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SYNOPSIS

TITLE Clinical Performance, Efficacy and Safety of the 
DigniCap™ System, a Scalp Hypothermia System, in 
Preventing Chemotherapy Induced Alopecia in Patients 
with Early Stage Breast Cancer 

PHASE
BACKGROUND

OBJECTIVES

Primary Objective:

Secondary Objectives:
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STUDY ENDPOINTS Primary endpoint:

Secondary endpoints:

Downloaded From: http://jamanetwork.com/ by a Wake Forest School of Medicine User  on 09/14/2017



PATIENT 
POPULATION AND 
SAMPLE SIZE

INVESTIGATIONAL 
PRODUCTS
PATIENT 
SELECTION 
CRITERIA
Treatment Group

Inclusion criteria:
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Exclusion criteria:

PATIENT 
SELECTION 
CRITERIA

Inclusion Criteria:
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Control Group

Exclusion Criteria:
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STUDY DESIGN
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1. BACKGROUND AND RATIONALE 
1.1 Chemotherapy Induced Hair Loss

1.2 Methods Of Preventing Chemotherapy Induced Hair Loss

1.2.1 Scalp Cooling Rationale 

1.2.2 Scalp Cooling Development 
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1.2.3 Continuous Scalp Cooling  

1.3 The Efficacy Of Scalp Cooling To Prevent Chemotherapy Induced Hair Loss 

1.3.1 Efficacy Determinants 

1.3.2 Efficacy Measures
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1.3.3 Literature Review 

1.4 Safety Of Scalp Cooling

1.4.1 Short Term Side Effects
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1.4.2 Long Term Side Effects

1.5 Scalp Cooling In Relation To Well Being
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1.6 Scalp Cooling: Available To Cancer Patients World Wide 

1.7 Feasibility Study Of Scalp Cooling With The Dignicap™ System In The US
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1.8 The Need For A Prospective Study Of Scalp Cooling 
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2. OBJECTIVES 

2.1 Primary Objective

2.2 Secondary Objective
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3. TREATMENT ENDPOINTS
3.1 Primary Endpoint

3.2 Secondary Endpoints
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4. TREATMENT PLAN
4.1 Schedule Of Investigational Events for Treatment and Control Group

Assessments Baseline1

Each 
Chemo-
therapy 

cycle

1 month (3-
6 weeks) 
after last 
chemo-
therapy 
infusion

Follow-up
Visit (3 

months ±
2 weeks) 

Follow-up
Visit 

(6 
months±
2 weeks) 

Annual 
Follow-up
Visits at 1, 
2, 3, 4 and 

5 years (± 2 
weeks)
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5
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5. PATIENT SELECTION CRITERIA
5.1 Treatment Group

5.1.1 Inclusion Criteria

o

o

o
o
o

o

o

o

5.1.2 Exclusion Criteria

Downloaded From: http://jamanetwork.com/ by a Wake Forest School of Medicine User  on 09/14/2017



5.2 Control Group 

5.2.1 Inclusion Criteria

o

o

o
o
o

o

o

o
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5.2.2 Exclusion Criteria
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6. INVESTIGATIONAL DEVICE 
6.1 The Dignicap™ System

6.2 Dignicap™ 

6.2.1 Composition 

6.2.2 Product Safety 

6.2.3 Storage Requirements

6.2.4 Biocompatibility

6.3 Dignitherm™

6.4 Digni C3

6.4.1 Specifications 

6.4.2 Temperature Control 
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6.5 Dignicool™ 

6.5.1 Product Name

6.6 Labeling

6.7 Investigational Device Accountability 

6.8 Training And Experience For The Use Of The Device
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7. STUDY DESIGN

7.1 Study Treatment 

7.2 Point Of Enrollment
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7.3 Chemotherapy Regimens and Cooling Times 

Chemotherapy Regimen Dose

Post Infusion 
Cooling 

Time
(minutes)
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8. ASSESSMENTS
8.1 Photographic Documentation

8.2 Assessments At Baseline 

8.3 Assessments At Each Cycle Of Chemotherapy 
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8.4 Assessment 4 Weeks (3-6 Week Window) Following The Last Cycle Of 
Chemotherapy

8.5 Assessments At The Follow-Up Visit 3 Months (±2 Weeks) After The Completion Of 
Study Treatment

8.6 Assessments At The Follow-Up Visit 6 Months (±2 Weeks) After The Completion Of 
Study Treatment

8.7 Assessments at the Follow-Up Visits 1, 2, 3, 4 and 5 Years (± 2 Weeks) After 
Completion of Study Treatment
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9. Adverse Events (AE)
Adverse Event

9.1 Adverse Device Events (ADE) 
Adverse Device Event

9.2 Recording Of Adverse Events Any Adverse Device Events

9.3 Assessment Of Severity

9.4 Assessment Of Causality

reasonable 
possibility)
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9.5 Follow-Up Of Adverse Events And Assessment Of Outcome 

9.6 Unexpected Adverse Event
unexpected

9.7 Serious Adverse Event
serious

9.8 Relationship To Study Intervention

9.8.1 Probably Related 
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9.8.2 Unknown Relationship

9.8.3 Definitely Not Related

9.9 Foreseeable Investigational Treatment Related Adverse Events

9.9.1 Hypersensitivity Reactions

9.9.2 Pain Or Discomfort Reactions

9.9.3 Toxicity Reporting 

9.10 Reporting Adverse Events

9.10.1 Immediate Reporting By Investigator To Sponsor 
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9.10.2 Non Expedited Reporting 

9.10.3 Investigator Reporting Responsibilities 

9.10.4 Sponsor Reporting Responsibilities

9.10.5 Deviations From The CIP And/Or Amendments 
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9.11 Data Safety Monitoring Board  

Downloaded From: http://jamanetwork.com/ by a Wake Forest School of Medicine User  on 09/14/2017



10. PATIENT EVALUATION CRITERIA
10.1 Criteria For Response Assessment

10.2 Endpoint Variables

10.2.1 Alopecia Report Assessment by the Patient

10.2.2 Adverse Events Related to Use of the Dignicap™ System

10.2.3 Incidence of Scalp Metastases
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10.2.4 Quality Of Life in Women Using the Dignicap™ System

10.2.5 Hair Re-Growth

10.2.6 Impact of Hair Loss on Treatment Decisions

10.3 Criteria and Procedures for Withdrawal from Protocol Treatment

10.3.1 Hypersensitivity Reactions
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10.3.2 Pain or Discomfort Reactions

10.4 Early Termination or Suspension of the Investigation 
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11. DEVICE RISK ANALYSIS AND RISK ASSESSMENT
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12. DATA quality
12.1 Original Data

12.2 Target e*CRF® (Electronic Data Capture)
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12.3 Target e*CTR® Viewer (Target e*Clinical Trial Record Viewer)

12.4 Certified Copies of Original Data 

12.5 Quality by Design (QbD)
12.5.1 Data Management 
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12.5.2 Centralized Monitoring
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12.6 Record Retention

12.7 Confidentiality of Subject Data

12.8 Clinical Data Monitoring Plan (CDMoP) 

Communication Timeframe

Downloaded From: http://jamanetwork.com/ by a Wake Forest School of Medicine User  on 09/14/2017



Communication Timeframe

12.9 Site Qualification Visit

12.10 Site Initiation Visit
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Task Protocol-Specific Requirements

12.11 First On-Site Monitoring Visit

12.12 Interim Monitoring
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12.13 Site Closeout

12.14
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13. STATISTICAL CONSIDERATIONS 
13.1 Objectives

13.2 Statistical Hypothesis and Model
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13.3 Sample Size and Power Estimation
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13.4 Interim Analysis and Stopping Rules

13.5 Handling of Missing Values/Discontinuations

13.6 Analysis 
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14. PUBLICATION POLICY

15. SPONSOR

16. CONFIDENTIALITY

Downloaded From: http://jamanetwork.com/ by a Wake Forest School of Medicine User  on 09/14/2017



17. REFERENCES
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18 APPENDICES 
 
 
GENERAL/INCLUSION 
 

I. ELIGIBILITY CHECKLIST 

IA KARNOFSKY PERFORMANCE SCALE 

IB SAVIN SCALE 

II. SCREENING LOG- NON ENROLLED PATIENTS 

III. INFORMED CONSENT 

 

CASE REPORT FORMS 

IV. BASELINE   

IV.A. AMERICAN SOCIETY OF ANESTHESIOLOGISTS CLASSIFICATION 

V. ALL CHEMOTHERAPY CYCLES  

VI. FOLLOW-UP 3 MONTHS AFTER COMPLETION OF CHEMOTHERAPY 

VII. FOLLOW-UP 6 MONTHS AFTER COMPLETION OF CHEMOTHERAPY 

 

PATIENT ASSESSMENTS 

VIII. ALOPECIA SELF REPORT  

IX. SYMPTOM SURVEY 

X. EORTC-QLQ-BR23 

XI. BODY IMAGE SCALE (BIS) 

XII. IMPACT OF HAIR LOSS ON TREATMENT DECISIONS 

XIII. HAIR REGROWTH FOLLOW UP SURVEY 

 

SAFETY 

XIV. MEDWATCH 

 

