SWOG@

Leading cancer research. Together.

June 15, 2011

TO: ALL SWOG MEMBER, CCOP CCOP AND CGOP MEDICAL
RGOS CHAIRS DEFICE ONCOLOGISTS, RADIATION ONCOLOGISTS AND PATHOLOGISTS

FROM: Megan M. Wardeski, Protocol Coordinator

RE: SWOG-8736, "Treatment of Localized Non-Hodgkin's Lymphoma:
Comparison of Chemotherapy (CHOP) to Chemotherapy Plus Radiation
Therapy." Study Coordinators: Drs. T. Miller, J.R. Cassady, and C. Spier.

REVISION #14

Study Coordinator: Thomas P. Miller, M.D.
Phone number: 520/626-2667

IRB Review Requirements
OPERATIONS OFFICE

() Full board review required. Reason:
() Initial activation (should your institution choose to participate)
() Increased risk to patient
() Complete study redesign
() Addition of tissue banking requirements
() Study closure due to new risk information

(V)  Expedited review allowed

STATISTICAL CENTER ()" Noreview required

REVISION #14

The study referenced above has been revised as follows:

1. Page 14, Section 7.64: The following sentence has been added to the end of
this section because follow-up is no longer deemed necessary: "(Note: It has
been determined that follow-up until death is unnecessary, therefore, all follow-up
on this study has ended effective 7/1/2011.)".

Please append this notice to the front of your copy of the protocol, insert the replacement
pages and forward to the responsible Institutional Review Board.

This memorandum serves to notify the NCI and SWOG Statistical Center.

cc: PROTOCOL & INFORMATION OFFICE
Michael LeBlanc, Ph.D.
Joseph Unger, M.S.
Bryan Goldman, M.S.
Iris Syquia
Jeri Jardine
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Southwest

Oncology Group

A National Clinical Research Group

May 15, 1998

TO: ALL SOUTHWEST ONCOLOGY GROUP, CCOP AND CGOP MEDICAL
ONCOLOGISTS, RADIATION ONCOLOGISTS AND PATHOLOGISTS

FROM: Tamra N. Oner, Protocol Coordinator

RE: SWO0G-8736, “Treatment of A%
Comparison of Chemotherapy mal toh
Therapy.” Study Coordinators; DBaSaT. Milleg

\ fret, M.D. replaces J. Robert Cassady,
gor for this study. This change is reflected

A replacement page is enclosed for the face page. Please append this notice to the front of
your copy of the protocol and insert this replacement page.

This memorandum serves to notify the NCl and Southwest Oncology Group Statistical
Center.

cc: PROTOCOL & INFORMATION OFFICE
Michael LeBlanc, Ph.D.
Joseph Unger, M.D.
Susan Carlin
Tracy Maher

Operations Office .
14980 Omicron Drive*San Antonio, TX 78245-3217 * Telephone 210-677-8808 ¢ FAX 210-677-0006 * http://www.00.saci.org



Southwest

Oncology Group

A National Clinical Research Group

May 1, 1997

TO: ALL SOUTHWEST ONCOLOGY GROUP, CCOP AND CGOP MEDICAL
ONCOLOGISTS, RADIATION ONCOLOGISTS AND PATHOLOGISTS

FROM: Tamra N. Oner - Protocol Coordinator

RE: SWOG-8736, “Treatment of Localized Non-Hodgkin’s Lymphoma:

Companson of Chemotherapy (CHOP) to Chemotherapy Plus Radiation
Therapy.” Study Coordinators: Drs. T. Miller, J.R. Cassady, and C. Spier.

AMENDMENT #2

The study referenced above has been amended to no longer require patient follow-up at 3
month intervals until death.

Section 9.0 (Study Calendars ARM | and ARM ) has been amended as foliows: Follow-up
will still be required every 3 months while the patient is on treatment. After treatment is
completed, follow-up will be required once every 6 months for the first 2 years, and then
once annually after 2 years. Note: These follow up times are for the purposes of data
collection for research purposes on this study. Patients may still need to be followed more
closely than this for medical reasons at the discretion of their physician.

This study remains permanently closed.
Replacement pages are enclosed for pages 16 and 17.

This memorandum serves to inform the NCI and Statisticai Center.

cc: PROTOCOL AND INFORMATION OFFICE
Michael LeBlanc, Ph.D.
Joseph Unger, M.D.
Diana Lowry
Evonne Mize
Susan Carlin

Operations Office
14980 Omicron Drive*San Antonio, TX 78245-3217 ¢+ Telephone 210-677-8808 « FAX 210-677-0006  http://www.0o0.saci.org



Southwest
Oncology Group

A National Clinical Research Group

February 15, 1996

TO: All Southwest Oncology Group, CCOP and CGOP Medical Oncologists, Radiation
Oncologists and Pathologists

FROM: Dana B. Sparks, M.A.T. - Protocol Coordinator
RE: SWOG-8736, "Treatment of Localized Non-Hodgkin's Lymphoma: Comparison of

Chemotherapy (CHOP) to Chemotherapy Plus Radiation Therapy.” Study Coordinators:
Drs. T. Milier, J.R. Cassady, and C. Spier.

REVISION #12

Sections 12.114, 12.12, 12.13, and Section 14.6 were revised to indicate that pathology matenals
must be sent directly to the pathology reviewer, Dr. Thomas Grogan, rather than the
Southwest Oncology Group Pathology Office.

Please note that materials must be identified with a hot pink "SWOG Pathology Materials" label affixed
to the outside of each package. If this label is missing, the materials will not be able to be reviewed,
rendering the patient ineligible. An initial supply of labels, will be sent to your institution for your use.
To obtain additional labels, please call 206/ 667-4623 and ask for the Data Operations Technical
Manager.

Also, the Study Specific Pathology Submission Form which includes the protocol number is also
included and shouid be inserted into the Master Forms Set. This is reflected in Section 18.24.

This study is permanently closed.

Replacement pages are enclosed for pages 20, 22 and 29, as well as the new Study Specific
Pathology Submission Form. Please insert them into your copy of the protocol.

This memorandum serves to inform the NCI and Statistical Center.

cc: PROTOCOL AND INFORMATION OFFICE
Michael LeBlanc, Ph.D.
Joseph Unger, M.D.
Diana Lowry
Evonne Mize
Susan Carlin

Operations Office
14980 Omicron DriveeSan Antonio, TX 78245-3217eTelephone 210-677-8808¢FAX 210-677-0006



@) Southwest
‘:’ Oncology Group

A Nationat Clinical Research Group

June 15, 1995

TO: All Southwest Oncology Group, CCOP and CGOP Medical Oncologists, Radiation
Oncologists and Pathologists

FROM: Dana B. Sparks, M.A.T. - Protocot Coordinator

RE: SWOG-8736, "Treatment of Localized Non-Hodgkin's Lymphoma: Comparnson of
Chemotherapy (CHOP) to Chemotherapy Plus Radiation Therapy.” Study Coordinators:
Drs. T. Miller, J.R. Cassady, and C. Spier.

PERMANENT CL RE

The study referenced is permanently closed effective immediately as it has met its accrual
goal and the closure has been approved by the Data and Safety Monitoring Committee.

This memorandum serves to notify the NCI and the Statistical Center.

cc: PROTOCOL AND INFORMATION OFFICE
Steve Dahlberg, M.S.
Danika Lew, M.A.
Diana Lowry
Evonne Mize
Susan Carlin

Operations Office
14980 Omicron Drive ® San Antonio, TX 78245-3217 @ Telephone 210-677-8808 ® FAX 210-677-0006



‘ Southwest
) Oncology Group
() A National Clinical Research Group

February 15, 1995

TO: All Southwest Oncology Group, CCOP and CGOP Medical Oncologists, Radiation
Oncologists and Pathologists

FROM: Dana B. Sparks, M.A.T. - Protoco! Coordinator
RE: SWOG-8736, “Treatment of Localized Non-Hodgkin's Lymphoma: Comparison of

Chemotherapy (CHOP) to Chemotherapy Plus Radiation Therapy.” Study Coordinators:
Drs. T. Miller, J.R. Cassady, and C. Spier.

TEMPORARY CLOSURE

The study referenced above will be temporarily closed effective 3/1/95 as it has reached its
accrual goal.

This memorandum serves to notify the NCI and the Statistical Center.

cc: PROTOCOL AND INFORMATION OFFICE
Steve Dahlberg, M.S.
Danika Lew, M.A.
Diana Lowry
Evonne Mize
Susan Carlin

Operations Office « 14980 Ormicron Drive « San Antonio, Texas ¢ 78245-3217
PHONE 210/677-8808 » FAX 210/677-0006



‘ Southwest
) Oncology Group
O A National Clinicat Research Group

January 1, 1995

TO: All Southwest Oncology Group, CCOP and CGOP Medical Oncologists, Radiation

Oncologists and Pathologists

FROM: Dana B. Sparks, M.A.T. - Protocol Coordinator

RE: SWOG-8736, "Treatment of Localized Non-Hodgkin's Lymphoma:
Chemotherapy (CHOP) to Chemotherapy Plus Radiation Therapy.” Study Coordinators:
Drs. T. Miller, J.R. Cassady, and C. Spier.

REVISION #11

The Radiation Therapy Quality Assurance Center (QAC) for the Southwest Oncology Group has

been moved to the new Chairman's office.

Eftective January 1, 1995, all materiais submitted tor QAC review should be sent to the following

address:

latfrav N Farman M DN
vGniey . T Ofimal

Department of R
3990 John R

Detroit, Ml 48201
Phone: 313/745-2593

b IViLis.

aaiation Oncology

Comparison of

Sections 12.237 has been revised to reflect this change.

Revised page 21 is included for replacement into your copy of the study.

This memorandum serves to notify the NCI and the Statistical Center.

ce: PROTOCOL AND INFORMATION OFFICE
Steve Dahlberg, M.S.
Danika Lew, M.A.

Diana Lowry

Evonne Mize
Susan Carlin

Operations Office « 14980 Omicron Drive « San Antonio, Texas » 78245-3217



@, Southwest
O Oncology Group

Q. A National Clinical Research Group

October 1, 1994

TO: All Southwest Oncology Group, CCOP and CGOP Medical Oncologists. Radiation
Oncologists and Pathologists

FROM: Dana B. Sparks. M.A.T. - Protoco! Coordinator
RE: SWOG-8736, "Treatment of Localized Non-Hodgkin's Lymphoma: Comparison of

Chemotherapy (CHOP) to Chemotherapy Plus Radiation Therapy.” Study Coordinators:
Drs. T. Miller, J.R. Cassady, and C. Spier.

AMENDMENT #1

The drug information sections and consent form toxicity sections for ail the drugs in this study have
been updated to include the most current information. Specifically the sections for Adriamycin,
cyclophosphamide and vincristine have been updated to include information regarding the possible
occurrence of acute leukemia in patients treated with anthracycline/alkytator combination
chemotherapy.

This change was made as a result of a recent "Investigator's Letter” which was distributed by the
Cancer Therapy Evaluation Program (CTEP) of the NCI.

Additionally, the Study Calendar for Arm il has been amended to correct the reference in the ++
footnote from "7.32" to "7.221". (The symbol for the footnote has also been changed from ++ to v.)
Also, the Operations Office telephone number in Section 16.41 was updated, and the form name on
page 27 was updated from Form FDA 1639 to Form FDA 3500.

Replacement pages are enclosed for pages 4 - 6, 26 - 27 and 30 - 33. Please insert them into your
copy of the protocol.To prevent extensive repagination, pages 6a. 6b and 33a have been added.

This memorandum serves to inform the NCI and Statistical Center.

cc: PROTOCOL AND INFORMATION OFFICE
Steve Dahlberg, M.S.
Diane Lowry
Evonne Mize
Susan Beatty

Operations Office « 14980 Omicron Drive « San Antonio. Texas ¢ 78245-3217
PHONE 210/677-8808 « FAX 210/677-0006



Southwest A National
Oncology Clinical

Researcn
Group Group
Operations Office~
5430 Fredencksburg &
Suite 618
San Antonio. Texas
October 15, 1981 782296197

Phone 512/366-3300

FAX 512/348-4330

TO: Ali Southwest Cncology Group, CCOP and CGOP Medical Oncologists, Radiation
Therapists and Pathologists

FROM: Dana B. Sparks, Protocof Coord:nator
RG. SWOG-8736. "Trealment ¢t Localized Nen-tHadgkin's Lymphoma: Comparison ct

Chemotherapy (CHOP) to Chemwtherapy Plus Radiation Therapy.” Sludy
Coordinators: Drs. T Muiller, J.R. Cassady, and C. Spier.

REVISION #10

The study referenced cbove has becn revised to allow submission of radiothierapy records for
ZAC review to be within 48 hours of initiation of treatment rather :han 24 hours.

This revision is reflected in Section 12.23. A replacement page = enclosed for page 26 and
should be inserted into your copy of the protocol.

This memorandum serves to inform the NCI and Slatistical Center.

cc: PROTOCOL AND INFORLAATION OFFICE
Sleve Dahiberg, M.S.
Michael Wail, M.S.
Evonne Mize
Susan Beatty

'
/

-

Statistical Center —

Fred Hutchinson Cancer Research Center
1124 Columbta St . MP-557

Seattle. Washington

98104-2092

Phone 206/667-4623
FAX 206/667-4408



Southwest A National
Oncology Clinical

Research

GI’OUP Group

February 15, 1991

TO: All Southwest Oncology Group, CCOP and CGOP Medica!l Oncologists, Radiation
Therapists and Pathologists

FROM: Dana B. Sparks, Protocol Coordinator
RE: SWOG-8736, “Treatment of Localized Non-Hodgkin's Lymphoma: Comparison of

Chemotherapy (CHOP) to Chemotherapy Plus Radiation Therapy.” Study
Coordinators: Drs. T. Miller, J.R. Cassady, and C. Spier.

Dperatons Office-
3430 Frecericksbur:
Suie 618

San Antonio Texas
78223-6197

Phone 512/366-33

FAX 512/349-433C

REVISION #9

The study referenced above has been editorially revised as follows:
The columns in the tables on pages 9 and 10 have been correctly aligned.

Section 14.3 was revised to correct the number of copies of forms to be sent to the
Statistical Center.

Section 14.7 was revised to change the reference from Section 13.2 to the correct
Section 12.2 (radiotherapy review).

Replacement pages are enclosed for pages 9, 10, 22 and 23. Please insert them into your copy
of the protocof.

This memorandum serves to inform the NCI and Statistical Center.

cc: PROTOCOL AND INFORMATION OFFICE
Steve Dahlberg, M.S.
Michael Wolf, M.S.
Susan Beatty

Statistical Center—

Fred Hutchinson Cancer Research Center
1124 Columbia St . MP-557

Seattle. Washington

98104-2092

Patient Regtstration 206/467-4623
Phone 206/467-2927
FAX 206/467-4408



Southwest A Nationar
Oncologv ~hical

Aesearch

Group Group

November 1, 1990

TO: All Southwest Oncology Group, CCOP and CGOP Medicatl Oncologists, Radiation
Therapists and Pathologists

FROM: Dana B. Sparks, Protocot Coordinator
RE: SWOG-8736, "Treatment of Localized Non-Hodgkin's Lymphoma: Comparson of

Chemotherapy (CHOP) to Chemotherapy Plus Radiation Therapy.” Study
Coordinators: Drs. T. Miller, J.R. Cassady, and C. Spier.

Doerations Otfice~
£430 Fregencksour
Suite 618

San Antonio Texa«
78229-6197

Phone 512/366-32

FAX 512/343-433(

REVISION #8

The study referenced above has been revised to correct an editorial error. Section 7.2222
{maximum radiotherapy dose to the small bowel) now reads as follows:

Significant volumes of small bowel (greater than 1500 cm?2) should not be irradiated to

more than 4000 cGy. Small volumes of bowel (225 cm@ or less) may be treated to a
maximum of 4600 cGy.

In addition, the ADR reporting guidelines have been revised to correctly reflect the guidelines for
reactions occurring with commercial agents.

Enclosed, please find a replacement page for page 11 and page 27.

This memorandum serves to inform the NC! and Statistical Center.

cc: PROTOCOL AND INFORMATION OFFICE
Steve Dahlberg, M.S.
Michael Wolf, M.S.
Evonne Mize
Susan Beatty

Statistical Center—

fred Hutchinson Cancer Research Center
1124 Columna St MP-557

Seattle, Washington

98104-2092

Patient Registration 206/467-4623
Phone 206/467-2927
FAX 206/467-4408



Sauthwest A National
0“00|Ogy Chinical

Aesearcn
. Gﬂ)up Group

Joerations Office~
5430 Fregericksbur
Suite 618

San Anmtomio Texar

Augus: 15, 1850

782286197
Phone 512/366-33
FAX 512:349-433C

TO: All Group, CCOP and CGOP Medical Oncologists., Radiation Therapists and
Pathologists

FROM: Southwest Oncology Group Operations Office

RE: SWOG-8736, Treatment of Localized Non-Hodgkin's Lymphoma: Companzsn of
Chemotherapy (CHOP) to Chemotherapy Plus Radiation Therapy.

MEMORANDUM

As a result of the Board of Governors aclion at the Spring 1330 Group Meeting, a clarificaticn of
the 14 oay time limit on pretreatment tests follows:

In calculating days of tests arid measurements, the cday the test or measurement is done 's
considered Day 0. Theiefore, if a test is done on a honday, the Monday two weeks later
would ke considered Day 14. This allows for efficiant patient scheduling without
exceeding the guidelines.

Please attach this memo to the front of your protocsl.

Statistical Center—

fred Hutchinson Cancer Research Center
1124 Columbia St, MP-557

Seattle, Washington

98104-2092

Patient Registration 206/467-4623
Phone 206/467-2927
FAX 206/467-4408



Southwest A National
onco|°gy Thmeal

riesearch

GI’OIIP Group

December 1, 1989

TO: All Group, CCOP and CGOP Medical Oncologists, Radiation Therapists and
Pathologists

FROM: Mary Adams

RE: SWOG-8736, Treatment of Localized Non-Hodgkin's Lymphoma: Comparison of
Chemotherapy (CHOP) to Chemotherapy Plus Radiation Therapy.

REVISION #7

This protocol is being revised at this time because of the following radiation-therapy-related
concerns: 1) adequacy of field; 2) difficulties in assessing adequacy of fields because of missing
forms or inadequate documentation of extent of disease prior to any treatment (including surgery)
on forms submitted and 3) an unsatisfactory time lag between patient registration and availability of
radiation therapy planning and treatment information for radiation therapy study coordinator review
and feedback.

To try to address these problems, a mechanism for early study coordinator review of sites of
involvement and proposed radiation treatment plan has been defined. Changes in procedures
will involve a more detailed documentation of the preregistration radiation therapy consultation
already required for the study, as follows:

1) Submission of the radiation therapy initial consuit note describing the proposed
treatment plan (sites ot involvement, doses, radiation portals, and technical
factors) and

2) Mapping of proposed radiation therapy fields on the same lymphoma prestudy
form diagrams used to indicate all initial sites of disease (in cases of head and

neck location, the Lymphoma Head and Neck Radiotherapy Form shouid be
used).

An error has been corrected in the Radiation Therapy Section (7.2234), the second sentence of
which now states that, "the volume should be determined by the tumnor status prior to the initiation
of therapy (including surgical resection).”

Statistical Center—

Fred Hutchinson Cancer Research Center
1124 Columbia St . MP-557

Seattle, Washington

98104-2092

Patient Registratron 206/467-4623
Phone 206/467-2927
FAX 206/467-4408

Operauons Office—
3430 Fredenicksourc
Suite 618

San Antonio Texas
782296197

Phone 512/366-93(

FAX 512/349-4330



SWO0G-8736
Revision #7
page 2

in eligibility, bulk of disease has been problematic for several Stage |l patients registered thus far.
Patients need to be carefully selected at the institutional level because of the increased chance
for systemic spread with bulky stage Il disease and treatment volumes needed for invoived fieid
radiation therapy. To section 5.2 has been added the sentence: "Staging and evaiuation of bulk
of disease for registration on this study are defined at the time of diagnosis, pnor to any treatment,
including surgical resection.”

