms;
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e Completed Participant Control Records;

e Screening Test Results Reports;

e Result Letters to Participant and Physician;
= DEES Screening Examination Report;

e Missing Data and Nonresponse Forms;

e Completed Medical Record Abstract Forms (Diagnostic Evaluation,
Treatment Information and Other Cancer Form);

< Pathology report, if participant diagnosed with cancer;
e TNM Classification form, if participant diagnosed with a PLCO cancer;

e All medical record documentation for cancer confirmation or death ver-
ification, including autopsy report;

e Other medical documentation (x-ray films, ultrasound films, etc.);
< Death certificate, if participant is deceased;

< Reports of Adverse Events for NIH-Sponsored Clinical Trials (if applica-
ble);

e Administrative Tracking Form (if a randomized ineligible);
e SC Report of Protocol Violation (if applicable);

e Tracing documents;

e Appointment records;

= Unused Participant ID labels and blood sample ID labels;
< Additional correspondence.

It is suggested that all correspondence, tracing documents, and documents
supporting cancer and vital status determinations be labeled with the partici-
pant’s ID. It is also suggested that files be organized in Participant ID order as
many of the study forms will not have the participant name recorded on them.

Study documents and data may not be stored in the participant’s regular med-
ical record at any hospital or institution with which the SC may be affiliated.
Copies of screening results, however, may eventually become part of a partic-
ipant’s regular medical record as a result of referral of the participant to a phy-
sician for follow-up of an abnormal screening result. Study documents will be
kept for approximately two years after the end of the study and then
destroyed.

Throughout the life of the PLCO Trial study forms have been and will continue
to be revised to improve data collection and/or to reflect protocol changes.
When new forms are distributed, it is recommended that the SC keep on hand
about 25 of each of the “old” version forms. These old versions may be needed
for the correction or transcription of previously completed forms or simply for
reference purposes.

17.5.2 Storage of Computer System Reports

It is recommended that computer system reports, in particular, edit reports,
be stored according to the following guidelines:

= TASR Production Edits (Session Edit Reports) - at least 2 months
(This effort is complete.);
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e SMS Intra-form Edit - at least 2 months;
e SMS Inter-form Edit - at least 2 months;

= SMS UCLA Blood Transmittals - do not discard - these reports may
be particularly valuable when investigating blood problems;

= DEES Forms Scanned Report - at least 2 months;

= DEES Key Field Error Report - at least 2 months;

= DEES Duplicate Records Reports - at least 2 months;
= DEES Edits - at least 2 months;

< Buccal Cell Reports — at least 2 months;

< All reports created automatically during update to SMS from
DEES (UPDSMS) - at least 2 months; and

= All reports generated by SMS upon download of UCLA data,
especially “Errors on PSA/CA-125 Analysis File - Results
Returned from UCLA with No Corresponding Vial to BCF
Records” Report - do not discard - these reports may be particularly
valuable when investigating blood problems.

Refer to the system manuals and upgrade documentation for more information
regarding these reports.

17.5.3 Data Security

All participant files must be maintained in a locked area at the SC. The SC
Coordinator will control access to this area. In particular, documents contain-
ing participant name and social security number such as the Baseline Ques-
tionnaire, the Annual Study Update, the locator forms, death certificate, and
the Study ID Assignment Report must be access controlled.

Some SCs may wish to use a mailing house to distribute recruitment or other
PLCO materials such as newsletters. Any SC wishing to release participant
information to a mailing house, must first obtain from the mailing house, a
written statement assuring that participant confidentiality will be maintained.
A copy of the statement should be submitted to the NCI and the CC. If the SC
is providing a list or file of names and addresses of potential participants, with-
out any data elements linking the potential participant to enrollment in the
trial, it is not necessary to obtain an assurance of confidentiality.

Access to the study computer systems will also be controlled. As described
above, each SC staff member will be assigned a four-digit ID. The SC Coordi-
nator will be responsible for determining the level of access allowed for each
ID. For example, examiners may only be given read access to the SMS and the
DEES, data entry clerks may be given read/write access to the DEES but no
access to the SMS, and other staff may be given varying levels of access to
both the SMS and the DEES. Refer to the SMS User’s Guide/SMS Upgrade Doc-
umentation for instructions on restricting system access.

In addition, all data files can only be accessed through the CC-provided soft-
ware. The software itself is provided in executable form only and cannot be
modified by SC staff. Only selected data items approved by the NCI may be
exported to files for internal use at the SC utilizing the Data Export option in
SMS and DEES.
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17.5.4 Documenting Loss of Hard Copy Data

Loss of a hard copy data collection form is considered a violation of the PLCO
protocol and should be reported as such on the SC Report of Protocol Violation
(Appendix A-17-7). The following section describes the actions to be taken in

the event of such a loss.

In the event that a completed data collection form is lost before it can be
receipted and scanned, the following rules should be applied:

1.