DEVICE FORMS 

XIX. TRAINING PROTOCOL 

XX. CHECKLIST TRAINING OF PERSONNEL  

XXI. GUIDELINES FOR STUDY PHOTOGRAPHS 

XXII. DEVICE ACCOUNTABILITY LOG 

XXIII. CASE REPORT FORM FOR DEVICE USE  

XXIV. GUIDE TO DEVICE LABELING 

XXV. DIGNICOOL HAZARDS INFORMATION AND MATERIAL SAFETY DATA 

XXVI. LIST OF HAZARDS 

XXVII. CASE REPORT FORM FOR ANNUAL SAFETY FOLLOW-UP VISITS 
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 APPENDIX I 
 
ELIGIBILITY CHECKLIST – TREATMENT GROUP 
 
PATIENT STUDY NUMBER    
SITE________________________ 
DATE     
Patients must have the following criteria to be eligible for the study: 

 
Female patient  18 years of age 

Documented diagnosis of stage I or II breast cancer 

A planned course of chemotherapy in the adjuvant or neoadjuvant setting including 
one of the following regimens;  

o Doxorubicin 60 mg/m2 and Cyclophosphamide 600 mg/m2 x 4 - 6 cycles IV 
every 2 - 3 weeks 

o Docetaxel 75 mg/m2 and Cyclophosphamide 600 mg/m2  x 4 - 6 cycles IV 
every 3 weeks                 

o Paclitaxel 80 mg/m2 weekly IV x at least 12 weeks with or without IV 
trastuzumab 

o Paclitaxel 175 mg/m2 IV every 2 weeks x 4 – 6 cycles (without an 
anthracycline)  

o Paclitaxel weekly and Carboplatin AUC 2 weekly or AUC 6  every 3 weeks IV 
x  4 - 6 cycles and trastuzumab IV weekly or every 3 weeks. 

o Docetaxel 75 mg/m2 and Carboplatin AUC 6 IV every 3 weeks x 4 - 6 cycles 
and trastuzumab IV weekly or every 3 weeks. 

o Pertuzumab initial dose of 840mg, followed by 420 mg 603 every 3 weeks, 
Trastuzumab initial dose of 8 mg/kg, followed by 6 mg/kg every 3 weeks, 
Docetaxel 75 mg/m2 

o Targeted agents such as trastuzumab are allowed. 

 
 Plan to complete chemotherapy within 6 months  

At least two years out from the last chemotherapy causing hair loss with complete 
recovery of hair 

Karnofsky performance status  80% 

Willing and able to sign informed consent for protocol treatment  

Willing to participate in study procedures including having photographs of the head 
before each cycle of chemotherapy and 1 month after the last chemotherapy   
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  21 March 2014 

Willing to enroll in an extension protocol for follow up for 5 years following the end 
of chemotherapy treatment 

 
Patients must NOT have any of the following criteria to be eligible for the study: 

  
Patients with female pattern baldness resembling picture I-3 or higher on the Savin 
scale, see Appendix IIB 
 
Autoimmune disease affecting hair; e.g. alopecia areata, systemic lupus with 
associated hair loss 

A history of whole brain radiation 

Plans to use a chemotherapy regimen other than those specified in the inclusion 
criteria. Specifically, patients receiving a regimen including both an anthracycline and 
a taxane are not eligible for this trial (AC/T, EC/T, TAC, etc)  

Concurrent hormone therapy with chemotherapy. Hormone therapy should be given as 
indicated following completion of chemotherapy 

Underlying clinically significant liver disease including active viral hepatitis with 
abnormal liver function tests >1.5 times the upper limit of normal, including alkaline 
phosphatase, AST, and total bilirubin. Patients with Gilbert´s disease (elevated indirect 
bilirubin only) will be eligible for participation.  

Clinically significant renal dysfunction defined as serum creatinine > upper limit of 
normal.   

A serious concurrent infection or medical illness which would jeopardize the ability of 
the patient to complete the planned chemotherapy and follow-up 

A history of persistent grade 2 alopecia induced by prior chemotherapeutic regimens 

Participation in another clinical investigation or exposure to other investigational 
agents, drugs, device or procedure that may cause hair loss  

Intercurrent life-threatening malignancy 

A history of cold agglutinin disease or cryoglobulinemia 

Evidence of untreated or poorly controlled hyper- or hypothyroidism 

A history of silicon allergy 

American Society of Anesthesiologist Class 3, see Appendix V.A. 

 

Enrolling Investigator:______________________________    Date:_____________________ 
 
Study Coordinator:_________________________________    Date:____________________ 
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ELIGIBILITY CHECKLIST – CONTROL GROUP 
 
PATIENT STUDY NUMBER    
SITE________________________ 
DATE     
 

Patients must have the following criteria to be eligible for the study: 

 
Female patient  18 years of age 

Documented diagnosis of stage I or II breast cancer 

A planned course of chemotherapy in the adjuvant or neoadjuvant setting including 
one of the following regimens;  

 
o Doxorubicin 60 mg/m2 and Cyclophosphamide 600 mg/m2 x 4 - 6 cycles IV 

every 2 - 3 weeks 

o Docetaxel 75 mg/m2 and Cyclophosphamide 600 mg/m2  x 4 - 6 cycles IV 
every 3 weeks                    

o Paclitaxel 80 mg/m2 weekly IV x at least 12 weeks with or without IV 
trastuzumab 

o Paclitaxel 175 mg/m2 IV every 2 weeks x 4 – 6 cycles (without an 
anthracycline)  

o Paclitaxel weekly and Carboplatin AUC 2 weekly or AUC 6  every 3 weeks IV 
x  4 - 6 cycles and trastuzumab IV weekly or every 3 weeks. 

o Docetaxel 75 mg/m2 and Carboplatin AUC 6 IV every 3 weeks x 4 - 6 cycles 
and trastuzumab IV weekly or every 3 weeks. 

o Pertuzumab initial dose of 840mg, followed by 420 mg 603 every 3 weeks, 
Trastuzumab initial dose of 8 mg/kg, followed by 6 mg/kg every 3 weeks, 
Docetaxel 75 mg/m2 

o Targeted agents such as trastuzumab are allowed. 

 
At least two years out from the last chemotherapy causing hair loss with complete 
recovery of hair 

Karnofsky performance status  80% 

Willing and able to sign informed consent for protocol treatment  
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Willing to participate in study procedures including having photographs of the head 
before each cycle of chemotherapy and 1 month after the last chemotherapy   

Choose not to use scalp cooling during chemotherapy 

 

Patients must NOT have any of the following criteria to be eligible for the study: 

  
Patients with female pattern baldness resembling picture I-3 or higher on the Savin 
scale, see Appendix IIB 
 
Autoimmune disease affecting hair; e.g. alopecia areata, systemic lupus with 
associated hair loss 

A history of whole brain radiation 

Plans to use a chemotherapy regimen other than those specified in the inclusion 
criteria. Specifically, patients receiving a regimen including both an anthracycline and 
a taxane are not eligible for this trial (AC/T, EC/T, TAC, etc)  

Concurrent hormone therapy with chemotherapy. Hormone therapy should be given as 
indicated following completion of chemotherapy 

Underlying clinically significant liver disease including active viral hepatitis with 
abnormal liver function tests >1.5 times the upper limit of normal, including alkaline 
phosphatase, AST, and total bilirubin. Patients with Gilbert´s disease (elevated indirect 
bilirubin only) will be eligible for participation.  

Clinically significant renal dysfunction defined as serum creatinine > upper limit of 
normal.   

A serious concurrent infection or medical illness which would jeopardize the ability of 
the patient to complete the planned chemotherapy and follow-up 

A history of persistent grade 2 alopecia induced by prior chemotherapeutic regimens 

Participation in another clinical investigation or exposure to other investigational 
agents, drugs, device or procedure that may cause hair loss  

Intercurrent life-threatening malignancy 

Evidence of untreated or poorly controlled hyper- or hypothyroidism 

American Society of Anesthesiologist Class 3, see Appendix V.A. 

 
 

Enrolling Investigator:______________________________    Date:_____________________ 
 
Study Coordinator:_________________________________    Date:____________________ 
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APPENDIX IA 
 
KARNOFSKY PERFORMANCE SCALE

100 Normal; no complaints; no evidence of disease 

90 Able to carry on normal activity; minor signs or symptoms of disease 

80 Normal activity with effort; some sign or symptoms of disease 

70 

60 

Cares for self; unable to carry on normal activity or do active work 

Requires occasional assistance, but is able to care for most personal needs 

50 Requires considerable assistance and frequent medical care 

40 Disabled; requires special care and assistance 

30 Severely disabled; hospitalization is indicated, although death not 
imminent 

20 Very sick; hospitalization necessary; active support treatment is necessary 

10 Moribund; fatal processes progressing rapidly 

0 Dead 
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APPENDIX IB 
 
SAVIN SCALE 
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APPENDIX II 
 
SCREENING LOG- NON ENROLLED PATIENTS 
 
 
Age Reason for not participating 
 Patient unwilling to participate /Patient does not fulfill eligibility criteria 
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APPENDIX III 
 
INFORMED CONSENT  

 
 
 
 

Please see attachment. 
 