To section 5.11 has been added the sentence, "The radiation therapy consultation is to be
documented as defailed in Section 7.221."

Other changes relating to this revision have been made in sections 7.221, 7.2234, the study
calendars, sections 12.2, 14.0, 15.0 and 18.0.

Please note that, due to the method in which this protocol was originally prepared, it has been
necessary to completely repaginate this study and recirculate it in its entirety. All previous
revisions have been incorporated into this version. Please destroy old copies of the protocol.

This memo notifies the NCI and Statistical Center.
cc: Protocol and information Office

Steve Dahiberg
Evonne Mize



Southwest A Nationat

. OnCOIOQV Chinical

Researcn

Group Group

March 1, 1989

TO: All Group, CCOP and CGOP Medical Oncologists, Radiation Therapists and
Pathologists

FROM: Mary Adams, Protocol Coordinator

RE: SWOG-8736, Treatment of Localized Non-Hodgkin's Lymphoma: Comparison of
Chemotherapy (CHOP) to Chemotherapy Plus Radiation Therapy.

Jeeratons Uffce-

3430 Frecericksby

Sute 618

San Antonio Texa

78229-6°¢7

“hone = 7 365-9

FAX 512°349-437

REVISION #6

The protocol referenced above has been revised in conjunction with the activation of SWOG-
8819, Central Lymphoma Repository Tissue Procurement Protocol. Participants on SWOG-8736
may now submit lymphoma specimens for Group credit. The model consent form (page 32) now
refers to the laboratory testing of tissue sampies.

Also, copies of the Radiation Therapy Lymphoma form and Change in Planned Radiotherapy form
are attached; they were omitted from the protocol when it was activated.

This memorandum serves to notify the NCI and Statisticai Center.

cC: Protocol and information Office
Steve Dahlberg
Evonne Mize
Phyllis Goodman

Statisucal Center—

Fred Hutchinson Cancer Research Center
1124 Columbia St . MP-557

Seattle. Washington

98104-2092

Patient Registratton  206/467-4623
Phone 206/467-2927
FAX 206/467-4408



Southwest A Nauonal
Oncology /™

researcn

Group Group

November 15, 1988

TO: All Group, CCOP and CGOP Medical Oncologists, Radiation Therapists and
Pathoiogists

FROM: Mary Adams, Protocol Coordinator

RE: SWOG-8736, Treatment of Localized Non-Hodgkin's Lymphoma: Comparison of
Chemotherapy (CHOP) to Chemotherapy Plus Radiation Therapy.

Juerauons Office-
2430 Fredertckspur
Sute 618

San Antonig Texa
78229-6197
Shone 512/366-3C

SAX 512/348-433

REVISION #5

Stratification factors in both the Eligibility Checklist and Section 6.0 of the protocol referenced
above have been clarified. Question #3 under the Stratification section of the checklist now asks
whether the patient's Working Formuilation diagnosis is either G or H. Question #5 regarding
disease status now includes residual non-measurable disease; this is reflected in Section 6.15
(page 10) of the protocol.

A new checklist and corresponding pages of the protocol are attached for your use.

This memorandum serves to notify the NCI and Statistical Center.

cc: Protocol and Information Office
Steve Dahiberg
Evonne Mize
Phyllis Goodman

Statistical Center—

Fred Hutchinson Cancer Research Center
1124 Columbia St , MP-557

Seattte. Washington

38104-2032

Patient Registration 206/467-4623
Phone 206/467-2927
FAX 206/457-4408



@,

Southwest A Nationa
Oncology Chinicai

Researcn

Group Group

September 1, 1988

TO: All Group, CCOP and CGOP Medical Oncologists, Radiation Therapists and
Pathologists

FROM: Mary Adams, Protocol Coordinator

RE: SWOG-8736, Treatment of Localized Non-Hodgkin's Lymphoma: Comparison of
Chemotherapy (CHOP) to Chemotherapy Plus Radiation Therapy.

Jdoerations Ui ce-
3430 Fregericxsou
Suite 618

San Antonio Fex.
78229-6197
Phone 512/366-C

FAX 512/348-43C

REVISION #4

Attached for your use are new versions of the lymphoma prestudy and restaging forms (dated 8-
88). Please discard the forms originally provided with this protocol and begin using the new ones
as of this date. Instructions for using the forms may be found in the Data Managers Manual.

This memorandum serves 10 notify the NCI and Statistical Center.

cc: Protocol and Information Office
Steve Dahlberg
Evonne Mize
Phyllis Goodman

Statistical Center—

Fred Hutctunson Cancer Research Center
1124 Columina St., MP-557

Seattle. Washington

98104-2092

Patient Registration 206/467-4623
Phane 206/467-2927
FAX 206/467-4408



@,

Southwest A National
OI'ICO|OQV Limcal

Aesearcn

Group Group

August 1, 1988

TO: All Group, CCOP and CGOP Medical Oncologists, Radiation Therapists and
Pathologists

FROM: Mary Adams, Protocot Coordinator

RE: SWOQG-8736, Treatment of Localized Non-Hodgkin's Lymphoma: Comparnson of

Chemotherapy (CHOP) to Chemotherapy Plus Radiation Therapy.

Operatu
5430 Fr
Suite 81
San Ani
78229-¢
Phane

FAX 51

REVISION #3

To avoid confusion, allopurinol has been removed both study catendars (pages 17 and 18) as well
as the flow sheet, as it is not documented elsewhere in the study. Copies of the revised pages
are enclosed for inclusion in your version of the protocol.

This memorandum serves to notify the NCI and Statistical Center.

cc: Protoco!l and Information Office
Steve Dahlberg
Evonne Mize
Susan Beatty

Statistical Center—

Fred Hutchinson Cancer Research Center
1124 Columbia St . MP-557

Seattle. Washington



®

Southwest A National
Clinical
OI'ICOIOQV Research
Group Group
Operauons Otfice—
5430 Fredenckspure
Sute 618
July 1, 1988 San Antonio. Texas
78229-6197
Phone 512/366-33(
TO: All Group, CCOP and CGOP Medical Oncologists, Radiation Therapists and rax 5:2/349.4330
Pathologists

FROM: Mary Adams, Protocol Coordinator

RE: SWOG-8736, Treatment of Localized Non-Hodgkin's Lymphoma: Comparison of
Chemotherapy (CHOP) to Chemotherapy Plus Radiation Therapy.

REVISION #2

The Southwest Oncology Group Pathology Office has recently moved from Salt Lake City, Utah to
Seattle, Washington. The office’s new address appears in Section 12.12 (page 21) of this
protocol. Sections 5.10 (page 9) and 14.6 (page 23) have also been modified in response to this
change. Replacement pages are attached for inclusion in your copy of the study.

This memorandum serves to notify the NC! and Statistical Center.

cc: Protocol and Information Office
Steve Dahlberg
Evonne Mize

Statistical Center—

Fred Hutchinson Cancer Research Center
1124 Columbia St., MP-557

Seattle. Washington

98104-2092

Patient Registration 206/467-4623
Phone 206/467-2927
FAX 206/467-4408



Southwest A Nationai

Oncology [ .=

Group Group
Operations Office~
3430 Fredericksoura
Suite 618
San Antonio Texas
June 1, 1988 782296197
Phone 512/368-93C
FAX 512/343-4330
TO: All Group, CCOP and CGOP Medical Oncologists, Radiation Therapists
FROM: Mary Adams, Protocol Coordinator

RE: SWOG-8736, Treatment of Localized Non-Hodgkin's Lymphoma: Comparison of
Chemotherapy (CHOP) to Chemotherapy Plus Radiation Therapy.

REVISION #1

This protocol is being revised to correct an error in the dose of prednisone occurring in the study
calendars and flow sheet. The dose now reads 100 mg/day, days 1-5. Replacement pages for
the calendars (pages 16 and 17) and a new flow sheet are enclosed for inclusion in your copy of
the protocol.

This memorandum serves to notify the NC! and Statistical Center.

cc: Protocol and Information Office
Steve Dahiberg
Evonne Mize
Sally Boynton

Statistical Center—

Fred Hutchinson Cancer Research Center
1124 Columbia St . MP-557

Seattle, Washington

98104-2092

Patient Registration 206/467-4623
Phone 206/467-2927
EAX 206/467-4408



southwest Oncology GrOup Onerauons Office, 5430 Fredericksburg Road, Suite 618, San Antonio. TX
78229-3533, (512) 366-9300

March 15, 1988

Revised December 1, 1989

SWOG Statistical Center
Fred Hutchinson Cancer Research Center SWOG Patient No.
1124 Columbia Street MP557
Seattle, WA 98104-2092

Patient registration (206) 467-4623

Patient name

Patient’s zip code

Institution

Investigator

Investigator No.

SWOG 8736

Treatment No.

Patient birthdate

Patient sex and racc

Date of IRB approval

Date of informed consent

Projected start date of treatment

Treatment of Localized Non-Hodgkin's Lymphoma: Comparison of

Chemotherapy (CHOP) to Chemotherapy Plus Radiation Therapy

Patients registered to this protocol may also be registered to the lymphoma
tissue procurement protocol, SWOG 8819. Please refer to SWOG 8819 for details.

Eligibility Checklist

Each of the questions in the following two sections must be answered appropriately for a patient to be
considered eligible for registration. The checklist should be entirely filled out and should be referred to
during the phone registration. A copy must be submitted with the prestudy form and initial flow sheet.

Criteria for Eligibility (All responses must he yes )

Yes

No

Have all pretreatment laboratory values (blood work and x-rays/scans/ultrasounds)
which will be utilized for tumor measurement becn obtained within 14 days prior to
registration, and have baseline exams for screening (FKG, MUGA, etc.) and x-
rays/scans/ultrasounds of uninvolved organs which arc not utilized for tumor meas-
urement been performed within 42 days prior to registration?

Does the patient have biopsy proven non-llodgkin’s lymphoma of intermediate or
high grade histology (Working Formulation Categories 1D through I and J) EXCEPT
lymphoblastic lymphoma (Category 1)?

Histology

Does the patient have clinical or pathologic Stage I or I, or non-bulky stage II or I,
disease?

Note: Stage II patients must have non-bulky diseasc. Bulky disease is defined as
mediastinal mass > 1/3 chest diameter or any mass > 10 cm.

Does the patient have a performance status of 0, 1 or 2 according to Southwest
Oncology Group criteria?
Performance Status
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Yes

No

SWOG Patient No.

[s the patient at least 16 years of age?

Does the patient have adequate myocardial function to begin trcatment at full doses
and potentially receive 400 mg/M? of doxorubicin?

If the patient’s history of cardiac disease is questionable, did the bascline MUGA scan
show an ejection fraction of =2 50%? MUGA %
Indicate N/A if this question does not apply to vour patient.

Will adequate diagnostic tissuc specimen be available for pathology review?
Ias the paticnt been scen in consuitation by both a medical oncologist and radiation

therapist (Southwest Oncology Group members) PRIOR to this registration and will
proposcd radiotherapy ficlds be mapped on the appropriate prestudy diagram?

Criteria for Exclusion (All responses must be no )

Yes

No

l.
2.
3.

Has the patient had prior chemotherapy or radiation therapy for any condition?
Is the patient known to have central nervous system discasc?

Is the patient known to have AIDS syndrome or 111V associated complex?

Stratification (Response does not affect eligibility)

Yes

No

Is the patient age 65 or oider?
Does the patient have non-bulky stage IT or Ile discase?
Is the patient’s Working Formulation diagnosis cither G or 112

Location of Involvement:
Gl
Non-GI, Abdominal
Non-GI, Other (specify)
Disease Status:
All disease resected
Residual measurable discase

Residual non-measurable disease
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SWOG Statistical Center

Fred Hutchinson Cancer Research Center
1124 Columbia Street MP557

Seattle, WA 98104-2092 Treatment No.
Patient registration (206) 467-4623

SWOG Patient No.

. Radiation
Investigator No. therapist
Investigator PATIENT NAME

g (tast, first, m.i.)
Institution Patient’s

scx and race
Date of IRB Patient's
approval birthdate
Date of informed Patient's
consent Soc. Sec. No.
Projected start Patient’s
date of treatment zip code
Radiation facility Planned radiation
No. therapy date
Radiotherapy
facility

SWOG 8736 Treatment of Non-Hodgkin’s Lymphoma: Comparison of Chemother-
apy (CHOP) to Chemotherapy Plus Radiation Therapy.

Radiotherapy Checklist

Each of the questions in the following two sections must be answered appropriately for a patient to be
considered eligible for registration. The checklist should be entirely filled out and should be referred to
durning the phone registration.

Criteria for Eligibility (All responses must be YES)
Yes No

1. 1. Has the patient completed the third cycle of CHHOP on SWOG Study §736?
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Arizona Cancer Center Cyclophosphamide
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Amr Aref, M.D. (Radiation Oncology)
21751 West Eleven Mile Road

Suite 114

Southfield, Mi 48076

Phone: 313/745-2593
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Southwest Oncology Group Protocol 8736

Schema

Stratifications: All patients will be stratified at the time of initial registration by cach of the following:
1) Age ( < 65 years vs 2 65 years)
2) Stage (1 or I o vs non-bulky H or 11 ¢ )
3) Histology (Diffuse iarge Cell vs Other)
4) Location of disease (GI involved vs non-Gl, abdominal vs non-Gl, other)
5) All disease resected vs residual measurable disease

Treatment:

R CHoP

A x 8

N

D

0

|M

Z cHoP__
[E]  x3 T

*Re—register prior to starting RT

CHOP:
Cyclophosphamide, 750 mg/M? 1V day |.
Doxorubicin, 50 mg/M? IV, day I.
Vincristine, 1.4 mg/M? IV, day | (max 2.0).
Prednisone, 100 mg/day po x 5 days (days 1-5).

Radiotherapy:
Doses of 180 to 200 cGy given 5 days per week for a minimum
total tumor dose of 4000 cGy.
Radiotherapy to start immediately after completion of the third
course of CHOP (normally week 10).
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1.0 QRJECTIVES

1.1

1.2

2.0 B

2.1

2.2

The primary study objective is to evaluate, in a cooperative group setting, the
difference in survival, time to treatment failure and toxicity ot two curative approaches to
the treatment of patients with localized, intermediate or high grade, non-Hodgkin's
lymphoma. The first treatment approach is chemotherapy using Cyclophosphamide,
Doxorubicin, Vincristine and Prednisone (CHOP) for eight cycles. The second uses
CHORP for three cycles followed by involved field radiation therapy.

Secondary study objectives are:

1.21  To estabiish the complete response rate (CR%) by treatment arm for this
population of localized non-Hodgkin's lymphoma patients.

1.22 To determine if differences in the CR rate translate into longer survivat and time
to treatment failure.

1.23 To establish the response rate, survival duration, time to treatment taiiure and
toxicities for separate localized histologies (diffuse large cell, diffuse small
cleaved, diffuse mixed, follicular arge ceil and diffuse undifferentiated).

1.24 To determine if any subgroups (based on location of disease, histology, age,
stage) have significant prognostic importance with regard {o compiete response
per cent, survivat duration, time to treatment failure and toxicity.

D

Initial Chemotherapy: This study proposes to use some initial chemotherapy for all
patients with non-bulky Stage | or il unfavorable non-Hodgkin's lymphomas (NHL). That
decision is primarily based on several pilot studies demonstrating large differences in
relapse-free survival and overall survival for patients receiving some initial chemotherapy
compared to historical trials of radiation therapy alone, and on consideration ot the
known clinical biology of these diseases. The rationale for using initial chemotherapy
has been discussed previously (71,2) and is summarized here. Unfavorable NHL's are
characterized by relatively rapid growth, and a propensity for early hematogenous
spread making predictions of patterns of dissemination unreliable. Initial systemic
treatment (chemotherapy) obviates the need for aggressive surgical staging, an
important consideration for this group of patients who are frequently eiderly. Initial
chemotherapy reduces or eliminates the spread of disease in 10 - 20% of patients who
are treated with initial regional radiation therapy. (3,4) In addition, the results of severat
large prospective trials using initiai chemotherapy has resulted in consistent
improvements in relapse-free survival (2,3,5) compared to trials of radiation therapy
alone. (6,7) These ditferences have been large with at least a doubling of long-term
survival in patients treated with initial chemotherapy.

Chemotherapy Regimen: The CHOP regimen (cyclophosphamide, doxorubicin,
vincristine and prednisone) has been chosen for initial chemotherapy based on the
following considerations. First, all reported series testing initial chemotherapy in
patients with localized unfavorable NHL have used either CVP {cyclophosphamide,
vincristine and prednisone) or CHOP and CHOP-like regimens. The Milan group has
shown a survival advantage for patients treated with BACOP compared to those treated
with CVP. (3) Furthermore, CHOP has a proven curative potential in unfavorable NHL,
whereas CVP does not. (8) There is no published data to indicate that more aggressive
regimens (second and third generation combinations) are more effective or safe for this
elderly group of patients (median age approximately 60 years). Furthermore, it is
unlikely that third generation regimens wiil improve the proportion of patients cured
compared to results obtained with CHOP for several reasons. First, treatment with initial
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chemotherapy using CHOP (with or without radiation therapy) resuits in a very high
proportion of patients apparently cured. For example. a recent update ot two senes
(2,5) resuited in a 98% CR rate in 142 patients with Stage | and Il diffuse large cell NHL.
Only 22 patients have relapsed resulting 1n a relapse-free survival of 80% at tive years
with a median follow-up time of 3.5 years. Among 61 patients with Stage | disease.
there have only been six relapses and two deaths. it is uniikely that more aggressive
treatment can be proven to improve these results, and it is likely that more aggressive
treatment would not be tolerated by the significant proportion of elderly patients.
Finally, there 1s no compelling proof that more aggressive regimens improve the
outcome of patients with advanced unfavorable NHL compared to results achieved with
CHOP in a cooperative group setting. (70)

Role of Radiotherapy: The role of radiotherapy when combined with initial
chemotherapy is largely undefined. (7,9) However. several clinical observations
suggest the combination of initial chemotherapy followed by consolidative radiation
therapy may improve outcome and reduce toxicity (especially in eiderly patients). First.
radiation therapy alone 1s known to cure a proportion of patients with untavorabte NHL.
(6.7) In the largest series reported (148 patients from Stanford), that proportion was
approximately 50%. (6) The proportion can be increased with careful patient seiection
and aggressive surgical staging. (77) Second. the addition of consolidative radiation
therapy to initial chemotherapy may decrease the amount of initial chemotherapy
necessary to achieve cure (2,5,9) , an important consideration tar elderly patients.
Third, consolidative radiation therapy may increase the proportion cured compared to
chemotherapy alone. This last possibility is suggested by the selection process used to
determine treatment in the non-randomized series from Arizona. (2) Patients who
could not tolerate full doses of CHOP, or who failed to achieve a CR within a few cycles
of CHOP, generally received consolidative radiation therapy resuiting in identical
outcomes for patients receiving CHOP alone. Finally, chemotherapy with CHOP in
patients with advanced disease results in an age dependent probability of cure. (12)
Since a high proportion of patients with locaiized NHL are elderly, CHOP alone may
result in a high relapse rate.