If there is a source document, such as a dictated report, a new data
collection form should be completed from the source document. The
new form should be receipted and scanned.

If there is no dictated report, but there is a chest x-ray, a TVU film, or
an FSG videotape or photograph, the original examiner (interpreter)
should review the film and complete the examination form. If the origi-
nal examiner (interpreter) is not available, another examiner (inter-
preter) should review the film and complete the examination form. The
new form should be receipted and scanned. If the result on the new
data collection form is different from the original result given to the
participant, the new result should be reported to participant and a Pro-
tocol Violation form should be completed.

If there is no dictated report, and no film, video or photo, the SC should
contact the participant to reschedule the examination. (Or in the case
of a lost Baseline Questionnaire or ASU, the SC should contact the par-
ticipant to administer the questionnaire again.) Note: a lost dietary
questionnaire (DQX or DHQ) should not be re-administered. The repeat
exam should be considered the next sequential visit of the study year.
The result of the repeat examination should be reported to the partici-
pant. If the participant will not repeat the exam, a MDF should be com-
pleted and receipted for the examination. (Or if the participant will not
complete the questionnaire, an MDF should be completed). A Protocol
Violation form should be also completed to document the loss of the
original form. Please note: If an ASU is lost before double data entry is
completed, that is, it has been entered only once, the data should be
deleted from the SMS and the participant should complete a new form.

In the event that a participant gets follow-up from a report of a positive
exam and an MDF has been receipted for the examination (because all
study documentation was lost before it was scanned in DEES and/or
receipted in SMS and the participant could not or would not repeat the
examination), this should be indicated on the Protocol Violation form.
The SC should update the participant’s cancer status in SMS to “S” for
suspected with a source code of “PVF”. “PVF” indicates that an explana-
tion of the source may be found on a protocol violation form.

If an ASU form is lost prior to completing double data entry and the form is
less than one year old, it should be re-administered to the participant. If the
form is older than one year, the SC should not attempt re-administration.
Instead, a MDF should be filed for the missing form and a Protocol Violation
Report (Appendix A-17-7) should be completed.
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17.6

In the event that a data collection form has been receipted and/or scanned
before it is lost, the form should not be recreated from SMS and/or DEES data.
The SMS and/or DEES data should not be deleted or modified. A Protocol Vio-
lation form should be should be completed to document loss of the data collec-
tion form.

In the event that a data collection form has been receipted in the SMS but has
not been scanned, a current version of the missing Op-scan form can be com-
pleted with the few variables that are already receipted in the SMS. The form
can be scanned, edited and finalized with an FIC (Final Incomplete) disposi-
tion. The reason 'lost hard-copy after form receipted should be documented in
the comment section of the exam form and entered into DEES. A Protocol Vio-
lation form should be completed to document loss of the data collection form.

In the event that an entire study file is lost, the SC should access the system
to determine which forms have been receipted and scanned for the participant
during each study year. A new file should be created and a Protocol Violation
form should be completed. The Protocol Violation form should contain to the
extent possible, a list of all lost forms. A new signed informed consent form
should be obtained from the participant and placed in the new file.

Processing Study Data

The SC Coordinator has overall responsibility for the processing of all study
data. For each study activity a form will be completed to indicate that the
activity took place or that the data will not be collected for that activity. Some
forms will be completed by SC staff (such as the screening examination forms
and medical record abstract forms), and others will be completed by partici-
pants (such as the Baseline Questionnaire and the Annual Study Update).
Some of the forms are “opscan,” that is, they are specially printed and the
data are scanned into the system using an Optical Mark Reader. These are the
Baseline Questionnaire, screening examination forms, and medical record
abstract forms. Some forms are “non-opscan,” that is, they are plain paper
(usually photocopied) data collection forms. These are the Annual Study
Update, the locator forms and the administrative forms such as the Missing
Data Form, Report of Adverse Events for NIH-Sponsored Clinical Trials, etc.
Data from opscan forms must be entered into DEES and SMS; data from non-
opscan forms are entered primarily into SMS.

The major forms processing activities are as follows:
= Manual edit (including coding)
= Receipt into SMS
e Scanning (opscan forms only)
= Data Entry of Non-Scannable Items (opscan forms only)
= Computer edit (SMS and DEES)
< Data retrieval

= Assignment of disposition code (final or interim - opscan forms
only)
These steps may be performed in several different orders, however it is rec-

ommended that opscan forms be scanned first, edited by the computer, final-
ized, and then receipted into the SMS using the DEES to SMS Update function.
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This method is efficient and more accurate than keyed data entry into the
SMS. The following flowchart (Figure 17-1) describes the processing of study
data.
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Figure 17-1: Flow of Data Processing SMS Receipt and Editing / DEES Entry
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Figure 17-1: Flow Chart of Data Processing (continued)
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The administrative section of each data collection form includes the form pro-
cessing items shown below in Figure 17-2.