PATIENT INFORMATION  
 

 
 

Add Dignitana Patient information
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APPENDIX IV 
 
BASELINE CRF 
 
DATE OF STUDY REGISTRATION (DD/MM/YYYY)________________________ 
 
DEMOGRAPHICS: 
PATIENT STUDY NUMBER ___ ___ ___ ___ ___ ___ ___ ___ 
SITE ___ ___ ___ ___ ___ ___ ___ 
ETHNICITY(Chose one): ___HISPANIC    ___NON-HISPANIC  
RACE: (Chose all that apply):___WHITE ___BLACK  
                                               __ASIAN  ___PACIFIC ISLANDER  ___NATIVE AMERICAN 
 
MEDICAL HISTORY  
PRIOR RADIATION? ____YES ____NO 
IF YES, SPECIFY SITE_______________________________________ 
DATE (DD/MM/YYYY)_______________________ 
DURATION_________________________________ 
 
HISTORY OF PRIOR TREATMENT FOR BREAST CANCER? ____YES ____NO   
IF YES, SPECIFY CHEMOTHERAPY BELOW 
AGENT DOSE  NUMBER OF 

CYCLES 
   
   
   
   
   
   
DATE OF START (DD/MM/YYYY)______________________________ 
DATE OF COMPLETION (DD/MM/YYYY)________________________ 
 
HORMONE THERAPY    YES____ NO______  
TYPE OF TREATMENT________________________________________________ 
INCLUSIVE DATES (DD/MM/YYYY, list start and stop)_ 
__________________________________________________________________ 
 
PRIOR CHEMOTHERAPY FOR ANY REASON? ____YES ____NO 
IF YES, SPECIFY  
AGENT DOSE  NUMBER OF 

CYCLES 
   
   
   
   
   
   
 
DATE OF START (DD/MM/YYYY)______________________________ 
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DATE OF COMPLETION (DD/MM/YYYY)________________________ 
 
HISTORY OF SCALP SURGERY?____YES ____NO 
IF YES, SPECIFY DATE (DD/MM/YYYY)_________________________ 
PURPOSE____________________________________________________ 
 
HISTORY OF HYPER OR HYPOTHYROIDISM? ____YES ____NO 
IF YES, SPECIFY  
APPROXIMATE DATE OF DIAGNOSIS ________________________________  
TREATMENT_________________________________________ 
 
HISTORY OF ANY OTHER SERIOUS MEDICAL ILLNESSES? ____YES ____NO 
IF YES, SPECIFY_____________________________________________________ 
____________________________________________________________________ 
_____________________________________________________________________ 
 
HISTORY OF HEADACHES OR MIGRAINE? ____YES ____NO 
IF YES, SPECIFY  
FREQUENCY_______________________________________________________ 
SEVERITY 
0                     10 
USUAL TREATMENT________________________________________________ 
ANY HOSPITALIZATION OR ER VISITS?  PLEASE SPECIFY 
____________________________________________________________________ 
____________________________________________________________________ 
 
BREAST CANCER HISTORY 
DATE OF FIRST DIAGNOSIS OF THIS BREAST CANCER ________________ 
  
SURGERY DATE (DD/MM/YYYY) IF APPLICABLE______________________________ 
 
PLEASE ATTACH ALL PATHOLOGY REPORTS  
 
ER STATUS  

+  
–  
 

PR STATUS 
+  
– 
 

HER2NEU OVEREXPRESSION/AMPLIFICATION 
POSITIVE 
NEGATIVE 

METHOD OF DETERMINATION 
IHC RESULT____________________ 
FISH RESULT___________________  

 
PLANNED CHEMOTHERAPY  

ADJUVANT 
NEO ADJUVANT  
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PLANNED REGIMEN 
PLANNED START DATE (DD/MM/YYYY)___________________________________ 
PLEASE SPECIFY 
DRUG DOSE  NUMBER OF 

CYCLES 
   
   
   
   
   
 
CURRENT  MEDICATIONS YES ____NO   
IF YES, SPECIFY  
DRUG NAME DOSE  DOSING 

FREQUENCY 
DATE OF 
TREATMENT 
START 
(DD/MM/YYYY)
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PHYSICAL EXAMINATION 
DATE OF EXAMINATION_____________________________ 
HEIGHT:  ___ ___.___ inches  WEIGHT:  ___ ___ ___.___lbs. (actual) 
 
SCALP 

NORMAL  
ABNORMAL, SPECIFY __________________ 

        SCALP DERMATITIS    ____YES ____NO 
        OTHER_______________________________________ 
         
SKIN 

NORMAL 
ABNORMAL, SPECIFY (e.g. psoriasis, eczema, etc)_______________________ 

Skin toxicity will be determined using the revised NCI Common Toxicity Criteria (CTC) 
version 4.0 for Toxicity and Adverse Event Reporting.  

 
LABS 
TOTAL BILIRUBIN__________________________________________________________ 
ALKALINE PHOSPHATASE__________________________________________________ 
AST_______________________________________________________________________ 
CREATININE_______________________________________________________________ 
 
OTHER COMMENTS 
___________________________________________________________________________
___________________________________________________________________________
___________________________________________________________________________ 

Downloaded From: http://jamanetwork.com/ by a Wake Forest School of Medicine User  on 09/14/2017



Protocol Number DIG-001  DIGNITANA AB 
  21 March 2014 

 
APPENDICES TO BE FILLED OUT AT BASELINE 
 

Eligibility checklist, Appendix I 

Signed Informed Consent, Appendix III 

Alopecia self-report, Appendix VIII 
 

Symptoms survey, Appendix IX 
 

EORTC-QLQ-BR23, Appendix X 

Body Image Scale (BIS), Appendix XI 

Impact of hair loss on treatment decision, Appendix XII 

 
Investigator 
Signature:_______________________________________Date____________ 
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APPENDIX IV.A 
 
AMERICAN SOCIETY OF ANESTHESIOLOGISTS CLASSIFICATION 

P1 A normal healthy patient  

P2 A patient with mild systemic disease  

P3 A patient with severe systemic disease  

P4 A patient with severe systemic disease that is a constant threat to 
life  

P5 A moribund patient who is not expected to survive without the 
operation  

P6 A declared brain-dead patient whose organs are being removed for 
donor purposes  
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APPENDIX V 
 
CASE REPORT FORM FOR ALL CHEMOTHERAPY CYCLES  
 
PATIENT STUDY NUMBER    
SITE____________________________ 
DATE     
CYCLE NUMBER ______________________ 
 
 
Any new medications since baseline or last cycle? YES ____NO   
IF YES, SPECIFY  
DRUG NAME DOSE  DOSING 

FREQUENCY 
DATE OF 
TREATMENT 
START 
(DD/MM/YYYY)

    
    
  
    
    
    
    
    
    
    
    
    
    
    
    
    
 
 
PHYSICAL EXAMINATION 
SCALP 

NORMAL  
ABNORMAL, SPECIFY __________________ 

        SCALP DERMATITIS    ____YES ____NO 
        OTHER_______________________________________     
SKIN 

NORMAL 
ABNORMAL, SPECIFY (e.g. psoriasis, exzema, etc)_______________________ 

 
Skin toxicity will be determined using the revised NCI Common Toxicity Criteria (CTC) 
version 4.0 for Toxicity and Adverse Event Reporting.  

DATE OF EXAMINATION_____________________________
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APPENDICES TO BE FILLED OUT AT EACH CHEMOTHERAPY VISIT 
 

Alopecia self report (current hair loss vs baseline, wig use, hair quality, satisfaction 
with hair), Appendix VIII 

 
Patient symptoms survey, Appendix IX 

 
If applicable, MEDWATCH, Appendix XIV  

Case Report Form for Device Use, Appendix XXIII 

 

Additional appendices to fill out at the chemotherapy cycle half-way through (visit 4) 

 

EORTC-QLQ-BR23, Appendix X 
 

Body Image Scale (BIS), Appendix XI 
 

 
Investigator Signature:_______________________________________Date____________ 
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APPENDIX VI 
 
CASE REPORT FORM FOR THE FOLLOW-UP AT 3 MONTHS AFTER COMPLETION OF 
CHEMOTHERAPY 
 
PATIENT STUDY NUMBER     
SITE____________________________ 
DATE     
  
 
MEDICAL HISTORY  
RADIATION         ____YES ____NO 
CHEMOTHERAPY     ____YES ____NO 
SURGERY       ____YES ____NO 
PRIOR INVESTIGATIONAL DRUG____YES ____NO         Specify: ________________ 
 
VITAL SIGNS  
WEIGHT:  ___ ___ ___.___kg (actual) 
 
  
PHYSICAL EXAMINATION 
SCALP DERMATITIS    ____YES ____NO 
DANDRUFF ____YES ____NO 
Has the patient developed metastatic disease?  ____YES ____NO 
 If yes, 
Site of Metastatic Disease    Date of Diagnosis Confirmation by Pathology or Imaging? 
_____________________    _______________ _________________________________ 
_____________________    _______________ _________________________________ 
_____________________    _______________ _________________________________ 
 
Any new medications since last study visit? YES ____NO   
IF YES, SPECIFY  
DRUG NAME DOSE  DOSING 

FREQUENCY 
DATE OF 
TREATMENT 
START 
(DD/MM/YYYY)

    
    
    
    
    
    
    
    
    
    
    
    
 
Investigator Signature:_______________________________________Date____________ 
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APPENDICES TO BE FILLED OUT AT THE FOLLOW-UP VISITS AT 3 MONTHS 
AFTER COMPLETION OF CHEMOTHERAPY 
 
 

Alopecia self report (current hair loss vs baseline, use of head cover, hair quality, 
satisfaction with hair), Appendix VIII 

 
EORTC-QLQ-BR23, Appendix X 

 
Body Image Scale (BIS), Appendix XI 

 
Impact of hair loss on treatment decision, Appendix XII 
 
Hair re-growth follow up survey, Appendix XIII 
 
If applicable, MEDWATCH, Appendix XIV 
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APPENDIX VII 
 