Duration of Chemotherapy: The current study is designed to compare the
effectiveness and toxicity of two known curative approaches to patients with localized
NHL. This study is not a test to determine if radiation therapy adds to chemotherapy
(such a trial is currently underway by ECOG and compares eight cycles of CHOP to eight
cycles of CHOP followed by radiation therapy). From pilot data. it would appear that
radiation therapy adds to chemotherapy by at least aliowing fewer cycles of
chemotherapy to be given with equivalent resuits. by reducing the toxicity of
chemotherapy, by allowing chemotherapy to be given to older patients (less
chemotherapy), and possibly improving results after considering selection criteria of
previous studies.(2,5,3) The optimal number of chemotherapy doses to be given prior
to radiation therapy is not known (2) , but three cycles appear to result in a high
proportion of patients cured, and is well tolerated by oider patients.(5,9) In general, the
relevant clinical question is not how to improve on the resuits of eight cycles ot CHOP
using additional treatment but how to make treatment acceptable to a wider spectrum of
patients and still result in a high proportion of cures. Because less chemotherapy when
combined with radiation therapy will be applicable and tolerable to larger numbers of
patients, the proportion of all patients cured may increase.

DRUG INFORMATION

3.1

Adriamycin (Doxorubicin) (NSC-123127)
a. DESCRIPTION

Mechanism of Action: Adriamycin is a cytotoxic anthracycline antibiotic different
from daunorubicin by the presence of a hydroxy! group in the C-14 position.
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Adriamycin is produced by fermentation from S. Peucetius var. caesius. Its
mechanism of action is thought to be the binding of nucleic acids. preventing
DNA and possibly RNA synthesis.

TOXICOLOGY

Human Toxicology: Studies with Adriamycin have shown that the major toxic
effects of this drug are alopecia. which is often total but aiways reversible: nausea
and vomiting, which develops shortly after drug administration. occasionally
persisting for 2 - 3 days; fever on the day of administration: and phiebitis at the
site of the drug's injection. Extravasation of the drug will lead to soft tissue
necrosis. Phleboscleriosis. cellulitis. vesication and erythematous streaking have
also been seen. Mucositis may be seen 5 - 10 days after administration.
Ulceration and necrosis of the colon. particularly the cecum, with bleeding and
severe intection have been reported with concomitant administration of
cytarabine. Anorexia and diarrhea have also been observed. Hyperpigmentation
of nailbeds and dermal creases. onycholysis and recall of skin reaction from pnor
radiotherapy may occur. Cardiac toxicity manifested as acute left ventricular
failure, congestive heart failure, arthythmia or severe cardiomyopathy has been
reported. but appears to occur predominantly in patients who receive total doses
in excess of 550 mg/M2. Myelosuppression. predominantly neutropenia, is
common with nadir occurning approximately two weeks after a single injection:
lesser degrees of anemia and thrombocytopenia have been reported. Rapid
recovery of the blood counts approximately two and a half weeks after a singie
injection generally permits an every three week scheduie. Patients with
obstructive liver disease have more severe myelosuppression due to impaired
drug excretion. Thus, patients with hepatic dysfunction may need to have
reduced dosage or to be excluded from therapy. Renal excretion of Adriamycin is
minimal, but enough to color the urine red; thus impaired renal function does not
appear to increase the toxicity of Adriamycin. Other side effects include tever,
chills, facial flushing, itching, anaphylaxis, conjunctivitis and lacrimation. The
occurrence of acute leukemia has been reported rarely in patients treated with
anthracycline/alkylator combination chemotherapy.

PHARMACOLOGY

Kinetics: Intravenous administration is followed by a rapid piasma clearance with
significant tissue binding. Urinary excretion is negiigible: biliary excretion
accounts for 40 to 50% of the administered dose being recovered in the bile or
the teces in 7 days. The drug does not cross the blood-brain barrier.

Eormuiation: Adriamycin is supplied in 10, 20 and 50 mg single-use vials, and
150 mg multidose vials as a red-orange, lyophilized powder which has a storage
stability of at least two years - see expiration date on vial. Adriamycin should be
reconstituted with 5, 10, 25 and 75 mi respectively, ot Sodium Chloride Injection.
USP (0.9%) to give a final concentration of 2 mg/mi.

Storage and Stabilty: The reconstituted doxorubicin is stable for 24 hours at
room temperature and 48 hours under refrigeration (2° - 8° C). It should be
protected trom exposure to sunlight. Discard any unused solution from the vials.
Bacteriostatic diluents with preservatives are NOT recommended as they might
possibly worsen the reaction to extravasated drug.

Administration: Adriamycin may be further diluted in 5% dextrose or sodium
chioride injection and should be administered slowly into tubing of a freely flowing
intravenous infusion with great care taken to avoid extravasation.
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Supplier: This drug 1s commercially avaiiable for purchase by the third party. This
drug will ot be supplied by the NCI.

3.2  Cyclophosphamide (Cytoxan®) (NSC-26271)

a.

DESCRIPTION

2-[bis(2-chloroethyl)aminojtetrahydro-2H-1.3.2-oxazaphosphorine 2-oxide
monohydrate. Cyclophosphamide is biotransformed principally in the liver to
active alkylating metabolites which cross-link to tumor cell DNA.

TOXICOLOGY

Human Toxicology: Toxicity from cyclophosphamide includes bone marrow
suppression which usually occurs 10 to 12 days after administration. nausea.
vomiting, anorexia, abdominat discomtort. diarrhea. stomatitis. hemoirhagic colitis.
jaundice. reversible alopecia. hemorrhagic cystitis which can frequently be
prevented with increased hydration. hematuria. ureteritis, tubular necrosis.
fibrosis of the bladder. cardiac toxicity which may potentiate doxorubicin-induced
cardiotoxicity, rare anaphylactic reaction. skin rash. hyperpigmentation of the skin
and nails, interstrtial pulmonary fibrosis. and cross sensitivity with other aklylating

agents. Treatment with cyclophosphamide may cause significant suppression of
the immune system.

Second malignancies, most frequently of the urinary bladder and hematologic
systems, have been reported when cyclophosphamide ts used alone or with
other anti-neoplastic drugs. It may occur several years atter treatment has been
discontinued. It interferes with oogenesis and spermatogenesis and may cause
sterility in both sexes which is dose and duration related. It has been found to be
teratogenic, and women of childbearing potential should be advised to avoid
becoming pregnant. Increased myelosupression may be seen with chronic
administration of high doses of phenobarbital. Cyclophosphiamide inhibits
cholinesterase activity and potentiates effect of succinyicholine chloride. It
patient requires general anesthesia within 10 days after cyclophosphamide
administration, the anesthesiologist should be alerted. Adrenal insufticiency may
be worsened with cyclophosphamide. Cyclophosphamide is excreted in breast
milk, and it is advised that mothers discontinue nursing during cyclophosphamide
administration. The occurrence of acute leukermua has been reported rarely in
patients treated with anthracyclinesalkylator combination chemotherapy.

PHARMACOLOGY

Kinetics: Cyclophosphamide is activated principally in the liver by a mixed
function microsomal oxidase system. PQ administration is well absorbed. with
bioavailability greater than 75%. Five to twenty-five percent of unchanged drug is
excreted in the urine. Several active and inactive metabolites have been
identified with variable plasma protein binding. There appears to be no evidence
ot clinical toxicity in patients with renal failure, aithough elevated levels of
metabolites have been observed.

Formulation: Cyclophosphamide is supplied in 100 mg, 200 mg, 500 mg, 1 gram
and 2 gram vials as a white powder. The drug shouid be reconstituted with Stenle
Water for Injection, USP, and may be diluted in either normal saline or DSW. The
PO form is supplied as 50 mg and 25 mg tablets.
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Storage and Stability: Afthough the reconstituted cyclophosphamide is stable for
six days under refrigeration, it contains no preservatives and therefore should be
used within 6 hours. Tablets are stable at room temperature.

Administration: The drug should be diluted in about 150 cc of normai saline or
D5W and infused IV. An added dose of 1V fluids may heip prevent bladder
toxicity. The tablet form of the drug may also be administered PO.

Supplier: This drug is commercially avaiiable for purchase by the third party. This
il . oL

3.3 Prednisone (NSC-10023)

a.

DESCRIPTION

Prednisone Is a glucocorticoid rapidly absorbed from the Gl tract.
TOXICOLOGY

Human Toxicology: Possible adverse effects associated with the use of
prednisone are: fluid and electrolyte disturbances. congestive heart tailure in
susceptible persons. hypertension, euphoria, personality changes, insomnia.
mood swings, depression. exacerbation of infection (e.g., tuberculosis),
exacerbation or symptoms of diabetes. psychos:s muscile weakness

NnatanmAaraain artalhenl ancmennaian vamdiisan mAanAaraad Y Tele e l-To i1 mAammbia
VST VPVUIVOD, vcuctﬂal VUIl\‘chbalUll HHawiluico, pqn\.lcauub vaplldylllb 154 A%

uicer, dermatologic disturbances. convulsions, vertigo and headache, endocrine
abnormailities. ophthatimic changes. and metaboiic changes. Some patients have
experienced ltchmg and omer allergitc, anaphylactic or other hypersensmwty
reactions. Withdrawai from prolonged therapy may resuit in symptoms including
tever, myalgia and arthraigia. Phenytoin phenobarbito! and ephedrin enhance

metabolic ciearance of corticosteroids.

Corticosteroids should be used cautnously in patients with hypothyroidism,
cirrnosis, ocuiar herpes simplex, existing emotional instability or psychotic
tendencies, nonspecific uicerative colitis, diverticulitis, fresh intestinal
anastomoses, peptic uicer, renal insufficiency, hyperntension, osteoporosis and
myasthenia gravis. Immumzation procedures (especially smalipox vaccination)
should not be undertaken in patients on corticosteroids.

PHARMACOLOGY

Kinetics: Natural and synthetic glucocorticoids are readily and completely
absorbed from the GI tract. Prednisone is very slightly soluble in water.
Glucocorticoids have salt-retaining properties. The anti-inflammatory property of
this drug is its ability to modify the body's immune system. On the other hand,
glucocorticoids suppress the body's response to viral as well as bacterial
infections. Equivalent doses are as follows:

Dexamethasone  Methyl-prednisoione Prednisoione Hydrocortisone

Cortisone
and Triameinolone  and Predoisone
0.75 mg 4mg 5mg 20 mg 25 mg

Eormuiation: Prednisone is available in 2.5 mg, 5 mg, 10 mg, 20 mg and 50 mg
tablets.
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Storage and Stabiiity: Prednisone shouid be stored at room temperature.

Supplier: Prednisone is commercially available and shouid be purchased by third
party. Prednisone wiil not be supplied by the NCI.

3.4 Vincristine (Oncovin) (NSC-67574)

a.

DESCRIPTION

Qngmm: Vincnistine 1s one of the so-called vinca-aikaloids and is extracted from
the plant ggntharanthus roseus (vinca rosea).

Biochemistry: This drug appears to produce the arrest of mitosis in arimal cells by
interfering with microtubute function.

TOXICOLOGY

Human Toxicology: The pnimary toxic effects of vincnstine are neurological with
paresthesia. weakness. muscie wasting, motor difficulties including difficulty
walking and slapping gan. loss of deep tendon retlexes. sensory loss. neuritic
pain, paralytic ileus, bladder atony, and consupation. Rarely, it produces
myelosuppression. Other side effects may include alopecia. allergic reactions.
(including rare anaphylaxis. rash and edema), jaw pain, hypertension.
hypotension, nausea. vomiting, diarrhea, fever, headache. oral ulceration. optic
atrophy with blindness. ptosis. diplopia and photophobia. The occurrence of
acute leukemia has been reported rarely in patients treated with
anthracycline/alkylator combination chemotherapy.

PHARMACOLOGY

Kinetics: After IV administration, a triphasic serum decay pattern follows with half-
lives of 5 minutes, 2-3 hours, and 85 hours. The range of terminal half-life is 19-
155 hours. Excretion is 80% in the feces and 10-20 % in the urine.

The liver is the major excretory organ in humans and animals, and biliary
obstruction causes increased toxicity in man.

Eormulation: 1 mg/1 mi, 2 mg/2 mi. and 5 mgsS mi vials containing solution. It is
also available in 1 mg/ml and 2 mg/2 mi disposable syringes.

Storage _and Stability: !t should be stored under refrigeration. Vincristine is
available with and without preservatives so the time-frame for use once the vial
has been entered varies. The intact vials have a labelled expiration date. Protect
from light. Parenteral drug products should be inspected visually for particulate
matter and discoloration prior to administration.

Administration: Vincristine should be administered intravenously through a
freely-running {V. If it extravasates, it produces a severe local reaction with skin
siough. FATAL [(F GIVEN INTRATHECALLY, FOR INTRAVENOUS
USE ONLY.

Supplier: Vincristine is commercially available, and should be purchased through
a third party. This drug will NOT be supplied by the NCI.
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4.0 STAGING/HISTOLOGY CRITERIA

4.1 All patients must have any Stage | or Ie, or non-butky Stage 2 or 2¢ disease. The
following standard tests must be performed in order to determine stage of disease: 1)
Complete history and physical; 2) Routine peripheral blood counts: 3) Liver Enzyme
tests: 4) Chest radiograph; 5) Abdominal CT scan: and 6) Bone marrow biopsy.

4.11  Any additional radiographic tests that may be required to rule out a symptom as
being caused by lymphoma must be performed. For example, bone pain
should be followed with a bone scan; centrat nervous system compiaints should
be assessed using a CT scan of the brain and lumbar puncture.

4.2 Patients must have intermediate or high grade histologies, Groups D through H and J
except lymphobilastic lymphoma as defined below:

THE NEW WORKING FORMULATION OF MALIGNANT LYMPHOMAS (ML)
{with Rappaport classification equivalent)
NEW TYPE NOMENCLATURE OLDER TERM (RAPPAPORT)
FAVORABLE Low-Grade Malignancy
A ML, Diffuse, small, lymphocytic DLWD
(= plasmacytic features)
B8 ML, Follicular, small, cleaved NLPD
C ML, Follicular, mixed, small NM

cleaved and large cell

UNFAVORABLE intermediate-Grade Malignancy

D ML, Follicular, large cell NH
E ML, Diffuse, small, cleaved DLPD (some)
F ML, Diffuse, mixed, small, cleaved DM

and large cell

(includes Lennent's lymhoma)

G ML, Diffuse, large cell (cleaved, DH
non-cleaved = sclerosis)

UNFAVORABLE High-Grade Mallgnancy
H ML, Diffuse, immunoblastic
spyroninophilic (B): clear ceil (T) DH
spleomorphic
l ML, Diffuse, lymphoblastic DLPD

(convoiuted, nonconvoiuted)

C
=
)
v
B
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PATIENT ELIGIBILITY

51

5.2

5.3
5.4

55
5.6

5.7

5.8

5.9

5.12
5.13

5.14

5.15

All patients must have biopsy proven non-Hodgkin's lymphoma of intermediate and
high grade histologies (Working Formulation, Groups D through H and J) except
lymphoblastic lymphoma. (See Section 4.2, Working Formulation)

Stage: Patients must be clinically or pathologically staged, with any Stage | or Ig, or
non-bulky Stage ! or lig disease eligible. (For disease > 10 cm largest diameter or a
mediastinal mass greater than one-third the maximum chest diameter, refer to SWOG-
8516.) Staging and evatuation of bulk ot disease for registration on this study are
defined at the time of diagnosis. prior 1o any treatment including surgical resection.

Prior Treatment: No prior chemotherapy or radiation therapy will be allowed.

Performance Status: All patients must have a performance status of 0, 1 or 2
according to Southwest Oncology Group criteria (see Section 10.8).

Age: Patients must be at least 16 years of age.

Sltes of Disease: Patients with known central nervous system disease are not
eligible.

Excised Tumor: Patients having all visible tumor removed (excisional biopsy) are
eligible. Response will not be measured.

Organ Impairment: Patients must have clinically adequate liver and myocardiai
function to begin treatment at full doses and to potentially receive 400 mg/M2 of
doxorubicin. If the patient's history of cardiac disease is questionable, a MUGA scan
should be performed (patients having an abnormal ejection fraction on MUGA scan are
ineligible).

Previous Cancer: Patients having a previous cancer with a possibility for a
recurrence which might effect survival are ineligible. Previous chemotherapy or
radiation therapy for any condition is not allowed (see Section 5.3).

Pathology Review: Adequate diagnostic tissue for expert review is required. Send
diagnostic sections to the Southwest Oncology Group's Pathology Office as outlined in
Section 12.0.

Consultation: Patients must be seen in consultation by both a medical oncologist
and radiation therapist (Southwest Oncology Group members) prior to registration. The
radiation therapy consultation is to be documented as detailed in Section 7.221.

Patients with known AIDS syndrome or HIV associated compiex are not efigible.

Pretreatment laboratory values (blood work) and x-rays/scans/ultrasounds which wiil be
utilized for tumor measurement must be obtained within 14 days of patient registration.
Baseline exams for screening and x-rays/scans/uitrasounds of uninvolved organs which
are not utilized for tumor measurement must have been performed within 42 days of
registration.

All patients must be informed of the investigational nature of this study and give written
informed consent in accordance with institutional and FDA guidelines.

The date of institutional review board approval must be provided at the time of
registration. Failure to provide the approval date will render the patient ineligible.
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6.0 STRATIFICATIONS/DESCRIPTIVE FACTORS
6.1 A dynamic patient allocation schema will be used to randomize patients equally between
two treatment arms: ARM | - CHOP (eight cycles); or ARM Il - CHOP (three cycles) plus
involved field radiation therapy. The method of Pocock and Simon (13) will be used to
balance patients across the following stratification factors:
6.11  Age (65 years or older versus younger than 65).
6.12  Stage (1 or i versus non-bulky Il or tig).
6.13  Histology (Diffuse large cell versus others).
6.14  Location of disease (Gl involved versus non-Gl abdominal versus other).

6.15  All disease resected versus residual measurable disease vs. residual non-
measurable disease.

7.0 TBEATMENT PLAN

71 ARM | - CHOP ALONE (all patients randomized to this arm will initially receive full
starting doses of CHOP except as indicated below):

RETX
AGENT DOSE ROUTE DAYS INTERVAL NOTES

Cyciophosphamide 750 mg/M2 v 1 Q21 days

Doxorubicin 50 mg/M2 WY 1 Q21 days

vincristine 1.4 mg/M2 1\ 1 Q21 days Maximum dose of
2.0 mg

Prednisone 100 mg PO 1-5 Q 21 days Omit if active peptic
ulcer disease is
present.

7.11 A complete course of chemotherapy will consist of the administration of CHOP

every 21 days for eight consecutive cycles unless progressive disease
develops.

7.2 ARM iI - CHOP + RADIATION THERAPY (all patients randomized to this arm wiil
initially receive full starting doses of CHOP except as indicated below):
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7.21 Chemotherapy:
RETX
AGENT DOSE ROUTE DAYS INTERVAL NOTES
Cyclophosphamide 750 mg/M2 v 1 Q21 days
Doxorubicin 50 mg/M2 \% 1 Q 21 days
Vincristine 1.4 mg/M?2 v 1 Q21 days Maximum dose of
2.0mg
Prednisone 100 mg PO 1-5 Q 21 days Omit if active peplic
uicer disease is
present.
7.211 A complete course of chemotherapy will consist of the administration of
CHOP every 21 days for three consecutive cycles uniess progressive
disease develops.
7.22  Radlation Therapy (to begin after the completion of the third cycle of CHOP,

approximately week 10 of study) (Patients should be re-registered at Statistical
Center as in Section 13.4):

7.221 Genperal Concepts of Treatment:

Muitiagent chemotherapy is to be relied on to treat potential
microscopic disease. Therefore, an involved field approach with
irradiation is to be used. Lymph node regions or organs known to have
been involved by overt disease prior to initiation of therapy are to be
treated. It is therefore required that the attending radiation oncologist
examine the patient prior to initiation of therapy (see Section 5.10).
The radiation oncologist and medical oncologist should then jointly
agree on the necessary treatment volume to treat clinically involved
lymph node groups or regions. Clinical examination, radiographic
evaluation and use of other imaging modalities (i.e., magnetic
resonance imaging) are all suitable techniques for assessment of overt
disease - see Section 9.0, Study Calendar).