FORM PROCESSING

(DARKEN CIRCLES AS STEPS ARE COMPLETED):

O Form Receipted into SMS Data Retrieval:

O Manual Review Completed O Attempted OR O None Required

Data Entry of Non-Scannable Items: Final Disposition:

O Completed OR O None Required O Final Complete (FCM) OR O Final Incomplete (FIC)

Figure 17-2. Administrative Section of Data Collection Forms

The SC staff may use these circles to mark the form processing steps as they
are completed. The use of the form processing check boxes (with the excep-
tion of final disposition) is optional; they are provided as a tool for SC staff to
see, at a glance, the processing status of each form. (See Section 17.6.6 for a
discussion of assigning final disposition).

The following sections contain an overview of each step in the processing of
PLCO forms.

17.6.1 Manual Editing

Manual editing involves two main steps: (1) reviewing the form to check for
legibility, completeness and consistency; and (2) making changes to the form
after the review and/or data retrieval. The following are guidelines for manual
editing:

1. Review the form for completeness and legibility.
2. Make any changes that do not require data retrieval.
On opscan forms:

» Make sure that the circles are completely blackened with a #2 pen-
cil or a pen. Make sure that there are no check marks (instead of
blackened circles). Darken any bubbles that are too light.

» Make sure that there are no stray marks near the answer circles.
Any writing should be no closer than 1 inch from the answer catego-
ries. Make notes in the white space away from answer categories.

» If a change to an opscan bubble is needed, circle the original bubble
in red, erase or “white-out” the original bubble, re-mark it in red,
and mark the corrected bubble in pencil or pen, regardless of
whether the participant used a similar pencil or pen on the other
bubbles on the form. Mark your initials and the date next to the
item.

» The SC should attempt to correct any errors where the participant
or examiner has neglected to zero-fill a number (e.g., changing “7”
to “07” in a two-column field), without performing data retrieval. If
a “zero-fill” error on a critical data item cannot reasonably be cor-
rected without contacting the participant or the examiner, then data
retrieval must be performed.
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3. Review the critical data items to determine whether or not they require
data retrieval.

4. Perform data retrieval and annotate the form as follows:

If the item in question was left blank and, upon data retrieval, the par-
ticipant or examiner is unwilling or unable to supply the data, leave the
item blank, and mark your initials and the date near the question.

If the item in question was left blank and, upon data retrieval, the par-
ticipant or examiner supplies the data, complete the item and mark
your initials and the date near the question.

» If the new data involve an opscan bubble, you may mark the
bubble in pencil or pen, regardless of whether the participant
used a similar pencil or pen on the other bubbles on the form.

» If the new data involve a verbatim response, record the data in
another color ink or pencil from the participant’s original
response.

If the item in question was completed incorrectly (e.g., an incorrect
examination result) or required clarification, and the participant or phy-
sician supplied different or additional data, make the changes as follows
and mark your initials and the date near the question.

» If the changes involve an opscan bubble, circle the original bub-
ble in red, erase or “white-out” the original bubble, re-mark it in
red, and mark the corrected bubble in pencil or pen, regardless
of whether the participant used a similar pencil or pen on the
other bubbles on the form.

» If the changes involve a verbatim response, using another color
ink or pencil, cross out the original verbatim response with one
line and write the corrected response near it; original verbatim
responses should never be erased.

The specifications for the data collection forms should be consulted, as neces-
sary, during manual editing. All changes to individual items on data collection
forms should be initialed and dated. Any erasure or change that has not been
initialed or dated will be considered a participant/examiner change.

17.6.1.1 Coding

Some data collected during the trial will be coded by the SC. Coding involves
assighing a numeric code to verbatim responses or classifying responses into
specified categories. The SC may wish to write these codes in another color ink
directly on the data collection form. Many of the codes may also be selected
from an on-line lookup table during the SMS receipt process. The following
data will be coded:

< Reported Cancers:

Cancers reported on the Baseline Questionnaire (items 21 and 30),
Other Cancer Form (item A.12) and the Annual Study Update (item 2)
will be assigned 3-digit numeric codes by SC staff. The list of cancer
codes is included in Appendix I: Cancer Codes. When the form is
receipted into the SMS, the code will be entered. In addition, if an
“other” response is reported the verbatim will be entered.

= Family Relationships:
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Relationships of family members with cancer that are reported on the
Baseline Questionnaire (Q.21) will be assigned 2-digit numeric codes by
SC staff. The list of relationship codes is included in Appendix I: Cancer
Codes.

« Place of Birth:

The participant’s place of birth will be coded into a two-digit numeric.
The list of location codes is included in Appendix I: Cancer Codes.

= Other responses:

Occasionally, the participant may write out a response that is more
appropriately ascribed to one of the coded categories. If the response
that the participant has written in the margin matches one of the
responses for a related question but is phrased differently, blacken the
appropriate circle under the related question. The definition for each
response to a given item is given in the form specifications.