CASE REPORT FORM FOR THE FOLLOW-UP AT 6 MONTHS AFTER COMPLETION OF 
CHEMOTHERAPY 
 
PATIENT STUDY NUMBER     
SITE____________________________ 
DATE     
 
VITAL SIGNS  
WEIGHT:  ___ ___ ___.___kg (actual) 
 
 
PHYSICAL EXAMINATION 
SCALP DERMATITIS    ____YES ____NO 
DANDRUFF ____YES ____NO 
Has the patient developed metastatic disease?  ____YES ____NO 
 If yes, 
Site of Metastatic Disease    Date of Diagnosis Confirmation by Pathology or Imaging? 
_____________________    _______________ _________________________________ 
_____________________    _______________ _________________________________ 
_____________________    _______________ _________________________________ 
 
Any new medications since last study visit? YES ____NO   
 
IF YES, SPECIFY  
DRUG NAME DOSE  DOSING 

FREQUENCY 
DATE OF 
TREATMENT 
START 
(DD/MM/YYYY)

    
    
    
    
    
    
    
    
    
    
    
    
 
 
Investigator Signature:_______________________________________Date____________ 
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APPENDICES TO BE FILLED OUT AT THE FOLLOW-UP VISITS AT 6 MONTHS 
AFTER COMPLETION OF CHEMOTHERAPY 
 

Alopecia self report (current hair loss vs baseline, use of head cover, hair quality, 
satisfaction with hair), Appendix VIII 

 
EORTC-QLQ-BR23, Appendix X 

 
Body Image Scale (BIS), Appendix XI 
 
Hair re-growth follow up survey, Appendix XIII 
 
If applicable, MEDWATCH, Appendix XIV 
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APPENDIX VIII 
 
ALOPECIA SELF REPORT 
 
PATIENT STUDY NUMBER    
SITE____________________________  
DATE     
CYCLE _____________________ 
 

HAIR LOSS 
 

1. Please mark an X on the option that best describes your overall hair loss compared to the 
standardized photographs at this time: 
no hair loss 
greater than 0 up to 25% hair loss  
greater than 25 up to 50% hair loss  
greater than 50 up to 75%  
greater than 75% hair loss 

 
USE OF HEAD COVER 

2.  Please place an X by the answer that most accurately describes your current use of wig, cap, scarf 
or other head cover because of hair loss: 

 
Never ______                                             Sometimes_______                                Always ________ 
 

 
 

SATISFACTION WITH PRESERVATION OF HAIR BECAUSE OF SCALP COOLING 
DURING CHEMOTHERAPY 

 
3. Please place an X at the position on the scale that reflects your satisfaction with the quantity 

of your hair at this time.  
 

0 10 20 30 40 50 60 70 80 90 100 
Completely  Neither satisfied   Completely 
dissatisfied nor dissatisfied  satisfied 
 

4. Please place an X at the position on the scale that reflects your 
satisfaction with your decision to use scalp cooling during chemotherapy 

 
0 10 20 30 40 50 60 70 80 90 100 
Completely  Neither satisfied   Completely 
dissatisfied nor dissatisfied  satisfied 
 
 
 

 
 

HAIR QUALITY BECAUSE OF CHEMOTHERAPY/ SCALP COOLING 
 

4. Please place an X by the statement(s) that most accurately describe the quality of your hair at this 
time. 
 

Texture is coarse____                                        
Texture is unchanged _____ 
Hair has less body________ 
Hair color has changed_____   (explain) ________________________________ 
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My hair is:  
Thick__________ 
Medium________ 
Thin__________  

 
 

5.  Please place an X on the scale that reflects your satisfaction with the quality of your hair at this 
time.  
 
   
0 10 20 30 40 50 60 70 80 90 100 
Completely  Neither satisfied   Completely 
dissatisfied nor dissatisfied  satisfied 
 
 

 
 
 
Please explain your satisfaction rating: 
__________________________________________________________________________________ 
__________________________________________________________________________________
__________________________________________________________________________________ 
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APPENDIX IX 
 
SYMPTOMS SURVEY (To be filled out by the patient at the end of each chemotherapy 
treatment) 
 
PATIENT STUDY NUMBER    
SITE____________________________ 
DATE     
CYCLE   
 
 
1.   In the past month have you experienced headache?  _________yes      ___________no  
 

If yes, how many headaches have you experienced in the past month?  
            1-2______ 

                                      3-4______ 
                                      5-6______ 
                                      > 6______ 
 
More than usual?  ___________yes _____________no 
 
2.   Did the scalp cooling treatment today trigger or exacerbate headache or migraine? ____yes ____no 
 
 
3. If yes, please mark the location on the scale below that best describes the level of pain you 
experienced with headaches today. 
                      (0= no pain   50= moderate pain   100= worst possible pain) 
 
 
 
0 10 20 30 40 50 60 70 80 90 100 
 
 
 
4.  Please mark the point on the scale that best describes how chilled you felt during the cooling down 
period today. 
 
                     (0=none,     100=as bad as it could be)
 
0 10 20 30 40 50 60 70 80 90 100 
 
 
5.  Please mark the point on the scale that best describes how chilled you felt with your overall cooling 
treatment today. 
 
                     (0=none,     100=as bad as it could be) 
 
 
 
0 10 20 30 40 50 60 70 80 90 100 
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6.   Please mark the scale at the point that best describes any scalp pain you experienced with your 
treatment today. 
 
                   (0= no pain   50= moderate pain   100= worst possible pain) 
 
 
 
0 10 20 30 40 50 60 70 80 90 100 
 
 
7- Did you take any pain killers today because of your scalp cooling treatment? 

 Yes   No 
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APPENDIX X 
 

 

EORTC-QLQ-BR23 

Please see attachment.  
 
 

PATIENT STUDY NUMBER    
SITE____________________________ 
DATE     
FOLLOW UP NUMBER  _____________ 

 

Downloaded From: http://jamanetwork.com/ by a Wake Forest School of Medicine User  on 09/14/2017



Downloaded From: http://jamanetwork.com/ by a Wake Forest School of Medicine User  on 09/14/2017



Downloaded From: http://jamanetwork.com/ by a Wake Forest School of Medicine User  on 09/14/2017



Protocol Number DIG-001  DIGNITANA AB 
  21 March 2014 

APPENDIX XI 
 

BODY IMAGE SCALE (BIS)  

PATIENT STUDY NUMBER    
SITE____________________________ 
DATE     
CYCLE OR FOLLOW-UP NUMBER    
 

In this questionnaire you will be asked how you feel about your appearance and about any 
changes that may have resulted from your disease or treatment. Please read each item 
carefully and place a checkmark on the line below the reply that best describes the way you 
have been feeling about yourself during the past week. 

 
Have you been feeling self-conscious about your appearance?  
 
Not at all                           A little                         Quite a bit                             Very much                     
.........                         .........                      .........                            ......... 
 
Have you felt less physically attractive as a result of your disease or treatment? 
 
Not at all                           A little                         Quite a bit                             Very much                    
.........                         .........                      .........                            ......... 
 
Have you been dissatisfied with your appearance when dressed?  
 
Not at all                           A little                         Quite a bit                             Very much                     
.........                         .........                      .........                            ......... 
 
Have you been feeling less feminine/masculine as a result of your disease or treatment? 
 
Not at all                           A little                         Quite a bit                             Very much  
 .........                         .........                      .........                            ......... 
           
Did you find it difficult to look at yourself naked?  
 
Not at all                           A little                         Quite a bit                             Very much                                 
.........                         .........                      .........                            ......... 
 
Have you been feeling less sexually attractive as a result of your disease or treatment?  
 
Not at all                           A little                         Quite a bit                             Very much                     
.........                         .........                      .........                            ......... 
 
Did you avoid people because of the way you felt about your appearance?  
 
Not at all                           A little                         Quite a bit                             Very much                     
.........                         .........                      .........                            ......... 
 
Have you been feeling that the cancer treatment has left your body less whole?   
 
 Not at all                           A little                         Quite a bit                             Very much               
.........                         .........                      .........                            ......... 
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Have you felt dissatisfied with your body?  
 
Not at all                           A little                         Quite a bit                             Very much                     
.........                         .........                      .........                            ......... 
 
Have you been dissatisfied with the appearance of your scar? 
 
Not at all                           A little                         Quite a bit                             Very much  
.........                         .........                      .........                            ......... 
 
 
HAIR APPERCEPTION   

Please circle the statement that best reflects your opinion at this time:  

a. My hair is important to me 

   1     2    3    4    5 
Disagree  disagree  neutral  agree  agree 
Strongly  somewhat   somewhat        strongly 

 
 
 

b. My hair is important for my appearance 

   1     2    3    4    5 
Disagree  disagree  neutral  agree  agree 
Strongly  somewhat   somewhat       strongly 
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APPENDIX XII 
 
IMPACT OF HAIR LOSS ON TREATMENT DECISIONS 

 

PATIENT STUDY NUMBER    
SITE____________________________ 
DATE     
 
At baseline and at follow up 3 months after completion of chemotherapy: 
 
Does/did hair loss affect your decisions about taking chemotherapy?  
 