All lymph node regions or organs known to be involved prior to any
treatment (including surgical resection) and all proposed treatment
volumes are to be mapped on pages 4 and 6 of the new Lymphoma
Prestudy Form to be submitted with 14 days of registration (in cases of
head and neck location, the SWOG Radiotherapy Head and Neck Form
should be added to more ciearly demonstrate anatomic location of the
tumor and structures to be included in the fields). A copy of the written
radiation therapy consuitation note describing the proposed treatment
plan (sites of involvement, doses, radiation portals and technical
factors) is to be submitted along with the prestudy form.
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7.222 DPoses (all doses to be calculated at midplane of target volumes): A
minimum tumor dose of 4000 c¢cGy should be delivered to the tumor
volume and dose maximum to this volume shouid be 4600 cGy. A small
boost volume may be treated to a maximum of 5000 - 5500 cQGy if oven
disease remains following chemotherapy and initial irradiation.

7.2221

7.2222

Tumor Dose: A minimum of 4000 cGy wili be
delivered to the tumor volume (See Section 7.223).
A small boost voiume may be taken to a maximum of
5000-5500 cGy If overt disease remains following
chemotherapy and initial irradiation.

Doses to the following sites will be calculated if
included in the treatment field:

Right Neck -- at midplane

Left neck -- at midplane

Right supraclavicular -- at 3 cm depth
Left supraclavicular -- at 3 cm depth
Mediastinum -- at midplane

Right axilla -- at midplane

Left axiia -- at midplane

Para-aortic nodes -- at midplane
Right iliac -- at midplane

Left iliac -- at midplane

Right inguinal -- at 3 cm depth

Left inguinal -- at 3 cm depth

Maximum Dose to Critical Structures

Spinal Cord: Spinal cord dose is not to exceed
4500 cQGy delivered at fraction sizes specified in
Section 7.3245. Where possible, exclusion of the
spinal cord after it has received 4000 cGy is
desirable.

Heart: Total dose to a portion of the heart is not to
exceed 4000 cGy. When a substantial {> 50%)
portion of the heart must be encompassed by
treatment fields, the total dose to this voiume should
be kept less than 3500 cGy.

tungs: !t is permissible to treat lung volumes
proximate to known tumor sites with full radiation
doses (i.e., margin of 1 - 2 cm). When oblique or
lateral field techniques are utilized, the transit normal
lung dose shouid be maintained at less than 1500
cGy where possible and should not exceed 1800
cGy. (uncorrected for lung inhomogeneity.)

Small Bowel: Significant volumes of small bowel
(greater than 1500 cm2)should not be irradiated to
more than 4000 cGy. Small volumes of bowel (225

cm? or less) may be treated to a maximum of 4600
cQGy.
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Kidney: It is desirable to maintain renal doses iess
than 2000 cGy where possible. When both kidneys
are to be treated, maximum renal dose to one normal
kidney is 1800 cGy. Calcutlation is made at mid-plane
of the kidney.

7.223 Radiation Portals (Volume 1o be irradiated).

7.2231

7.2232

7.2233

7.2234

7.2235

7.2236

All radiation fields will be simulated. Radiation fields
will be planned to minimize irradiation of normal
(transit) tissue not deemed 1o be affected by overt
lymphoma. As an illustration ot this, a patient with
clinical uniateral pre-auricular disease shouid be
treated by a photon or electron technigue designed
to exclude the unatfected pre-auricular region (and
parotid gland) and, thereby, prevent treatment
associated xerostomia.

Please refer to Appendix |l for examples of radiation
fields.

When two lymph node groups are affected with an
intervening region of clinically uninvolved iymph
nodes, it is acceptable to encompass the entire
volume within the treatment pontals. As an examplie,
when the left cervical and left axillary lymph nodes
have been cfinically involved initiaily, it is acceptable
to irradiate the left supraclavicular fossa in addition to
the axilla and cervical region.

Treatment planning approaches and biocking
techniques will be utilized to minimize normal tissue
irradiation.

A minimum margin of 1 - 1.5 cm of normal tissue
shouid be included in the treatment volume carried
to the minimum specified dose. The volume should
be determined by the tumor status prior to the
initiation of therapy (including surgicat resection).

When an organ such as the stomach is the primary
disease site, radiation fields are to encompass that
organ and any regionally affected lymph nodes.
However, no attempt at routine treatment:of-the
entire peritoneal contents should be made in this
situation.

When primary lymphoma of the bone is to be treated,
the initial field will encompass the entire bone (and
any overt regionally affected lymph node regions).
Smaller voiumes of clinically and/or radiographically
affected tissues may be boosted to higher doses
(see Section 7.2245).
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7.224 Technical Factors:

7.2241

7.2242

7.2243

7.2244

7.2245

7.2246

7.2247

7.2248

Beam Energy: Megavoitage equipment is
required. Minimal acceptable energy will be 60CO or
2 MV or greater x-rays. If treatment of lymph node
sites located close to the surface of the skin is
necessary (i.e., supractavicular fossa) and beam
energies of greater than 8-10 MV are be used, care
must be taken (i.e., by use of bolus) so that
superficial structures are not underdosed. For
certain sites, electron beams of adequate energy
may be appropriate (i.e., pre-auricular region).
Electron doses should be calculated at the 90%
isodose line.

Treatment Distance: The minimal treatment
distance should be 80 cm for either SSD or SAD
technique.

Blocking: Individually contoured blocks will be
routinely used to protect areas not requiring
irradiation from treatment. Thickness of blocks
should be equal or greater than 6 half value layers (>
6 HvL) and blocks should be fabricated so that
divergence is appropriate to treatment set-up.

Compensating Filters: When difference in
separation within the treatment volume is sutficient to
produce dose heterogeneity of greater than 10% at
the isocenter or mid-plane, compensating filters
should be utilized.

Fractionation: Each field will be treated daily, five
days a week. Daily doses will be 180-200 cGy.

Therapy Interruption: Should skin or mucosal
irritation, myeiosuppression, bowel symptoms (i.e.,
diarrhea) or similar normal tissue difficulty deveiop,
short interruptions in treatment may take place.
When possible, these should be iimited to less than
one week; should interruptions of more than two
weeks be necessary, the radiation oncology Study
Coordinator must be informed and the "Change in
Planned Radiation Therapy” form should be
completed and submitted to the Statistical Center.

Treatment Planning: All fields will be simuilated
and simulation fields utilized for fabrication of
individualized blocks.

Localization Films: Localization films taken on
simulators and portal films taken on treatment
machines will be necessary in all cases. Polaroid
pictures of portals in treatment position are required.

7.3 CNS Prophylaxis: There will be no CNS prophylaxis for patients randomized to

either treatment arm.
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Duration of Therapy:

7.41

7.42

7.43

Patients with documented progressive disease at any time may be taken off
protocol treatment. It is important that all patients be allowed to complete six
weeks of therapy on their assigned treatment arm unless life-threatening
progression or toxicity precludes completion of the trial period.

Patients will be restaged upon completion of the treatment program to assess
response. Patients whose clinical disease (e.g., palpable adenopathy,
mediastinal mass, etc.) has disappeared and who thereafter appear to be in
complete remission should undergo a complete and thorough laboratory and
radiographic search for evidence of persistent lymphoma approximately one
month after the completion of therapy.

Patients with less than a complete response at restaging will be removed from
protocol treatment.

Treatment at Progression or Relapse:

7.51

Patients who develop objective evidence of disease progression during
treatment, patients who relapse following a complete remission, and patients
who fail to achieve a complete remission after completing the specified protocol
treatment may be treated according to physician preference (consider Southwest
Oncology Group studies of bone marrow transplantation or new agents).

Criteria for Removal From Protocol Treatment:

7.61

7.62
7.63

7.64

Treatment may be discontinued if disease progression is documented at any
time (see Section 7.51) or if a complete response is not obtained upon
completion of the treatment program.

Unacceptable toxicity -- this must be documented on the flow sheet.

A patient may withdraw from protocol treatment at any time. Reasons must be
documented on the flow sheet.

All patients will be followed until death. (Note: It has been determined that
follow-up until death is unnecessary, therefore, all follow-up on this study has
ended effective 7/1/2011.)

8.0 TOXICITIES TO BE MONITORED AND DOSAGE MODIFICATIONS

8.1

CHOP:
8.11

Dose Modifications for Hematologic Toxicity: The CHOP regimen should be
given by the above schedule if both the WBC is =3,000 cells/ul (granulocytes =
1,500 cells/pl) and the platelets are = 75,000 cells/ul by the time the next cycle
is due. If the blood counts have not recovered, treatment should be delayed one
week and counts repeated. If, after two weeks, counts have not yet recovered,

the patient should be treated at 75% of the dose of doxorubicin (37.5 mg/M2)

and cyclophosphamide (562.5 mg/M2). No change in the dosage of vincristine
or prednisone should be made for hematologic toxicity.

Severe infection due to chemotherapy related neutropenia would necessitate a
decrease in the doses of doxorubicin and cyclophosphamide to 75% of the
baseline.
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Cyclophosphamide wili be discontinued if hemorrhagic cystitis resuiting from
this drug occurs. Adequate fluid intake is recommended during therapy.
Continue on protoco! treatment with HOP only (doxorubicin, vincristine and
prednisone).

Doxorubicin will be administered by rapid 1V push or infusion. A total dosage of

550 mg/M2 should not be exceeded. Doxorubicin should be discontinued if
evidence of congestive heart failure deveiops.

Impaired Hepatic Function: All eligible patients shouid be able to receive a full
initial dose of doxorubicin. !f the bilirubin is > 1.2 mg/ml, the doxorubicin dose
must be reduce to 25 mg/M2 to avoid undue myelotoxicity. With subsequent
cycles of treatment and with improved hepatic function, escalation of the
doxorubicin dose by 12.5 mg/M2 increments (e.g., from 25 mg/M?2 to 37.5
mg/M2) should be made.

Vincristine should be given at a dose of 1.4 mg/M2 {maximum 2.0 mg).

Vincristine should be reduced by 50% (.7 mg/Mz) if the patient develops
moderate (Grade 2) neuropathy and interrupted only if the patient becomes
incapacitated. Paresthesias or loss of deep tendon reflexes alone is not
sufficient reason to justify a vincristine dosage reduction. With the
improvement of neuropathy or symptoms, a gradual escalation of the dose
(50% increments) towards the targeted amount should be administered.

Prednisone will only be employed during the first five days of each treatment
cycle at 100 mg daily in single or divided doses. Prednisone should be omitted
if the patient has a history of recent active peptic uicer disease or if peptic uicer
symptoms occur during treatment. The tlow sheets must include the reason for
stopping this drug.

Unexpected or fatal toxicities must be reported to the Operations Office (Mary Adams)
and the NCI (including suspected reactions). The procedure for reporting adverse
reactions is outlined in Section 16.0.



9.0 STUDY CALENDAR - ARM I (CHOP ALONE)

£
REQUIRED STUDIES PRE Wk Wk [Wk |Wk [wk |wk [Wk [wk [Wk Twk Wk Wk [Wk JWk |[Wk Wk [Wk [wk [wk [wk Twk Twk [wWk [wk Wk |Wk | Every 3
STUDY| 1 2 3 4 5 6 7 81910 fr2fmn3fuafis{isf17)i18l 19 201 21 1221 23] 24| 25| 26 | Months
PHYSICAL
History & Physical Exam X X X X X X X X X X
Weight BSA & Performance Statug X X X X X X X X X X
Tumor Measurement X X X X X X X X X X
Toxicity Notation X X X X X X X X X
LABORATORY
CBC, Platelets & Differential X X X X X X X X X X
Serum Creatinine X*
LDH & SGOT X X X
Alkaline Phosphatase X X X
Bilirubin X X X
Bone Marrow Biopsy X*
OTHER STUDIES
Chest X-Ray X X X+
CT Scan - Abdomen X* X X*
X-rays/scans needed for tumor med X@ Xt
EKG X#
MUGA X++
TREATMENT
Cyclophosphamide 750 mg/M2 DI X X X X X X X X
Doxorubicin 50 mg/M2 DI X X X X X X X X
Vincristine 1.4 mg/M2 D1 X X X X X X X X
Prednisone 100 mg/day D 1-5 X X X X X X X X
XRT Consult X
FORMS
Lymphoma Prestudy Form X
[Eligibility Checklist X
Pathology Materials X
Restaging Form X
Study Specific Flow Sheets X X X X X X X X X X
* Required prior to registration. Repeat only if clinically indicated.
@ Not required. Obtain additional x-rays/scans if needed to measure response.
# Perform pretreatment; repeat only as indicated.
::l;ot required unless patient history of cardiac disease 15 questionable (see Section 5.8). SWOG-8736
epeat as necessary for tumor measurement.
Page 16

THE SAME SCANNING PROCEDURE SHOULD BE USED THROUGHOUT THE PATIENT'S CLINICAL COURSE TO ALLOW UNIFORMITY OF RESULTS.
A complete course of chemotherapy consists of CHOP given every 21 days for eight consecutive cycles unless progressive disease develops.

£ ALL PATIENTS ARE FOLLOWED AT Q 3 MONTH INTERVALS UNTIL TREATMENT IS COMPLETED, THEN ONCE EVERY 6 MONTHS FOR TWO
YEARS, THEN ONCE ANNUALLY UNTIL DEATH.

Revised 6/1/88
Revised 8/1/88
Revised 12/1/89
Amended 5/1/97




9.0 STUDY CALENDAR - ARM II (CHOP + RADIOTHERAPY)

£

REQUIRED STUDIES

PRE {Wk

Wk

Wk

Wk |Wk

Wk

Wk

Wk

Wk

Wk

Wk

Wk

Wk

Wk

Wk

Wk

Wk

Wk

Wk

Wk

Every 3

STUDY]

P
W

10

11

12

14

15

17

18

19

Months

PHYSICAL

History & Physical Exam

X

Weight,BSA & Performance Statu

X

Tumor Measurement

X
X
X

X

Toxicity Notation

P Lol Eadl £

baX tal bl Eo

Eol Bt Ead b

b Pl Fad £

P RIX X

HRIx

LABORATORY

CBC, Platelets & Differential

>

>

>

>

=

>

Serum Creatinine

LDH & SGOT

Alkaline Phosphatase

Bilirubin

bl Eaf B

Bone Marrow Biopsy

X
X*
X
X
X
X+

OTHER STUDIES

Chest X-Ray

X

Xt‘

CT Scan - Abdomen

xt

xtt

X-rays/scans needed for tumor me

Xe@

X#*

EKG

X#

MUGA

Xi

TREATMENT

Cyclophosphamide 750 mg/M2 D1

Doxorubicin 50 mg/M2 D1

Vincristine 1.4 mg/M2 D1

Prednisone 100 mg/day D 1-5

K x|

P E R Ed

Ed B B b

XRT Consult

Radiation Therapy V

FORMS

Lymphoma Prestudy Form

Eligibility Checklist

Pathology Materals

Radiation Therapy Materials

Radiotherapy Checklist

Restaging Form

Study Specific Flow Sheets

X

X

X

* Required prior to registration. Repeat only if clinically indicated.
@ Not required. Obtain additional x-rays/scans if needed 1o measure response.
# Perform pretreatment; repeat only as indicated.
1 Not required unless patient history of cardiac disease is questionable (see Section 5.8).
**Repeal as necessary for tumor measurement.
THE SAME SCANNING PROCEDURE MUST BE USED THROUGHOUT THE PATIENT'S CLINICAL COURSE TO ALLOW UNIFORMITY OF RESULTS.
v Radiation therapy dose and duration, and treatment volume will be determined jointly by the radiation oncologist and medical oncologist. (see 7.221)
A complete course of chemotherapy consists of CHOP given every 21 days for three conseculive cycles unless progressive disease develops
£ ALL PATIENTS ARE FOLLOWED AT Q 3 MONTH INTERVALS UNTIL TREATMENT IS COMPLETED, THEN ONCE EVERY 6 MONTHS FOR TwO Amended 10/1/94
YEARS, THEN ONCE ANUALLY UNTIL DEATH

SWOG-8736
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Amended 5/1/97
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10.0 CRITERIA FOR EVALUATION AND ENDPOINT DEFINITIONS

10.1

10.2

10.3

10.4

10.5

10.6

10.7

All tumor measurements must be recorded in centimeters using the same tests
throughout and should consist of the longest diameter and the perpendicuiar diameter
at the widest portion of the tumor. Liver size measurements should be recorded at the
xiphoid line and 8 cm (ateral to the xiphoid lines, both sides.

complete Remission: Disappearance of all clinical evidence of active tumor. The
patient must be free of any symptoms of cancer. Patients with all disease resected are
not evaluable for compiete response. (Single bone lesion: Some radiographic
evidence of healing, no new lesions, and normal enzymes.)

Panial Remission: 50% or greater decrease in the sum of the products of all diameters
of measured lesions. No simultaneous increase in the size of any lesion or appearance

of any new lesions may occur. Patients with all disease resected are not evaluable for
partial response.

Stable Disease; Steady state or response less than a partial remission or progression.
There may be no appearance of new iesions and no worsening of the symptoms.

Progression: Unequivocal increase of at least 25% in the size of any measurable
lesions or appearance of new lesions.

Relapse;
10.61 The appearance of new lesions for patients in complete or partial remission.
10.62 The reappearance of old lesions in patients who were in complete remission.

10.63 For patients in partial remission, an increase of 50% or more in the sum of the
products of the diameters of all measured tumors over than which was obtained
at the time of maximum regression.

Performance Status: Patients will be graded according to the current Southwest
Oncology Group grading scales:

GRADE SCALE

0 Fully active; able to carry on all predisease activities
without restriction. (Karnofsky 90-100)

1 Restricted in physically strenuous activity but
ambulatory and able to carry out work of a light or
sedentary nature, e.g., light housework, office work.
(Karnofsky 70-80)

2 Ambulatory and capable of all self-care but unable to
carry out any work activities. Up and about more than
50% of waking hours. (Karnofsky 50-60)

3 Capabile of only limited self-care; confined to bed or
chair more than 50% of waking hours. (Karnosfky 30-
40)

4 Compietely disabled. Cannot carry on any seif-care.

Totally confined to bed or chair. (Kamofsky 10-20)
5 Dead
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1.1 Prmary Study Objective: The primary objective is to assess the difference in survival of

patients with localized, intermediate or high grade NHL treated with chemotherapy
using eight cycles of CHOP compared to patients treated with three courses of CHOP
followed by radiotherapy. Evaluation of early and late toxicities as weil as the estimation
of the relapse-free survival for each treatment regimen is also a primary study objective.

11.2 Bandomization: Each patient will be randomily assigned to one of the two treatment
regimens prior to the start of any therapy. The method of Pocock and Simon (13) will be
used to balance patient accrual across the stratification factors defined in Section 5.0.
Institution will also be used as an additional stratification factor. Therefore, each
institution and each stratification factor wiil have approximately equal numbers of
patients in each treatment arm.

11.3 Sample Size and Patient Accrual: it is anticipated that at least 80 eligible patients per
year will be registered on this study. Long term (five-year) survival of 75% is consistent
with previous experience using chemotherapy in this disease. Five years of patient
accrual and two years of additional follow-up will provide 200 patients for each of the
treatment arms and statistical power of approximately 0.80 to detect a difference in iong
term survival from 75% to 86% (two-sided test with critical alpha level = 0.05). This
power calculation is based on the use of a parametric test to compare duration of
survival, which is exponentially distributed. This provides an adequate approximation to
the power of the logrank test which will be used in the final analysis.