For example, on the Baseline Questionnaire, if the participant writes, “I
don’t know” in the margin of a question in which “Don’t Know” is a
response category, blacken the circle next to “Don’t Know.”

The specifications for the data collection form will include the appropriate cod-
ing rules and should always be consulted when coding.

17.6.1.2 Maintaining a Coding Decision Log

A coding decision log should be maintained by the SC. The purpose of the log
is to document all coding decisions made at the SC that are not covered in the
coding rules outlined in the form specifications or in the PLCO Screening Trial
Decision Logs.

Coding decisions are made when the SC changes a participant’s response to a
question, without doing data retrieval to clarify the response. If the SC makes
a change based on an established rule (as given in the specifications or a sub-
sequent PLCO Screening Trial Decision Log), it is not necessary to record it in
the Coding Decision Log. If a change is made that is not guided by an estab-
lished rule, it must be documented in the log.

The CC has developed a standard Coding Decision Log (Appendix A-17-3)
which documents the following items:

e Sequential decision number;

e Participant ID;

e Today’s date;

e Form ID;

e Data item;

- Participant response; and

e SC-determined response/code.

This log may be modified by the SC, however, the SC may only add additional
data items to be collected; the items listed above may not be deleted from the
log.
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For example, on the Baseline Questionnaire - Female, Question 51 asks about
the use of female hormones. If the participant wrote, “I take premarin” in the
margin and did not darken any of the response circles, the SC may decide to
darken the circle for “Yes,” since Premarin is a female hormone. In this situa-
tion, the Coding Decision Log might look as follows:

Participant ID Date Form Code | Data ltem Participant SC Determined
Response Code
430000-1 12/4/93 BQF 51 “Took Premarin” Recorded a Yes (2)

response since this is
estrogen therapy

After a review of the SC Coding Decision Logs, if the NCI determines that the
way the SC coded a response was incorrect or inconsistent with other SCs, the
SC will be responsible for cleaning the data from all affected participants. The
Coding Decision Log will provide a list of the IDs of all participants who were
subject to this change.

17.6.2 Data Retrieval

Data retrieval is the process of recontacting or revisiting the source of the
information (participant, examiner, physician, laboratory, medical record, etc.)
to obtain missing or incomplete information and to clarify confusing informa-
tion. See Chapter 6.0 for detailed information regarding data retrieval for the
Dietary Questionnaire (DQX) and the Diet History Questionnaire (DHQ.) For
detailed information about Health Status Questionnaire (HSQ) data retrieval,

see Chapter 7.0.

On the Baseline Questionnaire and Annual Study Update, a subset of the items
on the form(s) are designated by NCI as “critical.” Data retrieval is required for
critical data items that are incomplete, unclear or not answered. If time and
resources permit, data retrieval may also be performed for those items desig-
nated by NCI as non-critical. On the examination forms all items (except those
related to forms processing) are considered critical. Critical data items will be
identified on the specifications for the data collection form and, for Baseline
Questionnaires, they will be identified on the DEES edit report.

Data retrieval from participants will involve contacting participants (usually by
phone) to clarify their responses to critical data items. Data retrieval on non-
critical data will be at the discretion of the SC Coordinator. Data retrieval
should not be directed to the participant’s physician, nor should the SC access
medical records to obtain answers for items on the Baseline Questionnaire or
Annual Study Update.

Although critical data items requiring data retrieval on questionnaires may be
identified during the manual edit, to reduce participant burden, it may be pref-
erable to wait until the computer edit (Section 17.6.5) is complete and all data
retrieval items are identified, before attempting data retrieval. For examina-
tion forms, it is preferable to identify data retrieval items during the manual
edit so that they may be resolved with examiners before or very soon after the
participant leaves the clinic. It is not advisable to perform data retrieval on
screening examination forms more than a few days after the examination is
completed.
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There are no requirements for the number of attempts that must be made to
contact a participant for data retrieval on a Baseline Questionnaire or an
Annual Study Update, and the SC Coordinator may set guidelines for how
many attempts will be made to contact participants for data retrieval. The fol-
lowing are some suggested guidelines:

e At least 5 attempts are made to contact a participant by telephone.

e Each call is placed on a different day of the week, Monday through Fri-
day.

- If possible, two additional calls are placed, one on Saturday, and one
on Sunday.

< The first and last calls are separated by at least one week.

e The calls are made at different times each day, morning, afternoon and
evening.

After data retrieval is performed, if the SC is using the optional form process-
ing items, the data retrieval item may be completed. If data retrieval was
attempted, whether successful or not, the circle marked “Attempted” should
be darkened. If no data retrieval was required, the circle marked “None
Required” should be darkened.

17.6.3 Receipting Forms and Specimens

All study forms must be receipted into the Entry module of the SMS in order to
indicate to the system that the activity was completed. Receipting involves
entering the form type, the Participant ID, and key information contained on
the form, into the SMS. For certain study forms, which represent activities that
have been completed, only the ability to view already-receipted information is
available from the SMS.