 Not at All                                                   
 A Little   
 Quite a Bit   
 Very Much   

 
 
Did the availability of scalp cooling affect your decision? 
Explain:____________________________________________________________________
___________________________________________________________________________
___________________________________________________________________________ 
___________________________________________________________________________
___________________________________________________________________________
___________________________________________________________________________
___________________________________________________________________________
___________________________________________________________________________ 

 

 

 
 

Downloaded From: http://jamanetwork.com/ by a Wake Forest School of Medicine User  on 09/14/2017



Protocol Number DIG-001  DIGNITANA AB 
  21 March 2014 

APPENDIX XIII 
 
HAIR RE-GROWTH FOLLOW UP SURVEY 

 
PATIENT STUDY NUMBER    
SITE____________________________ 
DATE     
FOLLOW UP NUMBER  _____________ 

 
1.  Have you experienced visible hair re-growth? 
 
No ________  Yes _______  Not applicable (Did not experience hair loss) _______ 

 

2. Please place an X by the answer that most accurately describes your current use of wig, cap, scarf 
or other head cover because of hair loss: 
 
Never ______                                             Sometimes_______                                Always ________ 
 
3. Please describe the texture of your hair since beginning chemotherapy. 
 
_____hair is finer                                                             _____hair has re-grown thicker 
_____hair is coarser                                                         _____hair has re-grown but thinner 
_____hair has re-grown but is curly now 
_____hair has re-grown and is no different in texture than before chemotherapy 
_____did not lose hair 
 
4.  Please place an X by the statement(s) that most accurately describes the quality of your hair at this 
time. 

_____Texture is coarse   ______Texture is unchanged  
_____Hair feels “dead”   ______Hair color has changed   (explain) 
_____Hair falls out more easily  ______________________________ 
_____Happy with hair quality  ______I like the way my hair feels 
_____Unhappy with hair quality  ______I do not like the way my hair feels 

 
5.  Please place an X on the scale that reflects your satisfaction with the quality of your hair because 
of chemotherapy/ scalp cooling at this time.  
   
 0 10 20 30 40 50 60 70 80 90 100 
     Completely              Neither satisfied                    Completely 
     dissatisfied              nor dissatisfied                      satisfied 
 

6.  Please place an X on the scale that reflects your satisfaction with the quantity of your hair at this 
time.  
   
 0 10 20 30 40 50 60 70 80 90 100 
     Completely              Neither satisfied                    Completely 
     dissatisfied              nor dissatisfied                      satisfied 
 
Please explain your satisfaction rating: 
__________________________________________________________________________________ 
__________________________________________________________________________________ 
 
 
6.   Other comments on hair quality texture and satisfaction with hair:  
__________________________________________________________________________________ 
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APPENDIX XIV 
 
 

MEDWATCH -please see attachment 
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APPENDIX XIX 
 
TRAINING PROTOCOL 
Please see attachment.  

Downloaded From: http://jamanetwork.com/ by a Wake Forest School of Medicine User  on 09/14/2017



Downloaded From: http://jamanetwork.com/ by a Wake Forest School of Medicine User  on 09/14/2017



Downloaded From: http://jamanetwork.com/ by a Wake Forest School of Medicine User  on 09/14/2017



Downloaded From: http://jamanetwork.com/ by a Wake Forest School of Medicine User  on 09/14/2017



Downloaded From: http://jamanetwork.com/ by a Wake Forest School of Medicine User  on 09/14/2017



Downloaded From: http://jamanetwork.com/ by a Wake Forest School of Medicine User  on 09/14/2017



Downloaded From: http://jamanetwork.com/ by a Wake Forest School of Medicine User  on 09/14/2017



Downloaded From: http://jamanetwork.com/ by a Wake Forest School of Medicine User  on 09/14/2017



Downloaded From: http://jamanetwork.com/ by a Wake Forest School of Medicine User  on 09/14/2017



Downloaded From: http://jamanetwork.com/ by a Wake Forest School of Medicine User  on 09/14/2017



Downloaded From: http://jamanetwork.com/ by a Wake Forest School of Medicine User  on 09/14/2017



Downloaded From: http://jamanetwork.com/ by a Wake Forest School of Medicine User  on 09/14/2017



Downloaded From: http://jamanetwork.com/ by a Wake Forest School of Medicine User  on 09/14/2017



Downloaded From: http://jamanetwork.com/ by a Wake Forest School of Medicine User  on 09/14/2017



Downloaded From: http://jamanetwork.com/ by a Wake Forest School of Medicine User  on 09/14/2017



Downloaded From: http://jamanetwork.com/ by a Wake Forest School of Medicine User  on 09/14/2017



Downloaded From: http://jamanetwork.com/ by a Wake Forest School of Medicine User  on 09/14/2017



Protocol Number DIG-001  DIGNITANA AB 
  21 March 2014 

APPENDIX XX 
 
Checklist Training of Nurses  
 
Hospital/clinic: ______________________________________ 
 
Introduction 
Scalp cooling – principle and procedure 
 
Demonstration of the system,  

menus 
how to start a treatment 

 
The caps and how they are used  

The sizes of the silicon and neoprene caps.  
 
DigniCap™ scalp cooling procedure 

Preparation for scalp cooling 
During scalp cooling treatment – movements, comfort/discomfort 
Pause the treatment. 
Post-cooling. 
Stop the treatment and what to consider after post-cooling (temperature increasing, no hair dryer). 

 
Practical training 

Fitting of the cap How to fit the silicon and neoprene cap properly. 
Connecting and disconnecting the couplings. 
 

Trouble shooting 
Review of alarm icons. 
Trouble-shooting:  

o low level of coolant 
o brownout 
o couplings 
o temperature out of range 
o sensors 
o air filter 

 
Maintenance  

Cooling agent.  
- How to handle.  
- Disposal considerations.  
- Refilling the tank. 

Cleaning the system. 
Cleaning and handling/storage of the caps 
Air filter. Localization and cleaning  

 
Training of nurses is made according to the Appendix XXVII “Training - Instructions for scalp cooling 
treatment using the DigniCap™ System”. 
 
Education received/ 
Signature 

 

Date  
Name  
Title  
 
Training performed and effectiveness verified 
(Dignitana representative/Responsible for 
education) 

Date/Sign 
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APPENDIX XXI 
 

GUIDELINES FOR STUDY PHOTOGRAPHS 
 

Preferably all photographs should be taken in the same place with as little impact from 
daylight as possible.  

Minimize background complexity by choosing a blank, pale or white coloured wall as 
background.  

Photographs shall be taken at a distance of 5 feet from the patient. If at all   

possible, always use the same place to take the photographs. Mark the distance with 
tape on the floor. 

It is important that the lens is parallel to the floor and at the height of the patient’s 
eyes; a tripod may be used to stabilize the camera.   

The photographs should be taken using a Nikon D90 digital camera with a 60mm fixed focal 
length lens and a Canfield Twin Flash attachment .Cameras will be supplied by the 
Sponsor/CRO  
Picture size should be set to Small and JPEG setting to Normal. 
 
Camera Settings 

The camera should be set on Autofocus (Green auto) 
On the lens, the Lens Focus mode should be set to A. 
Focus mode switch should be set to AF (Auto Focus) 
Once the subject is positioned, lightly depress the Photo capture button, Then take the 
photograph. You should take 3 photos of each required position.Use the same settings 
for all five photographs: 

o Front - bangs should be held back so that the hairline is visible. 

o Back 

o Right 

o Left 

o Top – hair divided in the midline with both hands 

o For the front and side photographs, the subject should hold the provided mask 
to conceal their identity. 
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Front 
 
 

 

 
 
 
 
 

                       
Left                     Right 
 

 
 

           
Back       Top 
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APPENDIX XXII 
 

DEVICE ACCOUNTABILITY LOG 
 

Art. No Product Serial/Batch 
number 

Receiving 
date 

Signature First used  

date 

Signature 

10032 Digni C3 115VAC      

13201 DigniCap™ 
(silicon cap) 

XS 1 (Left) red 

     

13401 DigniCap™ 
(silicon cap) 

Small 1 (Left) blue 

     

13501 DigniCap™ 
(silicon cap) 

Small 2 (Right) 
blue 

     

13601 DigniCap™(silicon 
cap) 

Medium 1 (Left) 
green 

     

13701 DigniCap™(silicon 
cap) 

Medium 2 (Right) 
green 

     

13901 DigniCap™(silicon 
cap) 

Large 2 (Right) 
yellow 

   

 

  

11320 DigniTherm™ 
(neoprene cap) XS 
red 

     

11340 DigniTherm™ 
(neoprene cap) S 
blue 

     

11340 DigniTherm™ 
(neoprene cap) S 
blue 

     

Art. No Product Serial/Batch Receiving Signature First used  Signature 
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number date date 

11360 DigniTherm™ 
(neoprene cap) M 
green 

     

11360 DigniTherm™ 
(neoprene cap) M 
green 

     

11380 DigniTherm™ 
(neoprene cap) L 
yellow 

     

11000 DigniCool™      

11000 DigniCool™      

11000 DigniCool™      

11100 DIGNICARD™      

11200 DIGNISTICK™      

 

 

 

 

 

 

 

 

 

 

Downloaded From: http://jamanetwork.com/ by a Wake Forest School of Medicine User  on 09/14/2017



Protocol Number DIG-001  DIGNITANA AB 
  21 March 2014 

APPENDIX XXIII 

CASE REPORT FORM FOR DEVICE USE  

FILL OUT ONE CRF FOR EACH CYCLE OF CHEMOTHERAPY.  