11.4  Sludy Monitoring, Stopping Guidefines, inferim Analysis:

11.41 Study results will be monitored throughout the accrual and follow-up period by
the Data Monitoring Committee which includes the Southwest Oncology Group
Chairman, Lymphoma Committee Chairman, Study Coordinator(s) and Study
Biostatistician.

11.42 Three formal interim analyses of survival will be performed at approximately two
years, four years and five years after the start of patient accrual. These times are
determmed by when approxlmately equal numbers ot deaths may be expected

IU UU UUbUlVUU IIIU Udld lVlU"llUl"lg \/Ulll"llllﬁﬁ Wlll Wllblu=l ihU lcau{la U{

these interim analyses when determining either early study termination or early
disclosure of studv recuite
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To insure the overall two-sided critical level of alpha = 0.05, the three interim
analyses will be done at the 0.0017, 0.0019 and 0.0023 critical levels,
respectively, and the final analysis at the 0.0484 level. The probability that an
interim test will indicate an apparently significant difference when the probability
of survival of the two treatment groups is equivalent is 0.05.

11.43 The group-sequential boundaries described previously will be used by the Data
Monitoring Committee as guidelines to be carefully considered, not as strict
rules which solely determine whether the study is terminated early. Such a
decision wiil aiso take into consideration the characteristics of the patients
treated, type and degree of toxicity, quality of remissions obtained and other
pertinent information. Interim resuits will not be presented outside the Data
Monitoring Committee uniess a decision is made to terminate accrual and report
the study findings early.



Revised 10/15/91

11.44

SWO0G-8736
Page 20
Revised 2/15/96

Secondary study objectives include examination of subsets of patients base on
histology, location of disease, age and stage. Endpoints of CR%, survival,
relapse-free survival and time to progression wiii be analyzed. Interpretation
and reporting of resuits from these analyses will incorporate multipie
comparison and sampie size considerations.

12.0 DISCIPLINE REVIEW
Pathology Review:

12.1

12.2

12.11

12.12

12.13

12.14

Pathology review for this study is mandatory. The following pathology matenais
must be submitted within 30 days of registration:

12.111 Representative H&E stained slides from the original diagnostic
specimen.

12.112 One representative paraffin block which will be conserved (no more
than eight additional slides will be cut) and returned to the submutter.

12.113 A copy of the operative and pathology report.

12.114 A copy of the Southwest Oncology Group Lymphoma Prestudy Form
and a copy of the Study Specific Pathology Submission Form.

The matenais are to be forwarded to:

Thomas M. Grogan, M.D.
Dept of Pathology
Arizona Cancer Center
1501 N. Campbeil Ave
Tucson, AZ 85724-0001
Phone: 602/626-2212

A copy of the Study Specific Pathology Submission Form must be
submitted to the Statistical Center each time submissions are
made to Dr. Grogan.

The materials must be identified with a "“"SWOG Pathology
Materials” iabel on the outside of each package. If this label is
missing, the materials will not be reviewed, rendering the patient
ineligible. These labels will be provided by the Statistical Center.
To obtain additional labels, please call 206/667-4623 and ask for
the Data Operations Technical Manager.

Each siide (and block) must be numbered with the surgical pathology number or
date obtained.

Pathology materials should be reviewed by the institutional pathologist prior to
initial patient registration and submission to Dr. Grogan. Tumors must fit into the
nomenclature designated for this protocol.

Radiation Therapy Review: (see Section 7.22 for treatment guidelines)

12.21

12.22

12.23

Early radiation therapy study coordinator review of sites of involvement and
proposed treatment pian will be performed on the basis of materials submitted
at the time of registration on study. Review results will be forwarded to QAC.
Institutions will also be notified directly if there are any problems with the
proposed radiation therapy treatment plan. (NOTE: The name and phone
numbers of the SWOG radiation therapist and the data manager should be
clearly indicated.)

Dosimetry Monitoring: The Radiological Physics Center may conduct a field
survey and may do equipment quality control in the participating radiotherapy
facilities.

Submission of Radiotherapy Records to QAC for Early Review (within 48 hours
of initiation of treatment):
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Treatment prescription and date of first treatment.
Copies of daily treatment sheets documenting treatment to date.

Calculation of tumor doses and computer assisted dosimetry if
performed: Pertinent patient data, depth. field size, SSD and SAD.
tray factors, machine |D#, machine energy, etc.

Copy of port and simulator films of treatment port used for therapy
with tumor volumes outlined.

Copy of Southwest Oncology Group Lymphoma Prestudy Form and,
if a head and neck site, a copy of the Lymphoma Head and Neck
Radiotherapy Form.

Name, institution and telephone number of the treating radiotherapist
and data manager.

The QAC will forward all tilms to the Statistical Center to avoid
unnecessary duplication of the films.

All data should be forwarded to the Quality Assurance Center:

Jeffrey D. Forman, M.D.
Department of Radiation Oncology
3990 John R

Detroit, Ml 48201

Phone: 313/745-2593

12.24 Submission of completed Radiotherapy Records to the Statistical Center (within
30 days of completion of radiation therapy):

12.25

12.241
12.242
12.243
12.244
12.245

12.246

Copy of daily dose records.

Copy of pertinent port and simuiation films (if not previousiy sent).
Copy of any films showing any changes during therapy.
Treatment plan computations.

Photographs of patient with tields indicated.

Radiation Therapy Lymphoma Form.

Change in Radiotherapy Plans: If a patient receives the planned radiotherapy, if
the patient receives radiotherapy at a non-Southwest Oncology Group
approved radiotherapy facility, if the patient will not complete the planned
radiotherapy course or if there will be a delay of 14 days or more in the
completion of radiotherapy, the Change in Radiotherapy Plans Form shouid be
completed and submitted to the Statistical Center.
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13.0 REGISTRATION GUIDELINES

13.1

13.2

13.3

13.4

All patients must be registered through the Statistical Center by phoning 206/467-4623
during normal working hours. Patients will be stratified as follows:

13.11 Age (65 years or older versus younger than 65).

13.12 Stage (I or ig versus non-bulky Il or lig).

13.13 Histology (Diffuse iarge ceil versus others).
13.14 Location (Gl involved versus abdominai non-Gl involved versus others).
13.15 All disease resected versus residual measurable disease.

At the time of reqistration, the caller must be prepared to answer every question on the
Eligibility Checklist, and provide descriptive factor/stratification information.

Exceptions to the current registration policies wili not be permitted. Therefore. iate
registrations (after initiation of treatment), exceptions to eligibility requirements,
participation by an institution/member not identitied as eligible AND/OR

cancellations will not be allowed.

Patients initially randomized to ARM Il (CHOP plus radiation therapy) must be re-registered
with the Statistical Center a second time and the Radiotherapy Eligibility Checklist
completed prior to the start of radiation therapy (on or about Week 10 on protocot
treatment).

14.0 DATA SUBMISSION SCHEDULE

14.1

14.2

14.3

14.4

14.5

14.6

Data must be submitted according to the protocol requirements for ALL patients
registered, whether or not assigned treatment is administered, including patients
deemed to be ineligible.

Patients with inadequate documentation to determine eligibility will be deemed ineligible.

Group members, full member CCOP's (Community Clinical Oncology Program) and CGOP
members (Cooperative Group Outreach Program) must submit three copies of ali forms
directly to the Statistical Center in Seattle.

Copies of all forms used for this study are included in the Master Forms Set in Section
18.0. These forms should be photocopied, completed and submitted for ail patients.

The Lymphoma Prestudy Form must be completed and submitted along with a copy of
the Eligibility Checklist, operative and pathology report, and the initial flow sheet
documenting initial doses and dose calculations within 14 days of registration. NOTE:
The Lymphoma Prestudy must include documentation of all disease sites and all
proposed radiation therapy treatment volumes as detailed in Section 7.221. A copy of
the written radiation therapy consuit note must also be submitted at this time.

Histopathologic materiais along with a copy of the operative and pathology reports are to
be forwarded to Dr. Thomas Grogan within 30 days of registration (see Section 12.0).

A copy of the Study Specific Pathology Submission Form must be submitted to the
Statistical Center each time submissions are made to Dr. Grogan.
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All radiotherapy materials must be submitted for patients randomized to ARM Il as
outlined in Section 12.2 (Discipline Review).

The Study Specific Solid Tumor Flow Sheets must be completed and submitted (with
results of the inital staging studies recorded) on active protocoi patients at
monthlyintervals.

An Oft Treatment Notice must be completed and submitted to summarize a patient's
treatment and document why a patient was taken off study (completion of treat-
ment,progressive disease or relapse, patient refusal of further treatment or to report a
patient's death). Any other survival status information should be documented in
supplemental flow sheets. The Off Treatment Notice must be submitted within 14 days
of the event outlined. A Notice of Death shouid be submitted when the patient dies.

DISTRIBUTION OF MATERIALS FOR ANALYSIS

15.1

16.2

Dr. Miller, Medicat Oncology Coordinator, will receive the following from the Statisticat
Center for analysis:

15.11 Lymphoma Prestudy Forms (copies to be torwarded to Dr. Cassady)
15.12 Eligibility Checklists.

15.13 Study Specific Solid Tumor Flow Sheets (copies to be forwarded to Dr.
Cassady)

15.14 Off Treatment Notice and Notice of Death.
15.15 Copies of operative and pathology reports.
15.16 Radiation Therapy Consult Note (copies to be forwarded to Dr. Cassady)

Dr. Cassady, Radiation Therapy Coordinator, will receive the following from the
Statistical Center for analysis:

15.21 Radiation Therapy Films/Materials.

ETHICAL AND REGULATORY CONSIDERATIONS

The following must be observed to comply with Food and Drug Administration reguiations for
the conduct and monitoring of clinical investigations; they aiso represent sound research
practice:

16.1

Informed Consent

The principles of informed consent are described by Federal Regulatory Guidelines
(Federal Register Vol. 46, No. 17, January 27, 1981, part 50). They must be tfoliowed to
comply with FDA reguiations for the conduct and monitoring of clinical investigations. In
seeking informed consent, the following information shall be provided in a language
understandable to the subject.

16.11 Basic Elemen : The following are the basic
elements of informed consent which should be provided to each subject:



16.111

16.112

16.113

16.114

16.115

16.116

16.117

16.118
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A statement that the study involves research, an expianation of the
purposes of the research and the expected duration of the subjects
participation, a description of the procedures to be followed, and
identification of any procedures which are experimental.

A description of any reasonably foreseeable risks or discomforts to
the subiject.

A description of any benefits to the subject or to others which may
reasonably be expected from the research.

A disclosure of appropriate atternative procedures or courses of
treatment, if any, that might be advantageous to the subject.

A statement describing the extent, if any, to which confidentiality of
records identitying the subject will be maintained and that notes the
possibility that the FDA may inspect the records.

For research involving more than minimal risk, an explanation as to
whether any compensation and an explanation as to whether any
medical treatments are available if injury occurs and, if so, what they
consist of, or where further information may be obtained.

An explanation of whom to contact for answers to pertinent questions
about the research and research subject's rights, and whom to
contact in the event of a research-related injury to the subject.

A statement that participation is voluntary, that refusal to participate
will involve no penalty or loss of benefits to which the subject is
otherwise entitled, and that the subject may discontinue participation
at any time without penalty or loss of benefits to which the subject is
otherwise entitled.

16.12 Additional Eiements of Informed Consent: When appropriate, one or

more of the following elements of information shall also be provided to each

subiject:

16.121

16.122

16.123

16.124

16.125

16.126

A statement that the particular treatment or procedure may invoive
risks to the subject (or to the embryo or fetus, is the subject to or may
become pregnant) which are currently foreseeable.

Anticipated circumstances under which the subject's participation
may be terminated by the investigator without regard to the subject's
consent.

Any additional costs to the subject that may result from participation in
the research.

The consequences of a subject's decision to withdraw from the
research and procedures for orderly termination of participation by
the subject.

A statement that significant new findings developed during the
course of the research which may relate to the subject's willingness to
continue participation wiil be provided to the subject.

The approximate number of subjects invoived in the study.
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16.14

16.15
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A subject (or the subiject's legally authorized representative) must give his/her
written consent to participate in the study. This consent must be witnessed and
dated and retained by the investigator as part of the study records.

If Experimental Subject's Bill of Rights is applicable in your state, this form must
also be prepared and signed by each subject and retained as part ot the
required study records.

A copy of the proposed consent form must be submitted to the institutional
Review Board together with the protocol for approval. Each subject's signed
informed consent form must be kept on file by the investigator for FDA
inspection at any time.

16.2  |nstitutional Review

16.21

16.22

16.23

This study must be approved by an appropriate institutional review committee
as defined by Federal Regulatory Guidelines (Ref. Federal Register Vol. 46, No.
17, January 27, 1981, part 56).

The protocol and informed consent form for this study, must be approved in
writing by the appropriate institutional Review Board (IRB). The {RB must be
from an institution which has a valid Multiple Project Assurance, Single Project
Assurance or Cooperative Oncology Group Assurance on file with the Office for
Protection from Research Risks, National Institutes of Heaith. The institution
must be in compliance with regulations of the Food and Drug Administration
and the Department of Health and Human Services.

Significant changes to the protocol, as well as a change of principal investigator,
must also be approved by the Board and documentation of this approval
provided to the study monitor. Records of the institutional Review Board review
and approval of all documents pertaining to this study must be kept on file by
the investigator and are subject to FDA inspection at any time during the study.
Periodic status reports must be submitted to the Institutional Review Board at
least yearly, as well as notification of completion of the study and final report
within 3 months of study completion or termination. The investigator must
maintain an accurate and complete record of all submissions made to the
Institutional Review Board, including a list of all reports and documents
submitted.

16.3  Dmug Accountabifity

16.31

16.32

For each drug supplied for a study, an accountability ledger containing cumrent
and accurate inventory records covering receipt, dispensing, and the return of
study drug supplies must be maintained.

The ledger will be maintained routinely for ail studies regardless ot study
design, and will identify for each shipment the subject number (as applicable)
and the quantity of drugs contained in the shipment. The ledger will consist of
drug

Accountability Record Forms supplied by the NCI. One form for each
investigational drug used on each research protocol will be kept. If a protocol
contains more than one investigational drug, a separate Accountability Form
should be used. A separate drug Accountability Form shouid aiso be
maintained for each different strength or dosage form of the particular drug
being used.
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The Accountability Form wiil be used at each location at which drug is stored for
patient administration, i.e., main pharmacy, satellite pharmacy, physician's oftice
or other dispensing areas. The form is also designed to accommodate both
dispensing accountability and any other types of drug transactions
(receipts transfers. returns, broken vials, etc.). The Accountability Form requires
information related to the specific protocol and drug transactions such as
dispensing to individual patients. drug receipts. transfers to and returns from
satellite pharmacies. drug returns.

Drug supplies must be kept in a secure. limited access storage area under the
recommended storage conditions. During the course of the study, the following
information must be noted on the accountability ledger; the identification code of
the subject to whom drug is dispensed, the date(s) and quantity of drug
dispensed to the subject, and the date(s) and quantity of drug returned by the
subject; subjects should return empty containers to the investigator, and the
return noted on the ledger. These Accountability Forms must be readily available
for inspection and are open to FDA inspection at any time.

One copy of all Accountability Forms and the retum statement are retained by the
investigator for his files; the ledger containing copies of the inventory sheets are
included in the retum shipment ot drug supplies.

Adverse Experiences

16.41

16.42

16.43

Any adverse experience, if deemed drug related, must be reported to the
Operations Office Adverse Drug Reaction (ADR) representative (210/677-8808),
who will obtain information on the ADR. Depending on the nature of the reaction
and whether it was caused by an investigational or commercial agent, the ADR
representative will advise whether the report to the NCI shouid be phoned in,
written in, or both. See guidelines below. All deaths considered drug-refated
must be reported immediately to the ADR representative. On double-blinded
studies, if the investigator must know what treatment the subject received to
make therapeutic decisions, the code for that particular subject can be broken by
phoning the Operations Office.

An unexpected adverse experience must also be reported to the Institutionai
Review Board within 10 days and documentation of this report sent to the
Operations Office.

All adverse experiences must also be recorded in the appropriate section of the
case report form. The report should include, whenever possiblte, the
investigator's written medical judgment as to relationship of the adverse
experience to study medication(s) (i.e., "probable”, "possible" or "unreiated”).
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GUIDELINES FOR REPORTING OF ADVERSE DRUG REACTIONS (ADRS)
OCCURRING WITH COMMERCIAL AGENTS

The following guidelines for reporting adverse drug reactions (ADRs) apply to any research
protocol which uses commercial anticancer agents. The following ADRs experienced by patients
accrued to these protocols and attributed to the commercial agent(s) shouid be reported by
telephone to the Operations Office (210/677-8808), within 24 hours ot
occurrence, your Institutional Review Board (IRB) and by written notification to
the Investigationali Drug Branch, Cancer Therapy Evaluation Program, within 10
working days:

(@ Any ADR which is BOTH serjous (life threatening {Grade 4] or fatal {Grade 5] Yand
unexpected. 23
b) Any increased incidence of a known ADR which has been reponted in the package insen

or the literature.

©) Any death on study it CLEARLY related to the commercial agent(s).

The ADR report should be documented on Form FDA-3500 and mailed to the address.
Investigational Drug Branch
P. O. Box 30012
Bethesda, MD 20824

Send a copy of the Form FDA-3500, all data records and a copy of documentation of notification

of your IRB to the Operations Office within 10 days.

ATTN: ADR Program
Southwest Oncology Group
14980 Omicron Drive

San Antonio, TX 78245-3217

See Section 19.0, Southwest Oncology Group Toxicity Criteria.

A list of all known toxicities can be found in either the Background section, Drug information or
Informed Consent Form of the protocol.

Reactions judged definitely not to be treatment related should not be reported. However a
report shall be submitted if there is only a reasonable suspicion of drug effect.
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18.0 MASTER FORMS SET

18.1

18.2

Attached are coples of all data forms which must be completed for this study. The
model informed consent form ts also included in this packet, which must be reviewed

and approved by the institutional review board pror to registration and treatment of
patients on this study.

Forms to be used for patients treated on this study inciude:

18.21
18.22

18.23

18.24
18.25

18.26

Lymphoma Prestudy Form.

Study Specific Solid Tumor Flow Sheet.
Radiation Therapy Forms:

18.231 Radiation Therapy Lymphoma Form.
18.232 Change in Planned Radiotherapy Form.
Study Specific Pathology Submission Form.

Off Treatment Notice and Notice of Death.

Southwest Oncology Group Lymphoma Head and Neck Radiotherapy Form.
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APPENDIX
CONSENT FORM

AND
INFORMATION ABOUT

SWOG-8736. “Treatment of Localized Non-Hodkgin's Lymphoma: Comparison of Chemotherapy

(CHOP) to Chemotherapy Plus Radiation Therapy, Phase HI"

TO BE CONDUCTED AT

You are invited to take part in this research study because you have intermediate or high-grade
non-Hodgkin's lymphoma. We want to find out how weil patients respond (stop growth or cause
your cancer to reduce or disappear) and how long their response iasts when treated with a
combination of drugs (combination chemotherapy), given either with or without radiation therapy.
We also want to find out what kind of side effects each treatment causes.

We cannot and do not guarantee you will benefit if you take part in this study. The treatment you
receive may even be harmtul.

If you decide to take part in this study, your treatment will be decided in a way like picking numbers
out of a hat called randomization. You will be randomized to one of two treatments (arms).