For all participants, both intervention and control, the forms to be receipted
include:

e Eligibility Verification Form (view only)
e Baseline Questionnaire (view only)
e Locator Forms (Baseline - view only - and Follow-up)
- Diet History Questionnaire
e Annual Study Update
< Medical Record Abstract Forms
» Diagnostic Evaluation Form
» Treatment Information Form
» Other Cancer Form
= Death Certificate
= Missing Data Form
= Nonresponse Form
= Administrative Tracking Form
e Etiologic Studies Consent

e Health Status Questionnaire (HSM/HSW - Appendix A-17-8/Appendix
A-17-9)
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The following forms should be receipted for intervention participants only:
e Screening Examination Forms, including Blood Collection Form(s)
e Participant Control Record (view only)
+ Dietary Questionnaire (view only)
e Protocol Changes Consent

Specimens will also be receipted into the SMS. A blood sample ID label will be
affixed to the Blood Collection Form and will be entered when the Blood Collec-
tion Form is receipted. Blood test results will be receipted from data files trans-
mitted electronically from UCLA. Returned buccal cell kits will be receipted
from data files transmitted electronically from the buccal cell kit mailing com-
pany. (See Chapter 18.0 for more information regarding the buccal cell collec-
tion procedures.) In the future, the SMS will be modified to allow receipt of
pathology slides.

Non-opscan forms will be receipted via keyed data entry directly into the SMS.
Opscan forms may be receipted via keyed data entry into the SMS, or via the
DEES to SMS update. Both of these methods are described in the following
sections.

17.6.3.1 Receipt via Keyed Data Entry into SMS
The following steps will be performed for keyed SMS receipt:

e The user will select the type of form or specimen from a menu and will
be prompted to enter some key information from the form.

e The following key information from the top of each form, will be
entered into the SMS for all forms

» Participant ID (wand bar-coded label or type into the system);
» Study Year (TO-T13);

» Form Completion Date;

» Receipt Date (defaults to today’s date if not entered).

< Additional elements may be entered from some forms although the
majority of data will be scanned using the Optical Mark Reader and will
be handled by the DEES.

Forms of the same type may be batched and receipted at the same time to
reduce keying errors and promote efficient use of the system. Although most
forms must be receipted individually, some forms, such as consent forms and
Eligibility Verification Forms, may be receipted into the system in batch. In
batch, all identical receipt information will be entered once, followed by entry
of individualized information such as Participant ID. (Note: Batch receipt is no
longer available from the SMS.)

After forms and specimens are receipted, the participant’s status will be auto-
matically updated in the system and the next set of expectations (i.e., the next
data due to be collected) will be generated for the participant. Each form that
is receipted will affect the system’s expectations for that participant. Refer to
the SMS User's Guide/SMS Upgrade Documentation for more information on
the expectations built into the SMS.
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17.6.3.2 Receipt via the SMS Update function

Receipt of data via the Update SMS Function is recommended because it is
efficient and accurate. In order to receipt forms via the Update SMS, the user
must first scan, edit and finalize a batch or several batches of opscan data col-
lection forms. (See Sections 17.6.4, 17.6.5, and 17.6.6 below). The user will
then select the Update SMS function from a menu in DEES and the valid data
will automatically be updated to SMS. Any invalid data or data relating to blood
vials that have already been shipped, will not be updated. Valid data from
DEES that are successfully transferred will overwrite any data that are in the
SMS. The user will be notified of updates to the Participant Control Record
(PCR) which may affect reporting of examination results or to the participant’s
cancer status which may affect medical record abstracting and subsequent
screening. If a PCR has not been receipted in the SMS for a specific participant,
study year and visit, successful transfer of examination data from DEES will
cause the PCR record to be created in the SMS.

17.6.4 Optical Scanning and Data Entry

All study op-scan forms will be scanned into the Data Entry and Editing System
(DEES). Any data that are non-scannable (such as verbatim responses) will be
keyed into the system. If an opscan form is damaged so that it cannot be
scanned, the information from the damaged form should be carefully copied to
a new form. It is recommended that a second person proof the copy before the
copy is scanned. Both the copy and the original should be kept in the partici-
pant’s study file.

Detailed instructions for operating the Optical Mark Reader and for data entry
are given in the DEES User’s Guide.

17.6.5 Computer Editing

After the forms have been scanned, the user may run one or more programs
to edit the data for each form by doing range and logic checks to identify illog-
ical, discrepant or missing data. The system will then print an edit report, gen-
erated by form type. As noted in Section 17.5.2, it is recommended that these
edit reports be stored for at least 2 months because they are often useful for
problem investigation.

The edits should be carefully reviewed and updates made, as appropriate. It is
required that all errors in the data involving critical data items be resolved
through data retrieval (see Section 17.6.2). Any changes to be made to the
data collection form as a result of the computer edits should be marked
directly on the original form (as described in Section 17.6.1) and the form
should be rescanned. After a form is rescanned, the computer edit should
again be generated. Once the SC Coordinator is satisfied that the form is as
clean as possible, a final disposition code (final complete or final incomplete)
can be assigned.