PATIENT STUDY NUMBER    
SITE____________________________ 
DATE     

CHEMOTHERAPY REGIMEN______________________________ 
CYCLE 
NUMBER_____________________________DOSE______________________________ 

DIGNICAP™ SYSTEM (COOLING UNIT) s/n __________________ 

SIZE DIGNICAP™ (SILICON) no 
X-SMALL (RED) 
SMALL (BLUE) 
MEDIUM 
(GREEN) 
LARGE 
(YELLOW) 

PADDING 
COMMENT______________________________________________________________ 

________________________________________________________________________ 

TIME SCHEDULE 
Cold cap on……………………………. 
Chemotherapy infusion starts…………………………….. 
Chemotherapy infusion ends…………………… 
Cooling turned off…………….. 
Cold cap off……………….

Additional cooling after the chemotherapy infusions ends (post cooling) is 120 
minutes for all the chemotherapy regimens in this study protocol, except for Paclitaxel 
every 2 weeks, where the post cooling is 90 minutes.   

PAUSES
NUMBER OF PAUSES DURING TREATMENT_____________________ 
WAS THE PAUSE(S) ALARM ACTIVATED? 

 YES 
 NO 

IF YES, HOW MANY TIMES? _______________________________ 
COMMENTS  ________________________________ 

SIGNTAURE__________________________________ 
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APPENDIX XXIV 
 
GUIDE TO DEVICE LABELING 
 
Label on Digni C3/box label/ DigniCool label/labels for Cooling Cap Set / Clinical
Investigation Only label: see attached pdf files

 
 
 
DIGNICARD™

 
 
 
DIGNISTICK™ 
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APPENDIX XXV 
 
DIGNICOOL™ HAZARDS INFORMATION AND MATERIAL SAFETY DATA  
 
 

1. IDENTIFICATION OF THE SUBSTANCE AND OF THE COMPANY 
 
Product information 
Product name: DigniCool™ 
Active substance: monopropylene glycol MPG5 
 
DigniCool™ is a cooling agent consisting of diluted monypropylene glycol (MPG5). The dilution is made by 
Dignitana AB to serve the DigniCap™ System optimally.  
 
This Safety Data Sheet refers to non-diluted MPG5. 
 
Manufactured by:  
Dignitana AB 
PO Box 24022 
SE- 224 21 Lund 
Sweden 
www.dignitana.se 
Phone +46 (0) 46 16 30 90 
 

2. HAZARDS IDENTIFICATION 
General 
Classified as non hazardous to environment or health.  The product does not require fire or health hazard 
labeling.   
 

3. COMPOSITION / INFORMATION ON INGREDIENTS 
Ingredient name EC No. CAS No. Classification 

1,2-propandiol 2003380 57-55-6 No classification required
Explanation of classification symbols:  
T+=highly toxic, T=toxic, C=corrosive, Xn=harmful, Xi= irritant E=Explosive, O=Oxidising, F+=ExtremelyFlammable,  
F=Highly flammable, N=Dangerous for the environment, Cancer=Carcinogenic, Mut=Mutagenic, Rep=Toxic for reproduction, 
Conc.=Concentration 
 
 

4. FIRST AID MEASURES 
Inhalation 
Breathe fresh air, rest and keep warm. Rinse nose, mouth and throat with water. Seek medical advice if 
symptoms persist. 
 
Skin contact 
Wash with soap and water. If clothes have been exposed, remove to avoid further contact. Seek medical advice if 
symptoms persist. 
 
Eye contact 
Flush with plenty of water for 10-15 minutes. Seek medical advice if symptoms persist. 
 
Ingestion 
Small amount: rinse the mouth with water and then drink water or milk.  
Large quantities: seek medical advice. 
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5. FIRE-FIGHTING MEASURES  
Extinguishing media 
CO2, dry chemical, alcohol resistant foam, water mist. 
 
Improper extinguishing media 
Water. 
 
Fire and explosion media 
Heated product can form flammable vapors. Combustion can produce irritating fumes. Carbon monoxide (CO) 
may be formed in the event of incomplete combustion. 
 
Protective equipment for fire fighters 
Use respiratory protection. 
 
Other information  
Fire in closed areas should only be extinguished by trained personal. Containers near a fire must be moved 
and/or cooled with water. 
 

6. ACCIDENTAL RELEASE MEASURES  
Personal precautions 
Use personal protection as stated in section 8. Mark the spillage. 
 
Safety actions to protect external environment 
MPG-5 is completely miscible with water.  
Contain the spillage with e.g. sand, soil or other suitable material. Avoid seepage into the drains. If the spillage 
escapes into the drains or waterways, inform concerned parties.  
Immediately remove spillage with cloths or absorption material. Be aware of slippery surface. 
 

7. HANDLING AND STORAGE 
Handling precautions 
Handle the product suitable to avoid spillage. 
 
Storage 
Store the product in room temperature.  
 

8. EXPOSURE CONTROLS/PERSONAL PROTECTION 
Exposure control 
Wash hands with water and soap after contact with the product. Provide good ventilation. If clothes have been 
exposed, remove to avoid further contact.  
If the risk of direct contact or splashes is considered high while handling larger quantities, wear face visor or 
goggles, protective gloves and clothing. 
 
Eye protection  
Use suitable glasses or goggles. 
 
Hand protection 
Use protective gloves of Viton or nitrile rubber. 
 
Other information 
For more information contact a supplier of protection equipment. 
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9. PHYSICAL AND CHEMICAL PROPERTIES 
Physical state: Liquid. 
Color: Green. 
Odor: Characteristic. 
Solubility: Soluble in water and polar solvents. 
 

Physical and chemical parameters 
Parameter Value/unit Method/reference 

pH in solution 6,5 - 8,5 50% / 20°C 
Melting point < -50°C  
Boiling point > 150°C  
Flash point > 100°C  

Explosion limits 2,6 - 12,6 %  
Vapor pressure 2 mbar 20°C 

Density 1060 kg/m³ 20°C 
Viscosity 70 mm2/s 20°C 

 
 

10. STABILITY AND REACTIVITY 
Stability 
Stable if handled normally. 
 
Materials to avoid 
Reacts violently with oxidizers. 
 
Hazardous decomposition products 
When heated, or during combustion, carbon monoxide (CO) and other health hazardous compounds may be 
formed. 
 

11. TOXICOLOGICAL INFORMATION 
Acute toxic test results 

1,2-propandiol 
Route of exposure  Value / unit Species 
LD50 (Dermal) 20 800 mg/kg Rabbit 
LD50 (oral) 20 - 34 g/kg Rat 
 
General 
Not known or expected to be harmful to health in normal use. Used product may contain harmful contaminants. 
 
Skin contact 
Repeated exposure over a longer period of time might cause irritation.  
 

12. ECOTOXICOLOGY INFORMATION 
Acute aquatic test results 
LC50 (fish, mg/L) : >10000 
 
Eco toxicity 
Not harmful to aquatic organisms.  
 
Mobility 
Dissolves in water. 
 
Degradability 
>70% (OECD 302B)  
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Accumulation 
Does not bioaccumulate. 
 
Other information 
At correct supply in low concentrations to adapted biological sewage treatment works, no disorders are to expect. 
The product adsorbs to organic bound halogens. Does not contain any organic bound halogen. 
 

13. DISPOSAL CONSIDERATIONS 
General regulations 
Product must not be flushed into the drain. If the product is introduced into the drain, alert concerned parties. 
 
Waste must be collected and delivered to destruction if the amount exceeds 1 kg annually.  
 
Product should be disposed or destroyed according to local regulations.  
 
Category of waste 
EWC (European Waste Catalogue) -code 070101.  
Clean, not contaminated containers can be reused. Containers that can not be cleaned are to be destroyed in the 
same way as its content. 
 

14. TRANSPORT INFORMATION 
 
Not Classified as Dangerous Goods 
 
Other information 
Not covered by the transportation of dangerous substances act. 
 

15. REGULATORY INFORMATION 
EC-Label: No 
 

16. OTHER INFORMATION 
Information source 
Information from the supplier of Thermfluid MPG5, version 1.0.0 (2009-09-29).  
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 APPENDIX XXVI 
LIST OF HAZARDS  
 
Hazard No Hazardous situation 

(failure mode) 
Effect of hazard 
(severity) 

Sequence of event (Cause of 
Failure Mode) 

Electricity Spillage (<2dl) and/or 
other liquids in contact 
with electrical parts inside 
the system 

electrical shock, death  disconnected earth 

  damaged external power 
cord 

electrical shock, death inflicted damage, damage or 
ageing 

  high temp of hardware 
inside system (e.g. pump) 

Melting plastic could 
generate poisonous 
gases that cause 
nausea.  

defected thermal fuse, incorrect 
connections, not following 
environmental 
recommendation(s), too low 
temperature tolerance 

  high temp of hardware 
inside system (e.g. pump) 

no treatment, hair loss Too low temperature tolerance of 
the pump,  environmental 
recommendation(s) 

  High temp (extreme heath) 
of hardware inside system 
(e.g. pump or fan) 

burn defected thermal fuse, incorrect 
connections, not following 
environmental 
recommendation(s) 

  influence/damage the 
functionality of other 
devices (1500VA) 

Other devices 
effected/stops, death  

power failure (same outlet) 

  influence/damage the 
functionality of other 
devices (1500VA) 

Infusion pump or 
other devices 
malfunction.   

EMC requirements not fulfilled, 
rebuilding of the device by MTA  

  System does not start No treatment, hair loss Damaged, worn out, not 
connected or broken power 
supply, fuses inside system, 
compressor, blue screen (C2-3), 
card, hard drive (C2-3), flash 
memory (C3) or similar  

  fire of hardware burn shortcut, defected electrical 
component 
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  Electrical malfunction that 
generates main power 
transfer to applied part 
(cap and/or hoses to cap). 
Or parts that could come in 
contact with the patient 
through an operator. 

electrical shock, death Damage to internal electrical 
system. 