If you are assigned to the first treatment (Arm 1), you will receive four drugs which consist of
Cyclophosphamide, Doxorubicin, Vincristine and Prednisone (CHOP). These treatments will be
repeated every three weeks for a total of eight cycles. Cyclophosphamide. Doxorubicin and
Vincnistine will be administered through a vein, in a solution ({intravenous). Cyclophosphamide wili
be given over a period of 15-20 minutes. doxorubicin over 5-10 minutes, and vincristine over a
period of 2-3 minutes. The intravenous drugs will be given on the first day of each treatment
cycle. Prednisone shall be administered in a tablet (oral). The oral drug wiil be given on the first
five days of each treatment cycle.

If you are assigned treatment to Arm i, you receive CHOP chemotherapy as for ARM |. However,
treatment on this arm will be given for a total of three cycles only. At approximately Week 10 on
this study, you will begin radiation therapy to the areas of your body affectedby cancer. Your
exact treatment (location and length) will be determined by your physician. Every effort wiil be
made to treat only the diseased areas and not normal organs/tissue. It most cases, radiation
therapy will last a total of six weeks.

If your disease gets worse at any time. your doctor will take you off the study and offer you other
therapy. If, at the end of your treatment on this study, you do not have complete disappearance
of the disease, you will be removed from the study and offered other treatment.

You will have x-rays, laboratory and other tests, including blood tests, during your therapy
(approximately every three weeks) so your doctor can see how your body is responding to
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treatments. Also, tissue samples that your doctor has already obtained might be used for special
laboratory tests. This testing is for research purposes and will not influence the treatment ot your
cancer.

Admunistration of the drug will be (provided free of charge/charged in the usual way). The pans of
the research consisting of keeping research records will be paid by those orgamizing and
conducting the research. The research requires that you receiwve certain standard medical tests
and exammnations. These standard tests and examunations will be (charged in the usual
way/provided at a reduced rate).

All of the drugs used in this study are commerciaily available.

Some of the side effects some peopie have had with Cyclophosphamide. Doxorubicin,
Prednisone. Vincristine and radiation therapy are summarized beiow:

Cyclophosphamide (Cytoxan®)

This drug can affect several organs (or parts) of your body in addition to the cancer ceils. The
gastrointestinal tract (stomach and intestine) can be affected which could cause you to
experience abdominal pain. diarrhea. ulcers in the mouth or stomach. loss of appetite. nausea
and/or vomiting. These usually appear six hours after the drug ts given and usually last less than
four hours. Temporary hair ioss (not only from the scaip but possibly underarms. beard. eyelashes
and pubic area) can occur. The loss is occasionaily total but the hair does grow back when drug
treatment is stopped.

Cyclophosphamide can decrease the blood celis produced in the bone marrow. This can lead to:

1) decreased white cells which may make you more vuinerabie to infection.
2) lower number of red cells which may make you short of breath. weak and fatigued.
3) lower platelets which may result in easy bruising or bleeding for a longer time.

These effects may not show up for several weeks after treatment is given.

The drug's effect on the bone marrow is temporary and transfusions are available if needed to
counteract decreases in these cells until your bone marrow recovers. Blood samples will be taken
frequently to monitor these effects of the drug on your bone marrow.

There is a small chance of irritating the urinary bladder (where urine is stored). This can cause pain
and the appearance of blood in the urine and scarnng of the bladder. However. this is almost
always avoidable by drinking 8 to 10 glasses of water a day and emptying your bladder every 2to 3
hours for three days, especially before bedtime.

Taking the drug for an extended length of time can damage the male (testes) or femaie (ovaries)
sex glands. In men, the number of sperm may be reduced without the ioss of the ability to have
intercourse. Women, who are still menstruating may have irreguiar periods or cease to menstruate
altogether for a time. The ability to have children may be permanently impaired.

Very rarely with prolonged administration the drug has been reported to cause scarring of the
lungs which could cause you to experience coughing spelis and shortness of breath. Heart
failure has also been reported (rarely) at high doses. There is also a small chance with prolonged
administration of this drug ot developing a second cancer (i.e., leukemia). Therefore, the rnisks of
not treating your disease will be weighed against this hazard.

Side-effects may be increased by using other drugs with cyclophosphamide. Phenobarbitai
increases the effect of cyclophosphamide on your blood cells. Other drug interactions have been
reported. A list of all medications you are currently taking shouid be given to your physician. You
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should not receive any anesthesia within 10 days of receiving cyciophosphamide. Other side-
effects include skin rash, yellowing of the skin. allergic reactions and discoloration of the skin and
nails. Your immune system may be affected. which would make you more vuinerable to infection.

Cyclophosphamide has alsoc been reported to have more severe side-effects in people who have
had a adrenal giand removed.

This drug has been known to cause malformations in the unborn child. Therefore. precautions
should be taken against becoming pregnant. This drug can aiso be secreted in breast mikk.
Therefore it is advised that nursing mothers discontinue nursing while receiving
cyclophosphamide.

The occurrence of acute leukemua has been reported rarely in patients treated with combination
chemotherapy using this type ot drug.

Adri in.(C -

This drug can affect severat organs (or pars) of your body in addition to the cancer cells. The
gastrointestinal tract (stomach and intestine) can be affected which could cause you to
experience loss ot appetite. nausea and/or vomiting, diarrhea and uicers. The nausea and
vomiting usually develop shortly after the drug is adminustered and usually last less than 24 hours.

Some patients who have taken this drug with another drug called cytarabine have had severe
ulcers in the colon.

There is a chance of experiencing soreness or painful ulcers of the mouth and throat lasting a
couple of days, skin rash and appearance of dark patches on your skin. Temporary hair loss (not
only from the scalp but possibly underarms. beard, eyelashes and pubic area) can occur. The loss
is occasionally total but the hair does grow back when drug treatment is stopped.

If you have previously received radiation, this drug may cause you to have a rash. Adriamycin can
cause your fingernails and toenails to be discolored and/or become ioose. It may ailso cause
discoloration of your skin.

Adriamycin can decrease the blood cells produced in the bone marrow. This can lead to:

1) decreased white cells which may make you more vuinerabie to infection.

2) lower number of red cells which can give you symptoms of shortness of breath, weakness
and fatigue.

3) lower platelets which can resuit in easy bruising or bleeding for a longer time.

The drug's effect on the bone marrow is only temporary and transfusions are available if needed to
counteract decreases in these cells until your bone marrow recovers. Blood samples will be taken
frequently to monitor these effects of the drug on your bone marrow.

Adriamycin can change the way your heart beats and how your heart transiers the beats to other
parts of the heart. These effects may appear as electrocardiographic (EKG) changes and
generally go away within a few hours to weeks. The drug can aiso affect the heart's strength to a
paint of the heart not pumping appropriately. The nsk of developing pump failure increases after
each dose of drug regardless of how long it has been since previously receiving the drug;
therefore, a total lifetime dose has been determined which is not exceeded. However, even at
this dose (550 mg/square meter), the chances of developing heart failure is not common. Your
heart function will be monitored while receiving the drug regardiess of your current total dose.

If some of the drug accidently leaks out of the vein where it is being injected, severe irritation
and/or death of the tissue can occur. The vein where the drug is administered may become
inflamed. All necessary precautions will be taken to prevent this from occurring. While receiving
this drug, report any pain or unusual sensations so the vein can be checked. Even if the drug
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does not feak out of the vein, you may experience blistering, itching, streaking of the skin and
hardening of the ven.

Due to the red color of doxorubicin, your urine may turn red for 1 to 2 days after being given the
drug; but this is harmless.

This drug may aiso cause fever, chills, facial flushing, itching, an allergic reaction. itchy or swollen
eyelids and cause your eyes to water.

The occurrence of acute leukemia has been reported rarely in patients treated with combination
chemotherapy using this type of drug.

Predmisone

This drug can affect several organs (or parts) of your body, in addition. to the cancer ceils. In
susceptible individuals, the drug can cause stomach ulcers or aggravate existing ulcers. It may
also cause ulcers in the throat and problems with your pancreas.

This drug can change your physicai appearance. namely in the form of increased weight gain
around your stomach and a puffy appearance. especially in the face. Prednisone has a property
of causing the body to retain salt and fluids which couid cause an increase in blood pressure.
Peopie who are prone to heart disease may also experience heart failure. (n addition. the drug
may aiter the body's process of handling sugar causing the sugar content of the blood to nise:
however, sugar diabetes is rare. The drug may also cause problems with the level of potassium in
your blood.

Additionally, patients may experience muscle weakness, brittle bones, menstrual changes,
itching and other allergic reactions (including severe allergic reactions). Rarely, patients may
experience mood swings, depression, trouble with sleeping, changes in personality, convuisions
and dizziness.

Persons with glaucoma or a family history of glaucoma may experience a rise of their inner eye
pressure or glaucoma. Prolonged administration (greater than one year in doses of 15 mg or
greater) can cause cataracts. Prednisone may affect the skin by causing stretch marks (stomach,
lower back, breasts and groin area), siow wound healing, increased sweating and easy bruisability.
Continued use (greater than 25 mg for two weeks) can suppress the body’'s adrenal glands.
Prednisone can aiter the body's defense system increasing the susceptibility to infections.

Vincristine (Oncovin)

This drug can affect several parts of your body in addition to the cancer cells. This drug can cause
loss of muscle or nerve function in the lower parts of the arms and legs which may cause tingling,
numbness or weakness similar to having one‘s hand "fall asleep”, and may be associated with
some clumsiness of movement. Most of these disappear when the drug treatment is stopped.
The drug can cause constipation and stomach pain. These can usually be avoided by the using
stool softeners and having daily bowel movements. This drug can cause sores to appear in the
mouth and temporary hair loss (not only from the scalp but possibly underarms, beard. eyelashes
and pubic area) can occur. The loss is occasionally total but the hair does grow back when drug
treatment is stopped.

Vincristine can decrease the blood cells produced in the bone marrow. This can lead to:
1) decreased white ceils which may make you more vuinerable to infection.

2) lower number of red cells which may make you short of breath, weak and fatigued.
3) lower platelets which may resutlt in easy bruising or bleeding for a longer time.

These effects may not show up for several weeks after treatment is given.
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The drug's effect on bone marrow is temporary and transfusions are available if needed to
counteract decreases in these cells until your bone marrow recovers. Blood sampies will be taken
frequently to monitor these effects of the drug on your bone marrow.

Some patients have experienced nausea. vomiting, diarrhea. high or low blood pressure. allergic
reactions, jaw pan. headaches, fever, bladder problems and eye and vision probiems (and even

blindness). Some patients also experience problems with waiking, problems with their reflexes
and problems with their senses.

The occurrence of acute leukemia has been reported rarely in patients treated with combination
chemotherapy using this type of drug.

Radiation T
Possible side effects from iradiation. which have been observed in some patients are:

As radiation therapy aftects several organs (or parts) of your body. in addition to the cancer cells.
your gastrointestinal tract (throat. stomach and intestines) can be affected which may cause you to
experience a sore throat, difficuity swallowing, loss of appetite. nausea and/or vomiting. This
condition begins to improve approximately three to five days after radiation therapy is stopped.
Gastrointestinat side effects will occur onty if that area is being treated with radiation therapy.

Temporary hair loss (not only from the scalp but the underarms, beard. and eyelashes) can occur
in the area of treatment. The loss is sometimes total but the hair usually does grow back when
treatment is stopped.

You may aiso deveiop a skin reaction in the area of treatment. much like a sunburn (redness and
irritation of skin).

Although the drugs and radiation therapy have been tested previously in several patients with the

side effects observed listed above, there is the possibility of other side effects occuring which
have not been seen previously.

There may be other treatments for your cancer. such as radiation therapy (alone or in
combination with other treatment) or other investigational or standard chemotherapy.

If you are pregnant. you cannot take part in this study. You will take a urine test to see if you are
pregnant betore you start treatment. f you are sexually active. we strongty recommend you take

precautions to avoid the possibility of becoming pregnant because we do not know how this
drug could affect an unborn chiid.
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Vi In the event of injury or iliness resutting from the research procedures, emergency medical
treatment will (or will not) be provided without cost. Continuing medical care and/or
hospitalization will not be provided free of charge nor will financial compensation be available.

VIL. We will keep any information we iearn from this study confidential and disclose it only with your
permission. By signing this form, however, you allow us to make your records available to the
National Cancer institute, the Food and Drug Administration and the Quality Assurance
Committee of the Southwest Oncology Group. If we publish the information we learn from this
study in @ medical journat, you wiil not be identified by name.

Vil The doctor(s) involved with your care can answer any questions you may have about the drug
program. In case of a probiem or emergency, you can call the doctors listed below day or night.
Home
Dr.
Dr.
Dr.
You can also call the Institutional Review Board (# ) if you have any questions,

comments or concerns about the study or your rights as a research subject.

X | understand that | have the right to refuse to participate in this research study (thereby refusing
to sign this consent form) if | so desire without any fear of prejudice to additional treatment. In
addition, | understand that | may refuse to continue on this study at any time atter the start of
therapy without fear of prejudice to additional treatment. | acknowledge receipt of a copy of this
consent form, and my signature indicates that | have volunteered to participate in the study
having read the information provided.

Date Signature of Subject

Signature of Witness Signature of lnvestigator

Time
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LYMPHOMA PRESTUDY
SWOGPt.No. [ | | | | | |

Institution / Member

Patient's Name

SWOG Study No. [ | | | |

Protocol Step D

Physician

Groups other than SWOG: Group Name/Study No./PL. Ne.

w " (0
ss. 8o (T T T HTT T
Hospital No.

/ /

Amended data: (C] Yes. mark amended data in red.

Instructions: All dates are MONTH. DAY. YEAR. Indicate

across the appropriate boxes.

an unknown part of a dale wmith e borizontal line drawn

PATIENT CHARACTERISTICS
Date of Birth | | Jef | =i | |

Sex (J Male ] Femaie

Race (] white (] Black
(] other ] Unknown

vt [T

Height D::]:] em

s [T

Performance status
] 0-Fully active
0 {-Symptoms but ambulatory

and able to do light work

0 2-~-No work but self care and
active >50% of waking hours

0O 3-Limited self care, confined to bed
or char >50% of walang hours

[ 4-Completely disabled

Is patient known to have AIDS or HIV Associated
Complex or known to be HIV positive?

O No O Yes

DISEASE DESCRIPTION

Date first pathologic diagnosis:| | f={ | |= | |

LYMPHOMA HISTOLOGIC TYPE
{Hodgkin's Disease |

[] Nodular Sclerosis (NS)
[ Mixed Cellularity (MC)
] Lymphocyte Predominant (LP)
[0 Lymphocyte Depleted (LD)
[ Other Hodgkin's (OH),
specify:

LYMPHOMA HISTOLOGIC TYPE (cont.)
[Non-Hodgkin's Lymphoma)
Note: Enter both Forking Formuiation and Rappaport Codes
WORKING FORMULATION
Low Grade
O A Malignent lymphoma,
(0B Malignant lymphoma,

| C Malignant lymphoma,
large ceil

Intermediate Grade
(C1D Malignant lymphoma.,
(JE Malignant lymphoma,

oF large ceil

[0 G Malignant lymphoma,
High Grade

[(JH Malignant lymphoma, large ceil, immunoblastic

[(J1 Malignant lymphoma, lymphoblastic

((JJ Malignant lymphome, small, non—cleaved cell

small lymphocytic
follicular, smail cleaved ceil
follicular, mixed, small and

follicular, iarge cell

diffuse, small cleaved cell
Malignant lymphoma, diffuse, mired. smail and

diffuse, large cell

RAPPAPORT
[ DLWD Diffuse, weli-differentiated lymphocytic
{JNLFD Nodular, poorly differentiated lymphocytic
JNu Nodular, mixed. lymphocytic-histiocytic
O NH Nodular, histiocytic
{J DLPD Diffuse, poorly differentiated lymphocytic
Oou Diffuse, mixed. lymphocytic-histiocytic
Jbu Diffuse, histiocytic
{JDLB  Diffuse, lymphoblastic
Obu Diffuse, undifferentiated

NON-CLASSIFIED NON-HODGKIN'S
Use oniy when Working Formulation and Rappaport
are not appiicable.

3 Specity:
[0 Mycosis Fungoides
[ other,

specify:

SWOG B8-88 SW070
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LYMPHOMA PRESTUDY

SWoG Pt. No. | | | | | | | Patient's Name

SWOG Study No. [ | | [ |

Protocol Step D

L) n (%)

Amended data: (7] Yes, mark amended items in red

CURRENT LABORATORY VALUES

HGB (g% LU
sy [ [ [T

wec o [ | [ ]

Lympbs (%) [:[j

Polys (%) D]

sy [ 1]  w( ]

SGOT (U/1) LT 1] w T[]
wem L [ [ [ | owl | | ][]

Uric Acid (g%) CT 100

cotenms mgr) [ ].[T]

crestinine (mg%) || |{ | | w | |[ ] ]

Total Bilirubin (mgx) [ | | [ | ]

ax poos. o) [ T ][]

wel_| | [ |
wl [ [ ][]

DIAGNOSTIC PROCEDURES

No Yes Unkmown
Bone marrow biopsy/aspiration ] d O
Staging laparotomy | O O
Lymphangiogram O a a

Notes:

PRIOR TREATMENT related to this cancer

across the appropniate boxes.

INSTRUCTIONS: All dates are MONTH. DAY, YEAR. Indicate an unknown part of a date with a horizontal line drawn

Prior RADIATION THERAPY (] No (sidp to next section) [ Yes
Start Date Stop Date Site / Dose Remonse
Cl= L=l == ] ]
CIH = - - T
HE R _EREN_ N R
Prior SYSTEMIC THERAPY [J No (skip to next section) 7 Yes
Start Date Stop Date Treatment Description Resoonse
Ck = L= = 1]
LT L= L= = ] ]
CT= L= L = L= ]
CIT = = L= -
Bl BN EEEE_ NN Nl
« Best Response: é:gg tsu onse. NOS g::zm:b?rm 9=Unknown

SWOG 8-88 SW070
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LYMPHOMA PRESTUDY

Page 3 of 6
Protocol Step [ |

SWOG Study No. [ | | | |

SWOG Pt.No. | | [ | | | |

Patient's Name

L) n (%)
Amended data: [ Yes. mark amended items 1o red -
CURRENT NODAL INVOLVEMENT
---lnvol;ement—-- —-—Involvyement--—
—~==Yeg———~ ———=Yeg———-
Yes, Yes, Tests done Yes, Yes, Tests done
meas ::’a meas indicating Meas Dot meas indicating
No o ot evaj Unk involvemente NO cval not eval UDK involvemente
astenor cermeal 10 T8 U™ O (L L RS B CCY™o (0L
PostCervical 10 O O Q[ [[[w®ao o o a0
Supraclavicular L]0 O O O | I LLNRc o o oI TI0T
Axillary o 0 o o OJm®Ko o o o[ JJCrrd
Hilar o o o ol J1J®Ro o o o[ 1JCI0]
Llisc o 0o o ol [J [Tk a o ol
mend ot G g g o[ JLJEC O o o[l
Mediastinal a d a a LT 1[ I “ 1 _l Indicate t&e si‘t;'1 and h?izhe ofuag r?eﬁsur;blte
Spleen O O O O[O | etermine response 1o therapy. . oo *°
Splenic Hilar O O O O | I H l ” l l Measgrable/Evaluable .
PortaHepaie 0O 0O O O L TICL™ r‘l‘s‘lu[jxﬁj(nl%]
Paraaortic O 0O g a4d [ T 1[J “ 1 j ) )
| ..
Celiac O o o ottt T DXD:] D
e esme 0 O O O T[] F'T—I'DXD:].D
Wadeyers Ring (1 O O O {JW[ [ ” 11 m.DxDj-D
Other head & meck (] (3 O OO | | (IR : :
Other. NOS COCC 1.
sec": - | O Dl l ]FJ “[ ] ¢ *
pecify CT.OXCT.O
C.CCT O
¢ Test codea:  0l-Palpation 10-Plain film/X-ray 20-Histologic confirmation
02-Not applicabie 11-Not spplicable 21-Cytologic confirmation
03-Endoscopy 12-CT scan
13-MR] scan
14-Radioisotope scan 89-Other
15-Ultrasoun
Notes:

SWOG &-88 SW070
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LYMPHOMA PRESTUDY SWOG Study No. [:[:D] Protocol Step D

SWOG Pt. No. | | | | | | | Patient's Name

) n )

(OJ No current nodal invoivement

INDICATE DISEASE BY COLORING IN SCHEMATIC LYMPH NODES AND/OR SPLEEN

RIGHT LEFT

WALDEYER'S RING

ey

ANT. CERVICAL ANT. CERVICAL

POST. CERVICAL ) CD\ /C c POST. CERVICAL
SUPRACLAV | CULAR =4 SUPRACLAV I CULAR
3 N
AN

MEDIAST INAL

HILAR . HILAR
AX1LLARY D) C AXILLARY
& SPLEEN
\Wi Z
SPLENIC HILAR
PORTA HEPATIC < = % ~
CELIAC \‘)
PARAAORT 1 C S— O
N} ‘
MESENTERIC / —
(LIAC / o G \ ILIAC
INGU INAL | C— \ INGU I NAL
FEMORAL \ ) C \ FEMORAL

OTHER HEAD AND NECK

OTHER THORAX

OTHER AHDOMEN, PELVIS
LOWER TRUNK

OTHER, SPECIFY

&b 06

SWOG 8-88 SWO070
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LYMPHOMA PRESTUDY|

SWOG Pt No. L | | | | | | Patient's Name

SWOG Study No. [ | | | ]

Protocol Step D

LrXM)

—
—

Amended data: {J Yes. mark amended items in red

INSTRUCTIONS:

For each site, indicate disease invoivement as well as how this was determined. If measurable disease
is present indicate largest bidimensional size of mass.