It may not always be possible to correct the errors flagged by the DEES edit
programs. An edit is intended to be a signal to the SC to investigate and deter-
mine the cause of the error. If, for example, the examiner simply could not
ascertain a piece of information and left it blank on the form, a DEES error will
be generated, but will not be able to be fixed, and the form should be coded
with a disposition of “Final Incomplete” (See Section 17.6.6 below). If, on the
other hand the examiner did not follow a skip pattern correctly, the DEES
errors should alert SC staff to contact the examiner to correct the form.
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17.6.6 Assigning the Form Disposition

The SC is required to assign a disposition to each opscan form. There is one
interim disposition and two final dispositions:

< Interim Complete (ICM): This disposition is available on the medical
record abstract forms only. This disposition may be assigned when
there are outstanding data but the SC would like to scan the data that
are available into the DEES. (Since it may take a number of months for
all of the data to be abstracted, it is recommended that the form be
scanned into the Data Entry and Editing System each time it is
updated.)

= Final Complete (FCM): This disposition may be assigned when there
are no errors reported on the DEES edit report or the only errors
reported are “UNLIKELY” errors that have been investigated by the SC,
or errors on the optional form processing items.

= Final Incomplete (FIC): This disposition may be assigned when there
are errors reported on the DEES edit report (except UNLIKELY errors
that have been investigated) which cannot be corrected. This includes
errors that cannot be corrected because data retrieval is not required
for the item, or because the information could not be obtained, even
with data retrieval.

The disposition may be assigned in three ways:
1. by darkening the bubble on the opscan form and scanning it;
by keying the disposition into DEES;

3. by allowing the computer to assign the final disposition for forms with
no errors (FCM only).

Note that with the installation of SMS Version 2.04, the DEES automatically
assigns the disposition “Final Complete” (FCM) to each op-scan form that
passes all edits. For forms scanned and edited after the SMS 2.04 upgrade was
installed, it is not necessary to darken the Final Disposition circle in the Form
Processing box on those forms that have been assigned a Final Complete
(FCM) disposition by DEES. However, the Final Disposition field should be com-
pleted on all Final Incomplete (FIC) forms. All opscan forms scanned and
edited prior to the installation of SMS Version 2.04 should have the final dispo-
sition marked on the from, even those forms for which the final disposition was
keyed rather than scanned.

It is not advisable to finalize a form after making any type of change to the
data (such as a verbatim) without running edits a final time. Although it may
be unlikely, it is possible that a data entry error could be made while keying
data (e.g., entering a verbatim in the wrong place) or the scanner may not
perform in the same way it did previously and the data scanned may not be
identical to what was scanned before. The edits will hopefully alert data man-
agement staff to any problems that result from data changes.

Shipping

Throughout the study, specimens and documents will be shipped in bulk from
the SC to outside institutions including the CC, UCLA, the Biorepository, the
Processing Laboratory, the pathology slide repository at the NCI, National
Computer Systems (NCS), and the buccal cell kit mailing company - McKesson
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Bioservices, Inc. The SMS supports shipping activities by providing transmit-
tals to accompany shipments and a means of tracking what has been sent. An
overview of these shipping activities is given below. These shipping activities
are also discussed in the relevant previous chapters of this manual. (See
Chapter 6.0 for more details regarding dietary questionnaire (DQX/DHQ) ship-
ments, Chapter 7.0 for Health Status Questionnaire (HSQ) shipments, Chapter
9.0 for Death Review materials shipments, and Chapter 10.0 for blood sample
shipments, and Chapter 18.0 for buccal cell shipments.)

17.7.1 Shipping Blood Samples

Blood samples collected from the intervention participants will be shipped to
the central laboratory at UCLA for CA-125 and PSA testing, to the Bioreposi-
tory for long term storage and eventual assays associated with adjunct stud-
ies, and to the Processing Laboratory for processing and long term storage

(see Chapter 10.0).

Shipping to UCLA will be done on a weekly basis. Once a week, the SC Coordi-
nator will generate a transmittal form for blood samples from the Shipping
module of the SMS (See the SMS User’s Guide/SMS Upgrade Documentation).
All samples which were receipted without problems (that would prevent ship-
ping) during the previous week will appear on the transmittal as available/due
for shipment. The SC staff will locate and batch the blood vials according to the
transmittal. If a specimen cannot be located, has been destroyed, or other
problems are identified that will prevent shipping, the shipping clerk will cross
the sample ID off the transmittal, remove the shipping date from the SMS and
enter a problem code. At this point, a corrected transmittal should be gener-
ated. The SC Coordinator will retain one copy of the transmittal and send one
copy to UCLA with the specimens. The specimens will be packed and shipped
according to the specifications in Chapter 10.0 of this manual.