Temperature Insufficient cooling no treatment, hair loss defected cooling unit, tank 
sensor, pump, compressor, 
valves, etc. 

  Insufficient cooling no treatment, hair loss Software inflicted problem, 
screen hangs, regulation, no 
recurring notification if silenced 
(as with C2-3) 

  Insufficient cooling no treatment, hair loss Dignicard non functional 

  Insufficient cooling no treatment, hair loss Wrong diluted DigniCool 

  Insufficient cooling no treatment, hair loss Effected cooling unit due to 
environmental factors such as 
RH, temperature, space, dirty air 
filter, bad insulation 

  Insufficient cooling no treatment, hair loss defected cap; sensors, sensor 
cable, connector(s) 

  Over cooling reversible skin 
irritation and/or 
numbness on the scalp 

defected cap, malfunctioning SW 

Dimensions transportation the system, 
(un-)packing system, 
lifting the system, moving 
the system 

physical damage to 
person handling the 
system 

not following the instructions, 
lack of education (emphasizing 
on the importance), time-issue 
(e.g. Stress/hurry) 

Labeling manual not available or 
wrong language or version 

no treatment, hair loss lack of education, loss of manual 
by Dignitana/customer/partner, 
lack of follow-up by 
Dignitana/partner 
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  Misinterpretation of 
symbols, notifications, 
labels, colors. 

no treatment, hair loss language, cultural differences, 
education, description of work-
instructions 

  incorrect or missing label 
(VAC, s/n) 

no treatment, hair loss labeling by manufacturer 

Chemical leakage Exposure to CFC free 
R404A refrigerant 

irritation of skin and 
eyes, nausea 

Self-inflicted damage, 
insufficient quality control, 
maintenance 

  exposure to liquid(s); 
Cooling agent Dignicool 

irritation of skin and 
eyes 

defected hoses, hole in the 
DigniCap, connectors/couplings, 
bad gluing of components, self -
inflicted damage, insufficient 
quality control, maintenance 

  Leakage of DigniCool, 
overfilling 

Physical damage 
(slipping) 

Lack of education, sensor not 
working, tap not closed  

  Leakage of DigniCool, 
tube loosened unexpected 
inside system (Maximum 
volume is 9 liters) 

Physical damage 
(slipping) 

Bad manufacturing, bad 
transportation. 

  exposure to material and 
process aids 

irritation of skin and 
eyes, change of skin 
(eczema), nausea 

change of material, added 
products to existing material, 
non-biocompatible material,  

Mechanical parts Circulation in the cap no treatment, hair loss Gluing 

  (Dis-)connecting couplings surface cut, 
squeezed/pinched 

normal use (e.g. dis-connecting 
couplings) and maintenance 

  (Dis-)connecting couplings no treatment, hair loss Abnormal use (problems with 
connecting sensor cable), rough 
handling 

  (Dis-)connecting couplings no treatment, hair loss Not correctly adjusted induction 
sensor for return coupling 

  (Dis-)connecting 
couplings, leakage of 
DigniCool 

Physical damage 
(slipping) 

Bad assembly, abnormal use 
(problems with connectors), 
rough handling 
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  (Dis-)connecting 
couplings, leakage of 
DigniCool 

Physical damage 
(slipping) 

Bad assembly, abnormal use 
(problems with connectors), 
rough handling 

  Cleaning/replacing airfilter cut service/maintenance/repair 

  Cleaning/replacing particle 
filter 

surface cut, 
squeezed/pinched 

service/maintenance/repair 

Moving parts Unintended movement of 
the system 

surface cut, 
squeezed/pinched 

forget to use the brake(s) 

  front cover/back chassis 
removal 

surface cut, 
squeezed/pinched 

maintenance 

  front cover/back chassis 
removal 

no treatment, hair loss Broken screws back chassis, 
screws not possible to remove, 
thread damaged 

  Unwanted material in the 
DigniCool 

no treatment, hair loss Damage or loss of plug or lid, 
bad manufacturing, 
insulation/particles material stuck 
in connections 

  Defected caps no treatment, hair loss caps placed wrong on 
capholders, design of cap holders 

  Power cable Physical damage 
(tripping) 

Placement of the system 

  Cap holders discomfort Placement of the holders, 
adjusting 

  Fan cut service/maintenance/repair 

Power Supply power failure in the 
hospital (brown-out) 

no treatment, hair loss no functional memory system / 
malfunction of battery 
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  System does not start no treatment, hair loss Fuses blown in the wall or in the 
system 

  unstable/fluctuation of 
voltage 

no treatment, hair loss supplier (energy 
company/hospital) unable to 
deliver/distribute stable power 

  incorrect specs in relation 
to the VAC 

no treatment, hair loss insufficient research as to the 
specifications 

Microorganism contamination between 
patients 

infection not being hygienic, following 
hygienic recommendations 

Other Misuse: Use of scalp 
cooling when local 
chemotherapy treatment of 
the scalp area is intended. 

Reduced intended 
effect of 
chemotherapy, 
potential irreversible 
harm to patient. 

During cooling of the scalp blood 
vessels constrict and the blood 
flow and the concentration of 
chemotherapy in the scalp is 
reduced.  

  Misuse: Use of scalp 
cooling when of 
importance to obtain equal 
systemic concentration of 
the chemotherapy 
treatment. 

Reduced intended 
effect of 
chemotherapy, 
potential irreversible 
harm to patient. 

During cooling of the scalp blood 
vessels constrict and the blood 
flow and the concentration of 
chemotherapy in the scalp is 
reduced.  

  Patients who are sensitive 
to receive scalp cooling. 

Allergy, cold 
agglutinins or other 
hypersensitivity 

Patient history not known.  

  Patients who are sensitive 
to acoustic energy and 
vibration 

Hypersensitivity Patient history not known.  

*Not applicable for ETL-certified systems. 
 

The information above is extracted from the Dignitana Risk analysis dated 2/26/2013. The 
conclusion is that the overall residual risks area acceptable and the benefits to the 
patient with the use of the product are higher than any risk. 
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APPENDIX XXVII

Annual Safety Follow Up Visits

What is the current status of the subject’s breast cancer?
o No evidence of disease
o Recurrent disease

If recurrent,
o Local/regional Specify site(s): ______________________
o Distant Specify site(s): ______________________

Scalp metastases:
o Yes
o No
If yes,

Number and size of metastatic lesions: __________________
How were scalp metastases detected? (eg: physical exam,
imaging (CT, MRI, PET): ______________________
Specify if scalp metastases are presumed or biopsy proven?
_________
Specify any local therapy for scalp metastases:
___________________

Since the subject’s last visit, has she been diagnosed with any new cancer(s)?
o Yes
o No

If yes, please specify whether cancer(s) is/are primary or metastatic:
o Primary Location: _____________ Stage at Diagnosis: _____________
o Metastatic

Please provide survival status of the subject:
o Alive
o Expired Date: _______________________

Source of Information
o Chart review
o Subject
o Friend or family member
o Other , specify (e.g., newspaper, etc): ________________________________
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Clinical Performance, Efficacy and Safety of the DigniCap™ 
System, a Scalp Hypothermia System, in Preventing Chemotherapy 

Induced Alopecia in Patients with Early Stage Breast Cancer 

Clinical Investigational Plan (CIP)

CIP version:  April 16, 2013. Issue 2. 
Amended June 13, 2013, August 7, 2013, October 18, 2013, December 17, 2013, 21 March 2014 

DETAILED CHANGES

Principal Investigator(s):  

Study Statistician: 

Sponsor: 
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Protocol Wording Changes 

Synopsis, Objectives, Secondary Objectives

Synopsis, Study Endpoints, Secondary Endpoints

Synopsis, Study Design

Old Wording

New Wording

2.2 Secondary Objective 
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3.2 Secondary Endpoints 
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4. TREAMENT PLAN

4.1 Schedule of Investigational Events for Treatment and Control Goup 

Old Wording

Assessments Baseline1

Each 
Chemo-
therapy 

cycle

1 month (3-6
weeks) after 
last chemo-

therapy 
infusion

Follow-up
Visit (3 

months ± 2 
weeks) 

Follow-up
Visit 

(6 months±
2 weeks) 
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New Wording

5

Assessments Baseline1

Each 
Chemo-
therapy 

cycle

1 month (3-
6 weeks) 
after last 
chemo-
therapy 
infusion

Follow-up
Visit (3 

months ±
2 weeks) 

Follow-up
Visit 

(6 
months±
2 weeks) 

Annual 
Follow-up
Visits at 1, 
2, 3, 4 and 

5 years (± 2 
weeks)

Downloaded From: http://jamanetwork.com/ by a Wake Forest School of Medicine User  on 09/14/2017



5

Downloaded From: http://jamanetwork.com/ by a Wake Forest School of Medicine User  on 09/14/2017



Downloaded From: http://jamanetwork.com/ by a Wake Forest School of Medicine User  on 09/14/2017



7 STUDY DESIGN

Old Wording

New Wording

8 ASSESSMENTS 

Old Wording

8.5 Assessments At The Follow-Up Visit 3 Months (±2 Weeks) After The Completion Of 
Study Treatment

New Wording

8.5 Assessments At The Follow-Up Visit 3 Months (±2 Weeks) After The Completion Of 
Study Treatment

Old Wording

8.6 Assessments At The Follow-Up Visit 6 Months (±2 Weeks) After The Completion Of 
Study Treatment
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New Wording 