CURRENT EXTRA-NODAL INVOLVEMENT

02~Not applicabie

03-Endoscopy 12-CT scan

13-MRI scan
15-Ultrasoun

11-Not applicable

14-Radioisotope scan

—=-invoivement---
Yes. -Yfe'-.““ Tests done Size (cm) of
::‘“ ::; mess indicating measurable/evaluable

No eval not evat Unk involvemente disease
Bome Marrow (0 O O O] [ T T
Lung 0 0 o o MOxt4kg
Pleura o o g LI DI C.Ox 1.0
Stomach O o0 o ol i) Ox.0d
Liver O O O d m[ LI L I.DXD:ID
Kidney o o o ol LT COOx1.4d
Bone 0 0 o oM Moo
o O O O O[] C.OxC0.0
Hadand Neek O O O O[] [CJ.OxC0.0
Skin/subewtaneous 1 0 0 O CTJCTIT]  CJ.0Ox[C1.00
GI Tract o o o ol Ox0.
g;itc:x::ional Involved

O o o aollJioed Cooxt0d

0 o o ol r] COOx

O 0 o o[t r] CCIxCTIL]
s Test codes: 01~Palpation 10-Plain film/X~ray 20-Histologic confirmation

21-Cytologic confirmation

99-0ther

m]i On [QJm O

{JA [ B-Symptoms
(] Weight loss
[] Fever
[ Night sweats

Kg lost

It Bulky Disease, indicate:

or Mass diameter

[ L)L Jem

For stage Il Hodgkin's Disease, indicate substage: 0O my
For non-Hodgkin's Lymphoma, indicate Bulky Disease: [J No

STAGE OF DISEASE AT DIAGNOSIS

E-Extranodal/Direct Extension ONe [JYes [J Unkmown
S-Spleen involvement ONo ([JYes [J Unknown

O m
[ Yes

Mediastinal mass diameter L—_D Dcm and Chest dlameter{:D D cm

Site

SWOG 8-88 SW070
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LYMPHOMA PRESTUDY SWOG Study No. D:ED Protocoi Slep D

swoG Pt. No. [ [ [ | | | | Patient's Name

L) N ()

[ No current extranodal involvement

INDICATE DISEASE BY COLORING IN SCHEMAT I C ORGANS
ON Bl -SEX FIGURE

ORBIT

PARANASAL SINUS
CHEEK , GUM, FLOOF
OF MOUTH

THYROQID

HEART
PERICARCIUM
LUNG

PLEURA
BREAST
LIVER
STOMACH
KIDNEY

LUNG
PLEURA
BREAST

KIDNEY

JEJUNUM

~ (/{

o l/ / %-‘/’@—J_/\LS‘\ OVARY
[
— |
1

OVARY
UTERUS

RECTUM

TESTICLE

O{\O i TESTICLE

SKIN/SUBCUTANEOUS

O
BONE O
Q

BONE MARROW

BRAIN

o
OTHER, SPECIFY O

BY:

DATE: SWOG Ek-RR SWQ70
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SOLID TUMOR FLOW SHEET SWOG-8736 PT. # REG DATE
DATE 19 Mo./Day UNIT # PAGE
DAY ON STUDY PATIENT

TREATMENT INVESTIG.
BSA INSTITUTION
Cycloohog 750 mgyM2 D1 STUDY # 8736 RX. #
Doxorubicin 50 mgyM2 D1 DISEASE CAT Localized NHL

Vincristine 1.4 mg/M2 D1

Pred100 mg/day po D1-5

Cumulative cGy *

Cumulative cGy"

Antibiotics

MARROW __ BIOPSY

CELLULARITY

TUMOR CELLS

BLOOD

HGB

HCT

PLATLETS/ul

wBC/Hul

NEUTROPHILES

LYMPHOCYTES

MONOCYTES

EOSINOPHILES

LAB

Serum Creatinine

LDH

SGOT.

PROGRESS NOTES

Alkaline Phosphatase

Bilirubin

EKG

MUGA

Chest X-ray

CT of Abdomen

PHYSICAL

TEMP

WEIGHT (KG) (LB)

INFECTION

LESIONS

#1

#2

#3

#4

#5

#6

SYMPTOMS

[ Performance Status

“TOXICITY

Nausea/Vomiting (N/V)

Hemorrhagic Cystitis

lnfection/Hepatic

Neuropathy

[Peptic Ulcers

[Cardiac/Pneumonitis

Xarostomia/Dental

Diff Swallowing/Sore Throat

Skin Reactions

RESPONSE

OBJECTIVE

(DATE EACH)

*Indicate site of radiation therapy in Progress
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LYMPHOMA RESTAGING

swoG Pt. No. Ll | | | | | Patient's Name

Institution / Member

SWOG Study No. [ | | | ]

Protocol Step D

(wran

ss.Nol 1 | = | = [T T

Physician Hospital No.
Groups other than SWOG: Group Name/Study No./Pt. No. / /
Amended data: [7] Yes, mark amended items in red
INVESTIGATOR ASSESSMENT OF RESPONSE
1 - CR
2 - PR
3 - Improvement
4 — Slable
5 — increaming Disease
68 — Early Death
CURRENT NODAL INVOLVEMENT
~--involgement--~ ——-involyement -
Yes. Yes. Tests done Yes. Yes, Tests done
x::eu ;1:0& meas @ndicat.ing ::m x::té meas @ndicating
No .val not evas Unk invoivemente NO oval not evai Unk involvemente
Anterior Cemeal[] 3 1) 10 [(Tmao o O o,
Pestcervical JO O 0O O[] [ TRoc O 0O o]
swracvicwler JOT O O O [ [ J[ [T ®o o o o (O]
Axillary o o o oJO0®Ro o o o J0acdd
Hilar o o o o) mc o o a4
lliae Mo o o ol we o o oCJCrd
beinslr @0 0 0 o[(JOJJEc o o oOJCC
Mediastinal a 4 O a [ _l ][ I ” ]J Indicatle téxle sxtfi and h?izhe o_fuatl)l nf:eﬁsur;blte
Spleen O 0O O O[T LT[ T ]| determine response to therapy. -
spenicHilar O O O g [T || Measurable/Evaluable
PotaHepatic O O 0O O[T I T 1] ]node. Size of node (cm)
. CT 1.
Paraaortic O 0 O ottt
e OOO
eliac O ao o ottt r_,—] X
Mesenteric or | 0 0 0 [__l “ l ” r] .D m.D
Large Intestine [—D DXED D
Yaldeyers Ring 0 (O 0O 0O | | I : :
(.
otherhead &neck (] OO O QO | It 1 I | | 1]
Other, NOS O O O 0O [ i ” ]—”__[ ] .DXE.D
specify: (1O
..
e we gt e smim
03-Endoscopy 12-CT scan
{3~MRI scan
14-Radioisotope scan 99-Other
15-Ultrasoun

SWOG 8-88 SWo074
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LYMPHOMA RESTAGING

swoG Pt.No. [ | | | | | |

SWOG Study No. [ | | | |

Patient's Name

Protocol Step D

L)

{0 No current nodal invoivement

INDICATE DISEASE BY COLORING IN SCHEMATIC LYMPH NODES AND/OR SPLEEN

RIGHT LEFT
ANT. CERVICAL
POST. CERVICAL
SUPRACLAV | CULAR
HILAR , =N
-~ AN
AX1LLARY G
\ L3 =
PORTA HEPATIC N 44;&3 ~
CELI1AC

FARAAORTIC

MESENTERIC

ILIAC

INGUINAL

FEMORAL

OTHER HEAD AND NECK

OTHER THORAX

OTHER ABDOMEN, PELVIS
LOWER TRUNK

OTHER., SPECIFY

WALDEYER'S RING

ANT. CERVICAL
POST. CERVICAL
SUPRACLAV ICULAR

MEDIASTINAL
HILAR

AXILLARY

SPLEEN
SPLENIC HILAR

ILIAC

INGU I NAL

FEMORAL

SWOG 8-88 SW07%4
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Amended data: (] Yes. mark amended items in red

Page 3 of 4
LYMPHOMA RESTAGING SWOG Study No. D]:D Protocol Step D
swoG Pt. No. [ | | [ | | | Patient's Name _ wrao |

INSTRUCTIONS: For each site, indicate disease invoivement as weil az how this was determuned. If
is present indicate largest bidimensionai size of mass.

measurable disease

CURRENT EXTRA-NODAL INVOLVEMENT

1 ~ Symploms but ambulatory snd able to do light work

2 = No work but self care and aclive > 50X of waking bours

3 ~ Limited seif care. confined lo bed or chatr > 50X of waking hours
4 = Completely disabled

Is patient known to have AIDS or HIV Associated Compiex

or known to be HIV positive? ONo OYes
DIAGNOSTIC PROCEDURES
No Yes Unknown
Bone marrow biopsy/aspiration [ ] d d
Staging laparotomy O 4 O
Lymphangiogram O O O

--—Involv;ment———
E:_e:" Enm 'il'::{.:‘d_one mentfri:::léjg‘v)d%fnble

No eval not evai Unk involvemente disease
Bone Marrow [ (O O O
Lung O o o olJr) COOxC.4d
Pleura O O o O D]D:“ [ L J.DXD]D
Stomach o o o ot g ].DXD:].D
Liver 0o o o oMM mOxOOo
Kidney O O ao ot ir] ]DXD___]D
Bone O 0o o o O LDXED.D
CNS/Brain 0 o o ol Jd CoO0x 0
Hedand Neek O O O O[T T7] CIOIxCI.0O
sin/subeutaneoss ] O O O [T T] CTLOIxCI1O]
Gl Tract O o0 o ol C.0x11.0d
g:l&t:ional Involved

0 o o oot COO.0OxC0O

o0 o o oMUy CO0Ox1.0d

0 o g of DT CTIExETA0
+ Test codes:  0l—Palpation 10-Plain film/X~ray 20-Histologic confirmation

8%:2:'&0:252;“,1‘! ;é:%ag.c:p:c‘bh 21—-Cytologic confirmation
sl oo
PATIENT CHARACTERISTICS Notes:
Performance status [ |
0 - Fully active

SWOG 8-88 SW074
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LYMPHOMA RESTAGING SWOG Study No. [:D:D Protocol Step D

swoG Pt. No. [ [ | | | | | Patient's Name

() m (M)

[0 No current extranodal invoivement

INDICATE DISEASE BY COLORING IN SCHEMATIC ORGANS
ON Bl -SEX FIGURE

ORBIT

PARANASAL SINUS
CHEEK, GUM, FLOOR
OF MOUTH

HEART
PERICARCIUM

LUNG
PLEURA
BREAST

LIVER
STOMACH
KIDNEY

Z
JEJUNUM
ILEUM ~ =
cecum )
OVARY / "‘\,Q/‘/ \

LUNG
PLEURA
BREAST

KIDNEY

OVARY

UTERUS ’I
RECTUM \
\

TESTICLE

SKIN/SUBCUTANEOUS

BONE

BONE MARROW

BRAIN

OTHER, SPECIFY

&/
O{\& i TESTICLE
O
)
{)
-O
{)

BY: DATE: SWOG 8-88 SW074




Southwest Oncology Group-Operations Office
5430 Fredericksburg Road, Suite 618
San Antonio, Texas 78229-3533
| - 512/366-9300

Memorandum

To: All Group Data Managers
From: Charles A. Coltman, Jr., M.D., Chairman

Re: Off Treatment Notice and Notice of Death

Effective immediately for afl active Southwest Oncology Group studies the attached Off Treatment

Notice and Notice ot Death will replace the Protocol Treatment Summary/Off Study Summary form.
Please add those forms to your Master Forms Set.

OFF TREATMENT NOTICE

The purpose of this form is to notify the Study Coordinators and Statistical Center that the patient
has gone oft protocol specified treatment. For Southwest Oncology Group clinical studies, patients
are followed until death regardiess of whether they are on or off protocol treatment.

PROTOCOL STEP

A protocol step is initiated by a registrationphone call to the Statistical Center. For studies with only
one registration, the Protocol Step is coded "1°. For studies with multiple registrations, the first
registration is coded °1°; subsequent registrations for cross-over, consolidation, or maintenance
steps will have different Protocol Step codes, e.g. “2°, 3", "X", “C". Leave Protocol Step blank for
second and third registrations & you do not know the appropriate code.

In future protocols, Protocol Step(s) and codes will be clearly specified.

For each protocol step, submit an Off Treatment Notice to the Statistical Center within two weeks
following:

successful completion of all treatment specified in protocol
or

discontinuation of protocol treatment or death.

Code the start date, stop date, and treatment description for all treatment specified for the protocol
step that was administered. The Start Date is the date protoco! treatment was actually started, not

the date of registration; Stop Date is the last date that protocol step treatment was given, not the
date of decision to discontinue treatment.

The Date Off Treatment corresponds to the reason coded under Reason Off Treatment. For
exampie, f Reason Off Treatment is coded "2 - Toxicity, medically required, specity”, code Date Off
Treatmernt as the date the decision to discontinue treatment due to toxicity was made. {f the patient
has progressive disease or relapses while on protocol treatment, code Reason Off Treatment as *S -
Progression or relapse” and code the Date Off Treatmemnt as the date of progression or relapse. Hf
the patient continued to receive protocol treatment after progression was documented, still code

the Date Off Treatment as the date of progression, but code the Stop Date as the iast day protocol
treatment was given.

Statistical Center — Fred Hutchinson Cancer Research Center

1124 Columbia Street, Seattle, Washington 88104-2092
1ONR) ART ARD1 Oatian? Racictratinn (90R) AR7-4623



Memorandum

Off Treatment Notice
July 17, 1987

Page 2

OBSERVATION ARMS

For patients registered to Observation Arms who complete one year of observation, submit the Oft
Treatment Notice one year following registration 10 the observation arm and code Reason Off
Treatment *1 - Treatment completed per protocof”.

For patients who retuse to be followed, die. or have disease progression or relapse within the first
year of observation, code Reason Off Treatment as the reason the patient is off the observation

step and code the Date Off Treatment as the date of retusal, death, or disease progression or
relapsse.

NOTICE OF DEATH

Submit a Notice of Death form to the Statistical Center within four weeks of leaming of the patient's
death. This form is designed to more clearly define the primary and related causes of death. There
shouid be only one square checked for each of the three causes (any cancer, toxicity..., and
non-cancer...). The pnmary cause (Block 2) should be checked for gnly gne of the three causes of
death. The other two causes may be unretated to the primary cause of death (Block 1), contributing
%0 the primary cause of death (Block 3), possibly related to the cause of death (Block 4) or having an
unknown relationship to the primary cause of death (Block 5§). Toxiclty from disease related
treatment refers to any toxicities, complications, or side-etfects resulting from any disease related

treatment, not just protocotl specified treatments. The ideal source of immediate guidance for filling
out the cause of death is the treating physician.

OPERATIONAL CHANGES

Following implementation of these new data collection forms, the following modifications to data
reporting are in effect:

Information on treatment response and toxicity will be reported to the Statistical Center only on
flowsheets.

The old Protocol Treatment Summary/Off Study Summary will no longer be used.

Following submission of an Off Treatment Notice, patient status information must be submitted
using flowsheets rather than the Protocol Treatment Summary/Oft Study Summary.

CAC/mc
Enciosure
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Page | of }
|OFF TREATMENT NOTICE |

Amended data: [T] Yes. mark amended ftems tn red

Disease Committae Sty Bo. |1 | | ] Protocol Step |
SYOG Pt No. (J l_l TI J Patient Name

Institution/Member

Ly

Phygncian

INSTRUCTIONS:  For each protocoi step, submut ths form withun 2 weeks after completion (or discontinuation)
of treatment. List protocoi-directed treatments that the pauent received

Chemotherapy List requnens. start and stop dates For multidrug regqumens. do not hst indindual drugs
separately, mop date wouid be the date all drugs in the repumen were disconunued.

Surgery: List type of surgery and in the “slop” column the date of surgery
Radistion: List mtes. start and stop dates (inciumive of boosts and implants).
Indicate an unknown part of a date wmith a honzontal line drawn across the appropniate boxes.

Start Date (MD.Y) Stop Date (M.D.Y) REGIMEN or PROCEDURE or STTE(S)
HE_EE NN N NN
A RN NN
HE N RN RN N

Ll L= L=
HE BN _NEEE NN NN

Al AN _ AN RN BN

(I more room is required please continue on a separaie page.)