Shipments to the Biorepository will be done at least once per month and will
be handled in the same manner as shipments to UCLA, with a computer-gen-
erated transmittal being produced by the SMS. Shipments to the Processing
Laboratory will be done daily and will be documented using a transmittal that
is maintained manually. See Chapter 10.0 for more information on the ship-
ping of blood samples.

17.7.2 Shipping Pathology Slides
Procedures for shipping pathology slides are under development.

17.7.3 Shipping Dietary Questionnaires

At baseline, intervention participants will complete the Dietary Questionnaire
(DQX) and starting in December 1999 control participants will complete the
Diet History Questionnaire (DHQ). Starting July 1, 2002, completed dietary
questionnaires (DQX) will be shipped to Westat for optical scanning. As with
other shipments, a transmittal will be generated listing all receipted question-
naires not previously shipped. One copy of the transmittal will accompany the
shipment and the second copy will be filed at the SC. Note: The SC should
always generate the DHQ and DQX transmittals prior to the monthly data
transmissions to the CC. This way the data delivered to the CC will be current,
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17.9

listing the dietary questionnaire receipts and shipments. See Chapter 6.0 for
additional details on shipping dietary questionnaires. (Note: Shipping of the
Dietary Questionnaire is no longer available from the SMS.)

Transmission of Data to the Coordinating Center

The SCs will transmit data to the CC on a monthly basis using the Zip Drive
Data Transmission options in the Administration module of PLCOnet. When the
data transmission application is run, the system will automatically compress
and save SMS and DEES data files on a secure Zip disk attached to one of the
workstations at the SC. The SC then mails the disk overnight FedEx to the CC
for processing. Certain information including names, addresses, social security
numbers, physicians and hospitals will not be transmitted. Refer to the Net-
work User’s Guide/Telecommunications for instructions for sending monthly
data transmissions.

Prior to the beginning of each calendar year (January-December), a schedule
for data transmission to the CC will be sent by the CC to the SC. Prior to 2002
data transmission was sent according to the study year schedule (October-
September).

The CC will perform quality assurance checks of the data received from the
SCs and will notify the SC Coordinator of any problems with the data (see Sec-
tion 17.15.2 below).

Coordination of Data Collection and Reporting in Satellite
Centers

A number of SCs have satellite centers where randomization and screening
activities take place. It is crucial that the collection and reporting of data in
these centers be coordinated with the main center. There are three types of
SC activities which must be coordinated between the main and satellite cen-
ters: (1) randomization and enrollment of participants, (2) processing and
storage of forms and specimens, and (3) status reporting.

Since the main center will house the PLCO computer network that is used for
randomization, the satellite centers must call the main center to confirm eligi-
bility and randomize participants. Participant ID labels will be distributed in
advance of randomization to each of the satellite centers (see Chapter 4.0).

All SCs with satellite centers must record satellite center ID on all forms which
contain a field for collecting this information (such as Baseline Questionnaires,
Medical Record Abstracting forms, and exam forms). All data collection forms
and specimens must be receipted and entered into the SMS and the DEES
which are located at the main center. It is strongly suggested that all com-
pleted participant study forms be stored centrally at the main center after they
are entered into the computer. Forms completed at satellite centers should be
mailed to the main center for data entry and storage. The satellite centers may
want to set up study folders for each participant at the center to store Partici-
pant ID labels, blood sample ID labels, forms in process, and copies of com-
pleted forms. Blood samples may be stored at each satellite center and
shipped on dry ice separately to the laboratory, provided a freezer is available
to store the samples at -70 degrees and staff is available to ship the samples
to UCLA, the Biorepository, and the Processing Laboratory. If this is not possi-
ble, the samples should be mailed or hand carried to the main center (either
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on dry ice if already frozen or within four hours of collection) where they will
be included with other samples for shipment. Currently, the SMS does not pro-
vide separate transmittals for satellite centers.

Periodically, the satellite centers will require status information regarding
study activities for participants seen at their center. Status reports will be gen-
erated from the SMS at the main center and sent to the satellite centers as
needed. The ad hoc report and data export features of the system may be
used to generate reports sorted by satellite center.

17.10 Managing Participant Transfers

Only intervention participants may be transferred from one SC to another.
Control participants who relocate should be followed by mail at their new
address. If an intervention participant wishes to relocate to a new SC area and
wishes to continue to participate in the trial, the following steps should be
taken to complete the transfer:

1. The participant must sign a new consent form to be provided by the
new SC. If the participant has already signed an Etiologic Studies Con-
sent (ESC), s/he will not have to sign a second ESC at the new SC. In
these circumstances the ESC expectations and receipt issues will be
updated and transferred to the new SC.

2. All data collection forms that are in process should be completely pro-
cessed, cleaned and finalized before the transfer is initiated. Once this
has been completed, the SC should generate the Participant Overview
Report (POR) (Appendix B-17-10: Participant Overview Report).

3. The signed consent form, copies of all hard copy records, the Partici-
pant Overview Report and several sheets of the individual's Participant
ID labels should be sent with a cover memo from the old SC to the new
SC. The cover memo should include the participant’s PID number, ran-
domization date and whether or not they have been screened for the
current study year. The letter should document the plan for the partici-
pant or the SC to complete any outstanding expectations listed on the
Participant Overview Report. The letter should also explain the circum-
stances of the transfer, including the participant’s new location, and his
or her attitude toward the trial. Copies of the cover memo and the Par-
ticipant Overview Report should be sent to NCI and to the CC. The SC
should ensure that all participant identifiers (i.e., name and address)
have been deleted on the Participant Overview Report (black magic
marker or white out can be used).

4. When the CC receives the memo describing the transfer, the CC will
contact both SCs and will move selected SMS computer records from
the originating SC to the receiving SC. The CC will contact the originat-
ing SC to resolve any outstanding forms documented on the Participant
Overview Report prior to completing the transfer process in the study
management system. The originating SC should not receipt any addi-
tional forms for the participant once the CC has completed the transfer
process in the SMS. If any forms are received by the originating SC, the
originating SC should coordinate with the transfer SC and the CC
regarding the receipt of the additional forms. If the participant transfers
at the beginning of a study year, there will be open expectations for
that study year. The originating SC should not receipt any Missing Data
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Forms to address open expectations that will be handled by the desti-
nation SC. Receipting of Missing Data Forms may result in a conflict of
the particular activity status for the transfer participant. The CC will
automatically mark the participation status field in the SMS as PT (par-
ticipant transferred) at the originating SC and AP (added participant) at
the receiving SC. This will effectively remove the participant from all
expectation reports produced by the originating SC for subsequent
study year activities. All transfer participants’ PIDs will remain constant
throughout the trial and will not change.

5. Once the consent, copies of forms and cover letter are received at the
new SC and the appropriate files have been transferred, the new SC
can initiate contact with the participant to administer questionnaires or
schedule screening exams, as necessary.

6. Participants who return to their original SC are then assigned a status
of RT (return transfer.) In these cases the SC must manually track all
expectations, as the system does not support returns.

Note that if a participant wishes to transfer to another SC, the new SC should
accept the transfer, unless justifiable reasons for not accepting the transfer
are provided.

If a transfer participant requires death or cancer confirmation, the SCs
involved should contact the CC MRA Coordinator to discuss the appropriate
method of record collection and forms completion. It will be very important for
both SCs to work together and cooperate with each other to ensure the best
data collection for transfer participants. The timing and location of the partici-
pant’s death or cancer diagnosis/ treatment will play a part in determining
which SC should conduct the followup and complete the appropriate forms. In
most cases, the originating SC will be expected to collect the appropriate
records then forward them to the new SC for abstraction and forms comple-
tion. Note: Regardless of the circumstances, once the forms are completed
and ready for receipt, they will have to be receipted/scanned at the SC where
the participant is currently active.

17.11 Monitoring Data Collection Activities

Throughout the study, the SC Coordinator will be responsible for monitoring all
data collection activities. This will be done using reports generated from the
SMS. The standard PLCO reports are listed in Exhibit 17-2. The SC Coordinator
may also wish to develop additional manual or automated reports to supple-
ment those supplied by the SMS. The SMS provides a facility for ad hoc queries
of the study data and export of selected data items to files, enabling the SC
Coordinator to produce customized reports as needed. The following sections
describe standard reports for monitoring recruitment status, enrollment sta-
tus, participant status, SC activities related to screening and follow-up, and
cancer incidence. (Note: A number of reports related to completed study
efforts are no longer available from the SMS. These reports will be so noted.)
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Exhibit 17-2. Overview of PLCO Reports

Monitoring || Report Name (MOOP || Description || System Svstem Path Recommended
Activity Appendix) of Report Module y Frequency

MONITOR-

ING

REPORTS:

Recruitment | Recruitment Summary For current SMS TASR/REPORTS/MAN- | Effort Complete

Status Report (B-2-1) period and for AGEMENT/ SUMMARY | (As Needed)

(No longer available)

the study to
date, summa-
rizes potential
participants by
recruitment sta-
tus.

No longer available

Recruitment
Status (con-
tinued)

Recruitment Progress
Report (B-2-2)
(No longer available)

Shows the num-
ber of potential
participants by
recruitment sta-
tus, and those
with eligibility
pending by gen-
der, race and
age group.

SMS

TASR/REPORTS/MAN-
AGEMENT/
PROGRESS

No longer available

Effort Complete
(As Needed)

Eligibility Screener
Review (B-2-3)
(No longer available)

Shows potential
participants who
have not
returned screen-
ers, and those
who have
returned them
but have not
signed the con-
sent.

SMS

TASR/REPORTS/MAN-
AGEMENT/ ELIGIBLE
No longer available

Effort Complete
(As Needed)

Session Edits (Produc-