REASON OFF TREATMENT (Check ome)
[J 1-Treatment completed per protocol
[ 2-Taxicity, medically required. specity
[} 3~Petient refused. due to taxicity, specify
(T 4-Pstient refused, other than toxicity, specify
] 5-Progression or relapse. Sites:
[ 6-Death (attach NOTICE OF DEATH form)
[0 7-Other, specify

DATE OFF TREATMENT
Dete of completion. progression. death or decision to discontinue therapy l ! H l"J._J__] (LD.Y)

Yill patient receive FURTHER TREATMENT?
O No [ Yes. specify: O Unknown

Date of LAST CONTACT (or death): | | I | I | lmoy

VITAL STATUS: 3 alive [0 Dead (attach NOTICE OF DEATH form)

Notes:

BY: DATE: SWOG 5-87 FHSWO60




Southwest Oncology Group

Page 1 of |
INOTICE OF DEATE| Amended data: [ Yes. mark amended ftems in red
Disease Commuttee Most Recent SWOG Study No. m
Woc PN L | | | | |  Patient Name r
Institution/Member Physican
INSTRUCTIONS: Submit within 4 weeks of knowiedge of death.
Date of death: L_EH__]._!—[_L_! (DY)
Causes of Death
Any cancer {check one)
1 ONo 2 (] Primary cause 3 (7] Contributory ¢ [ Possible $ (] Unknown

I patient bas had multiple tumor types, specify those which were causes of death:

Toxicity from discase related treatment (check one)
1 ONo 2 (] Primary cause $ (O Contributory 4 {T] Posaidble $ [ Yoknown
if 2, 3, or 4, specify treatment and toxicity

Non-cancer and non-treatment related causes (check ome)
1 %o 2 [] Primary caunse 3 [ Contributory ¢ ) Possible § ) Unknown
I 2, 3, or 4, specify

Autopsy done? Owe O Yes 7 Unknown
Death Information obtained from (check all that apply):

O aatopsy repart

[} Medical record / death certificate
O rhysician

O Relative or friend

[0 otber, specify

Notes:

BY:

DATE: SWOG S-87 FHSW(QS9




SWOG ar Other

Grouo Petent Number
1 l 2 I 2 1_1_] ‘ ‘ [ l I l \ 2 8 L s 1 t ) S S § 1
Dissase Patient Namae: Last, First, Middle Init. Institution Hospital Unit No.
Type Stuay No. Hagss Use
Trt. No. Accession No. Radiotherapist

COMPLETE NEW FORM FOR EACH COURSE OF XRT

XRT FORM BEING COMPLETED
AT TIME OF (Courses Numbper)
D 1 - 1t course
16 2 - 2n8 course
3. Jra course
4 - 4Th course

DATES

Oav

Start XRT 17

End XRT 23

8 - Tresument for Progremive Olesess (1st)
§ - Treserment for Progressive Oissese (2nd)

RADIOTHERAPY TECHNIQUES

(Fil! in techmique for specitic course)

UPPER TORSO

ODD Q- Singte IF figig ~ soecity site
3

XRT MOQDALITY — Type
1 - 80Co

2 - Megavoitage (

29

& voitege)

v Wy

3 - Electrons (specity eaupp & voitage)

4 - Qther (specity)

LOWER TORSO — LIMITED FIELDS

1 - Persiiet oDOOeed | F fleias — pecity sitee

2 - Weage Pairs — speciIty

1 . Weidever's Ring Technaque

4 - Shaw Technigue, ant

ang post tieids

S - Shawi. ant tisid with supplementery post tieids
6 - Mantia, ant snd post fields
7 - Mantie, snt with suppiementary post fields

8 - Other — sgecity

12 DD 1 - Single I F tietd — soecity ute

2 - Parsiisl 00pOeT { F tislds ~ specify sites
3 - Parasoartic noo

sna

ant and DOst tislas

4 - Parssoric NOUEes anNa IDIESN, aNT NG DO tieds
S . Paivis, ant pna post tieids
8 - Inverten " Y**, ant ang post tleias

7 - invervea
8 - lavercen

9 -Other - ty

LOWER TORSO — TOTAL ABDOMEN

AN

TREATMENT AREAS — TIME AND DOSAGE

UPPER TORSO

1. Waideyer's ring 36
2. Right Neck 49
3. Left Neck 62
{2122 |our { _ 4. Right Suoraclavicular 16
1 4 18 S. Left Supraciavicular 29
6. Mediastinum 42
7. Right Axilla 11
8. Lett Axilla 68
1[2[2[3]‘[DUP 115 9. Other ::;csipmucord 16
LOWER TORSO
1, Parsaortic 29
2. Pelvis 42
3. Upper 2/3 Abdoman [
4. Rtiliac area 68
lmZM‘ [DUP ——] 5. Ltitiscarea 16
6. Right Inguinat and Femorai 29
7. Latt Inguinat and Femorait 42
8. Other — e.g. spienic pedicle 55
specity.

RADIOTHERAPY HODGKIN'S &

sWOls - 12/85
pg. Lot d

LYMPHOMA FORM

1 - Total abgomen, ant and post Heids
2 - Upper 2/3 ot adbdomen, ant ana post fisias

3 - Peivis, ant and oost tields

4 - Other — soecity

BASIC TUMOR DOSE

Y™ ana splenc pedicle, ant and Dost fisldas
Y snd spieen. ant and pont fieids

BOCST TUMOR DOSE

Time Time
Dose — Rad  Elapsea Days Qcse — Rad Elapseda Days
40 43 47
s3 56 60
66 69 73 -
20 23 27
i3 36 40
46 49 s3
59 62 68
72 75 79 =
20 23 27 ~
a3 36 40
46 49 53
59 62 66
72 75 79 -
20 23 27
i3 36 40
46 49 s3
s9 62 66 =
D FRACTIONATION D BOOST TUMOR DO
68 1.Sertp 69 1 . Concurrent
2 - Plannea Solit Courwe 2 - Saauentisi
3.3 davewin. 3 - Not Applicadile
4 -4 devwwek,
5.8 daywwk,



RADIOTHER

APY HODGKIN'S & LYMPHOMA FORM PAGE 2

21215 pup
[EFEE | .o
INTERRUPTIONS — DAYS AND REASON(S)
Days Reasons
S it Reaction is due to:
16 25 pearfy | '
1 - Chemothersoy
19 28 2 - Regiothersovy 34 D
3 . Comoination
22 31 4 - None of the sbove

1 -Soecisi 92 - Unknown
2 - Locsi resction

3 - Svstemic reaction

4 - Unsauistectory WBC Count

8-\ v Pt Count

€ - Other (wecity)

Patient Name: Last, First, Midgte (nit.

Pleass encioss copies of:

port films, daily radiotherapy
treatment record, all dose
caiculations and isodose curves.

9 - Unknown Signature — Radiotherap:st Date
EVALUATION — TO BE FILLED IN BY RADIOLOGIC PHYSICS CENTER & RADIOTHERAPY STUDY COORODINATOR
Dose Agresment Oose Doss Rate
UPPER TORSO within = 5%  Acceptability Acceptadility RET
pre—— r——
1. Waideyer's ring 1 52| | Lz I 216} IDUP —} 16 3 !
2. Right Neck 36{ 53 |1 4 15 17 37 |
3. Left Neck 37 54 18 41 |
4. Rignt Supraciavicutar 38 55 L 19 45
S. Left Supraciavicutar 39 56{ | 20 q 49
6. Megiastinum 40 s7 21 53
7. Right Axilla 4] 58 22 87
8. Left Axiia 42 59 23 61
9. Other — e.g. spinat cord 43 L 60 | 24 65
specify 1-Yes 1-Adequets 9 - Unknown 1. Ageauate 9 - Unknown
2-No 2-Consgered Excessive 2 - Too ARsoid
3.C ed | ste 3. Too Slow
LOWER TORSO 4 . Shouid Aot have Deen trested 4 - Shouid Not have been treated
1. Paraaorta 44 61 25 89
pam— — ——
2. Peivis as| | 62| | 26| | 73
3. Upper 2/3 Abdomen 46 63 27 77
e — — p—
4. Rt iliac area 47] | 641 28| | [212]7] [ouP—] 16
5. Lt iliac area 48| | 65| | 29| 1 4 15 20
6. Right Inguinat and Femoral 49| | 66 | 30 ] 24
7. Left Inguinal ang Femorat so| | 67| | 31 | 28
8. Other — ¢.g. splemc pedicle 51 68 - 32 12
EVALUATION OF CURRENT COURSE COMMENTS
% . € " R
28 ///:- ; Fully Eves ‘ (no @ ~
3-Not A (me )
4 -« Qther ( tv}
S - Unknown
TO BE FILLED IN AFTER LAST
TREATMENT COURSE
FINAL EVALUATION OF TOTAL XRT
% l 1 - Buily € ¢ 4 1}
38 2-A (ﬂ“ﬂ;:‘
3 - Not A (ra
4-Ovver ( v} - -
5 - Unknown Signature — Radiotherapy Co-ordinator(s) Date
Signature — Physicist Dats
swols - 12/83

P8 2 of &




ANTERIOR FIGURE FOR RADIOTHERAPY FIELDS TO ACCOMPANY
RADIOTHERAPY LYMPHOMA FORM
{See Posterior Figure)

Patient Name Pt. No. L.l | T I |
investigator Inst.
Study No. Treatment No. Accession No.
\
- »
(r
= -
_—
)
q 7\ A

sSWoLls - 12/85
pg. J of &

Skatch in treatment fields.



POSTERIOR FIGURE FOR RADIOTHERAPY FIELDS TO ACCOMPANY
RADIOTHERAPY LYMPHOMA FORM
(See Anterior Figure)

Patient Name Pe.No. L.ttt 1 |

Investigator Inst.

Study No. Treatment No. Accession No.
“————

Sketch in treatment fieids.

ol - 12/88
g & of &



Page  of 2

SWOG RADIOTHERAPY FORM CHANGE IN RADIOTHERAPY PLANS
SWOG Pt No. | i+ 1 | ! Study No. ! o Reg. Type :
Pauent Name Radiauon Oncoiogist

[nsutution Radiotherapy Facity

Data Management [nsututon
(If different from Insutunon listed above:

INSTRUCTIONS:

Use this form to report changes to the Statsucat Center 1n the pians for 2 pauent’s radiotherapy.
Complete the following secuons as appropnate:

Section A if pauent will never receive radiotherapy on protocol

Section B if paueat received radiotherapy but at a locauon other than a SWOG-approved
Radiotherapy Facility

Sectdon C if pauent started radiotherapy but wiil not compiete course as descnbed per pro-
tocol (Note - vou must suil submit radiotherapy matenals documenung the
amount of radiotherapy that was given.)

Secton D if there has been a delay in the start and/or compietion of radiotherapy of 14 or
more days. but radiotherapy wiil be given;conunued

A. RADIOTHERAPY NOT GIVEN
Patient did not recetve any radiotherapy on this protocoi because (check one):

pauent died before radiotherapy was to begin

pauent was taken off protocol treatment by physician before receiving radiotherapy due
to toxicities or surgical complicatons foilowing procedures outlined in the protocol

patient was taken off protocol treatment by physician before receiving radiotherapy due
to disease progression

1 1 U]

pauent should have received radiotherapy, protocol viociauon: speciiy

L]

patient refused radiotherapy: specify reason

D other: specify

B. RADIOTHERAPY NOT GIVEN AT A SWOG-APPROVED RADIOTHERAPY FACILITY.

D facility name:

NOTES:

SWOG 5-87




Page 2 of 2

SWOG RADIOTHERAPY FORM
CHANGE IN RADIOTHERAPY PLANS

swoGPtNo. [ | | | | 1] Study No. [ ] | | | Reg. Type [

C. RADIOTHERAPY TREATMENT NOT COMPLETED*®
Patient started radiotherapy but will not complete radiotherapy because (check one):

patient died before radiotherapy compieted

patient taken off radiotherapy treatment by physician due to radiotherapy toxicities
patient taken ofl radiotherapy treatment by physician due to non-radiotherapy toxicities
patient taken off radiotherapy treatment by physician due to discase progression

patient taken off radiotherapy treatment by physician due to reasons other than toxicity
and disease progression; specify reason

patient refused further radiotherapy because of radiotherapy toxicities
patient refused further radiotherapy because of non-radiotherapy toxicities

patient refused further radiotherapy because of non-toxicity reasons

other; specify

1 o0OOO0 0oood

J‘l [ H [ | M. D.Y) First day radiotherapy was given
[ ] J"I l H l ](M. D.Yv Last day radiotherapy was given

Radiotherapy Summary  (Note — submit radiotherapy matenais documenung the radiotherapy that was given)
Irradiated Site Total Rads - Target Tissue

LU IV N

D. TREATMENT DELAY OF OVER 30 DAYS

‘ l H I H l |(M. D.Y) Radiotherapy starting date
r]J l H L](M. D.Y) Estimated restart date

FI_H L H I ] M.D.Y) Estimated completion date
Reason [or treatment delay (check one):

D toxicities or surgical complications
D patient wishes
D other; specify

* If part C is submitted and the patient later continues radiotherapy, please complete and submit part D.

Name of person completing form:

Date: H 1 ]-r r ](M.D.Y)

SWOG 12-86




Southwest Oncology Group Page 1 of

LYMPHOMA HEAD AND NECK SWOG Study No. [ [ [ [ ]  Protocoi Step [ |
RADIOTHERAPY FORM

swoGPt. Na. [ [ T T T T 1 pPatient's Name
L i L1 L | S |

© Q] (M)

INSTRUCTIONS: Indicate proposed radiotherapy fields for sites located in Head and Neck oniy.
Use the prestudy lymphoma diagrams for all other sites.

Diagrams
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19.0 APPENDIX

19.1

19.2

This section includes Chemoctherapy Toxicity Criteria (Southwest Oncology Group),
Radiation Therapy Toxicity Criteria, and "Recommendations for Grading of Acute and

Subacute Toxic Effects” (for reporting of ADR's), and Radiation Therapy Toxicity
Critenia.

Appendix |l provides examples of radiation fields.



CHEMOTHERAPY TCXICITY CRITERIA

System 0 1 2 3 8
Hematopoietic >2y> 10.0 92.0.9.9 7.0-39 5.0-6.9 <50
Hgb gm/dl
waC >4,000 61500) 3,000 - 3,999 2,000 - 2,299 1,000 - 1,999 <1,000
(granutocytesiul (<1,500) {<1,000) (<300} (<250)
Platelets/ul >100,200 75,000 - 992,999 50,000 - 78,999 25,000 - 49,999 <25,000
Genitourinary
A. Renal
Creatinine >30 40-30 30 -39 20-29 <20
Clearance
B. Bladder Normal Dysuria requiring - Dysuria requiring Hematuria + drop
no Rx and/or therapy and/or of Hgb. by 2 gm/d!
microscopic hematuria
hematuria
Hepatc
SCOT <430 (normal-2xn)  31-60 (2-3.9n) 61209 (3-1Cxn) 200 (>10xn)
SGPT <30 (normal-2xn)  30-50 (2-3.9xn) 51-100 (5-16xn} 160 (>10xn)
Bilirubin <1 mg/dt 1-2 mg/d]} 2.1 - 5 mg/dl 5 mg/dl
Clinical evidence of liver failure
Gastromntestinal
A. Stomatts Normal Erythema Ulcers - able to eat Unable to eat because of
uicerations
B. Aba. Pain None No Rx needed Rx needed-heipfiul Rx neecea-not heiptul
C. Constipation Daily BM No BM <2 d No BM x 2-4 d. No BM >4 d.
D. Diarrhea <3 BM daily 3-3 liquid stools >4 liquid stoois Blood diarrhea
no dehydration d. needs [V to hydrate  needs IV +/cr blood
Gastrowntestinal
E. Nausea & Yomiting Normal Nausea, no vomiting Vomiting can be Vomiting >6é xd in spite of
prevented by Rx <6 xd antiemetcs
Pulmonary Normal No symptoms Pulmonary symptoms Assisted ventilation needed
puimonary function requiring Rx without
any parameter need for assisted
10-23%<pre Rx ventilation
Cardiac Normal in all EKG changes onty or Arthythmias CHF, ventricular
sinus tachyeardia except ventricular tachycardia, pericarditis
not to exceed 110 achycardia + EXKG and/or effusicn
at rest changes
Neuromuscular
Pericheral nerves None +DTR'S +/or Absent DTR's weakness I[ncapacity, weakness o
paresthesias + peripheral nerve pain bedridden state, paresis
CNS Normal Drowsiness & Confusion, anxiety or Convulsions
nervousness depression requiring Corma
therapy Psychosis
Skin
Acute Normai Transient erythema  VYesiculation Ulceration
Chronic Normal Pigmentation, Subepidermal fibrosis Ulcerauon + necros:s
atrophy, depilation
Allergy None Drug fever <3 C Urthicaria fever Anaphylactic reaction
Transient rash >3 C, asthma or anapnylactic shock
Hypertension Normai <10%4 10-25%4 >25%4

Append Mast/Chem Tox Crit



RECOMMENDATIONS POR GRADING OF ACUTE AND SUBACUTE TOXIC EFFECTS

< SEVERE < SEVERE < SEVERE SEVERE TIFE-TH
(Grage O (Grade 1) (Grade D (Grade 3) (Grade 0
( Adutts)
obin >11.0¢/100 m} 9.5-10.9 g/100m]} 2.0-9.4¢/100 mi 6.3-7.9 ¢/100 mi <63g/100 ¢
>0/ 93.109 g/t 80 % gt €379/t <e3ght
> &8 mmol/l 26-6.7 mmeol/1 0.93-3.3 mmol/] 60-0SmmoUl "< 4.0 mmol/!
Leukecytes (1000/mm3) > 4.0 3.0.3.9 20-2.9 1.0-1.9 1.0
Granulocytes (1000/mm>) > 2.0 1.5-1.9 1.0-1.4 0.5-0.9 <05
Platelets (1000/mmJ) > 100 75.99 30.78 25-49 <25
Hemorrhage Rone Petechiae B Blcod loss Gross Blod s Dsbllitating
c‘gmg@g
Rilimdhin <1.235x Na 1.26.2.5x Na 2£.5x Na $1.10x N > 10z Na
Transaminases (SGOT, SGPTX 1.25x Na 1.26-2.3 x Na 26-5x N8 31.10x Na >i0x No
Alaline phosphatase < §.25x N8 1.23-2.3 x N8 26-3x Na 3.1.10x Na >J0x Nm
Orali No change srencis/ery thema Erythema, uicers; Uicers; roquires Alimentati
can eat soliis liquid diet only not possiblc
Nausea/vomiting None Neusea Transient Vomiting requiring Intractable
vomiting
Diarrbes None Transient< 2 days Tolerabie, but Intolerable, re- Hemorrhag
> 2 days qQuiring therapy dehydratio
Renal
Biood wea nitrogen or
Blood urea creatinine <1.23x Na 1.26-2.5 x Na 2.6-3 x Na 3-10x Na >10x Na
Proteimria No change l: . 2-3¢ [ 79 Negphrotic
<83 g% &.3-i.0gn > iogn syndrome
<3gnl 3.104/1 > 10g/1
[ ¥ T T Me sbuenes Bl Lonas o £ [ o7 Py Pnn _ mlaa. e .4
= 5 T sy BRI S WS U AU * LULS VEIOW. UV
Pulmenary No change Mild symptoms Exertional Dyspnea at rest Complete
dywnea rest requls
Pever with dng None Feverc 38 C Fever 33C-00C Feven 80 C Fever wit
Alergic No change Edema Bronchospesm: no Bronchospasm; Araphyiax
required required
Qutanecus No change Erythema Dry desquamation, Moist desqamation, Exfoliativ
vesiculation, ulceration dermatitis
prurinns requiring
Intervent)
Halr No change Minimal hair loss Moderate, patchy Complete alopecia Non-reve:
alopecia but reversible alopecia
Infection (specity site) None Minor intection Moderate infection Major infection Major inf(
Cardiac
Rhrythm No change Sl tachycardia, Unifocal PYC Multifocal PYC Ventricul
> 110 at rest atrial arrhythmia tachycarc
Punction No change Asymptomatic, but Transient symptomatic Symptomatic dys- Symprom
abnormal cardiac dystunction; no function responsive function 1
therapy required to therapy responsiv
Perjcarditis No change Asymptomatic Symptomatic; no Tamponade; tap Tampona
ef{fusion P required required reqQuired
Neurotoxici
State of communication Alert Transient lethargy Somnolence ¢ 30% Somnolences 30% Coma
of waking hours of waking hours
Perjpheral None Paresthesias Severe pares- Intolerable pares- Paralysis
and/or decreased thesias and/ot mild thesias and/or
tendon reflexes weakness marked motor loss
Constipstion® None Mild Moderate Abdominal dis- Distentic
tantion vomiting
Pain¢ Neone Miis Moderate Severe Intractat

& N = ypper limit of normal value of population under study.
D This does not include constipation resultant from narcotics.

€ Only treatment-related pain is considered, not disease-related pain.



Examples of Radiation

Positive mediastinum

Mediastinum and one or both necks
Both necks

Neck and axilla

One neck

One groin

Inguinal and para-aortic

Inguinal and pelvic

Bilateral inguinal

Fields
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