8.6 Assessments At The Follow-Up Visit 6 Months (±2 Weeks) After The Completion Of 
Study Treatment

Add the following new section

8.7 Assessments at the Follow-Up Visits 1, 2, 3, 4 and 5 Years (± 2 Weeks) After 
Completion of Study Treatment

8 ADVERSE EVENTS (AE)

9.9.3  Toxicity Reporting 

Old Wording
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New Wording

Add the following new section

10.2.3 Incidence of Scalp Metastases

13.  STATISTICAL CONSIDERATIONS

13.1 Objectives 

Old Wording

Downloaded From: http://jamanetwork.com/ by a Wake Forest School of Medicine User  on 09/14/2017



New Wording

13.6 Analysis 

Appendix XV: CASE REPORT FORM FOR LONG TERM SAFETY FOLLOW UP
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Clinical Performance, Efficacy and Safety of the DigniCap™ 
System, a Scalp Hypothermia System, in Preventing Chemotherapy 

Induced Alopecia in Patients with Early Stage Breast Cancer 

Clinical Investigational Plan (CIP)

CIP version:  April 16, 2013. Issue 2. 
Amended June 13, 2013, August 7, 2013, October 18, 2013, December 17, 2013 

DETAILED CHANGES

Principal Investigator(s):  

Study Statistician: 

Sponsor: 
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Protocol Wording Changes 

Cover Page, Principal Investigators 

New Wording

Synopsis, Treatment Group, Inclusion Criteria

Old Wording

New Wording
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Synopsis, Control Group, Inclusion Criteria

Old Wording

New Wording

5.1.1 Inclusion Criteria (Treatment Group) 

Old Wording
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New Wording

5.2.1 Inclusion Criteria (Control Group)

Old Wording
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New Wording

7.1 Study Treatment 

Old Wording

New Wording

7.3 Chemotherapy Regiment and Cooling Times 

Old Wording

Chemotherapy Regimen Dose

Post Infusion 
Cooling 

Time
(minutes)
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New Wording

Chemotherapy Regimen Dose

Post Infusion 
Cooling 

Time
(minutes)
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Appendix I

Appendix XXIII:  CASE REPORT FORM FOR DEVICE USE
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Clinical Performance, Efficacy and Safety of the DigniCap™ 
System, a Scalp Hypothermia System, in Preventing Chemotherapy 

Induced Alopecia in Patients with Early Stage Breast Cancer  

Clinical Investigational Plan (CIP) 

CIP version:  April 16, 2013. Issue 2. 
Amended June 13, 2013, August 7, 2013, October 18, 2013 

DETAILED CHANGES 

Principal Investigator(s):  
University of California San Francisco (UCSF) 
Hope S. Rugo, MD 

Wake Forest University School of Medicine  
Susan Melin, MD  

Weill Cornell Medical College 
Tessa Cigler, MD 

Beth Israel Comprehensive Cancer Center 
Paula Klein, MD 

Study Statistician:  
Wake Forest University School of Medicine  
Ralph B. D'Agostino Jr. Ph.D. 

Sponsor:  
DIGNITANA AB 
Martin Waleij, President 
Ruben Rausings gata 9/SE-223 55 Lund 
PO Box 240 22, SE-224 21 Lund Sweden  
Phone +46 46 163090 
Fax +46 46 163099 
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This Amendment to Protocol DIG-001 was written to modify the inclusion criteria for the 
Control Group to include Stage I and II breast cancer only. 

Protocol Wording Changes 

Synopsis, Control Group, Inclusion Criteria 

Old Wording 

2. Documented diagnosis of stage I to III breast cancer. 

New Wording 

2. Documented diagnosis of stage I or II breast cancer. 

5.2.1 Inclusion Criteria (Control Group) 

Old Wording 

2. Documented diagnosis of stage I to III breast cancer. 

New Wording 

2. Documented diagnosis of stage I or II breast cancer.
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Clinical Performance, Efficacy and Safety of the DigniCap™ 
System, a Scalp Hypothermia System, in Preventing Chemotherapy 

Induced Alopecia in Patients with Early Stage Breast Cancer  

Clinical Investigational Plan (CIP) 

CIP version:  April 16, 2013. Issue 2. 
Amended June 13, 2013, August 7, 2013 

DETAILED CHANGES 

Principal Investigator(s):  
University of California San Francisco (UCSF) 
Hope S. Rugo, MD 

Wake Forest University School of Medicine  
Susan Melin, MD  

Weill Cornell Medical College 
Tessa Cigler, MD 

Beth Israel Comprehensive Cancer Center 
Paula Klein, MD 

Study Statistician:  
Wake Forest University School of Medicine  
Ralph B. D'Agostino Jr. Ph.D. 

Sponsor:  
DIGNITANA AB 
Martin Waleij, President 
Ruben Rausings gata 9/SE-223 55 Lund 
PO Box 240 22, SE-224 21 Lund Sweden  
Phone +46 46 163090 
Fax +46 46 163099 
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Amendment 2 to Protocol DIG-001 was written to make the following changes to the protocol: 

1. Modify the recruitment of control group patients to specify that each patient will be 
matched to a treatment group patient at the same site. 

2. Modify the follow up of the control group patients to the same duration of follow up as 
the treatment group patients. 

3. To correct inconsistencies in the protocol related to: 
3.1 The Hair Re-growth Follow Up Survey timing and questions 
3.2 The timing of the assessment of the impact of hair loss on treatment decisions to occur 

only at 6 months after completion of chemotherapy 
3.3 The timing of the  Quality of Life and Body Image Scale assessments 
3.4 Secondary Objectives in the Statistical section 13.6 Analysis 

In addition, typographical errors were corrected, but not detailed below. 

Protocol Wording Changes 

Synopsis, Objectives 

Old Wording 

To evaluate hair re-growth at 3 and 6 months after completion of chemotherapy compared to the 
greatest hair loss as assessed by the patient using the hair regrowth follow up survey. 

New Wording 

To evaluate hair re-growth at 3 and 6 months after completion of chemotherapy as assessed by 
the patient using the Hair Re-growth Follow Up Survey. 

Synopsis, Patient Population and Sample Size 

Old Wording 

An age- and treatment regimen-matched control group of up to 30 patients will be enrolled; hair 
loss will be assessed during treatment using the same procedures as the treatment group. 

New Wording 

At each site an age- and treatment regimen-matched control group of up to 30 total patients will 
be enrolled; hair loss will be assessed during treatment using the same procedures as the 
treatment group. 

Synopsis, Patient Selection Criteria, Control Group 

Add the following Inclusion Criterion 

9. Willing to enroll in an extension protocol for follow up for 5 years following the end of 
chemotherapy treatment 
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Add the following Exclusion Criterion 

10. Participation in any other clinical investigation or exposure to other investigational agents, 
drugs, device or procedure that may cause hair loss 

2.2   Secondary Objective 

Old Wording

To evaluate hair re-growth at 3 and 6 months after completion of chemotherapy compared 
to the greatest hair loss as assessed using the hair regrowth follow up survey. 

New Wording 

To evaluate hair re-growth at 3 and 6 months after completion of chemotherapy as assessed 
using the Hair Re-growth Follow Up Survey. 

4. Treatment Plan 

Deleted Section 4.2 and incorporated control group follow up information into Section 4.1 table. 

5.2 Control Group 

Add the following Inclusion Criterion 

9. Willing to enroll in an extension protocol for follow up for 5 years following the end of 
chemotherapy treatment 

7.  Study Design 

Old Wording 

Patients who choose not to undergo scalp cooling during chemotherapy are eligible to enrol in 
the study as part of the concurrent control group.  The control group is being enrolled to 
determine whether the expected frequency of almost total hair loss will occur using the criteria of 
this study.  The control patients will be matched by disease (breast cancer), age (±5 years) and 
chemotherapy treatment regimen.  If at least 12 out of the first 15 control patients have a Dean 
score of 4, or lose greater than 75% of their hair, enrolment of the control group will be 
discontinued.  Otherwise, a total of 30 control patients will be recruited. 

New Wording 

Patients who choose not to undergo scalp cooling during chemotherapy are eligible to enrol in 
the study as part of the concurrent control group.  The control group is being enrolled to 
determine whether the expected frequency of almost total hair loss will occur using the criteria of 
this study.  The control patients will be matched to a patient at the same investigative site by 
disease (breast cancer), age (±5 years) and chemotherapy treatment regimen.  If at least 12 out of 
the first 15 control patients have a Dean score of 4, or lose greater than 75% of their hair, 
enrolment of the control group will be discontinued.  Otherwise, a total of 30 control patients 
will be recruited. 
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8.2 Assessments at Baseline 

Old Wording 

Eligible patients who consent to this study will have the following baseline assessments: Medical 
history, physical examination, vital signs, and Karnofsky Performance status. Each patient will 
be examined for cutaneous metastases of the scalp. The use of concomitant medication will also 
be assessed at baseline. Hair will be photographed before initiation of the first cycle of 
chemotherapy by the physician or study personnel as detailed above. Patients will be asked to 
assess their current hair status by comparing the photographs against standardized photographs 
using of the quantitative Dean scale and to assess the impact of hair loss on treatment decision.
Quality of Life questionnaires including the EORTC-QLQ-BR23 scale and BIS will be filled out 
by the patient. 

New Wording 

Eligible patients who consent to this study will have the following baseline assessments: Medical 
history, physical examination, vital signs, and Karnofsky Performance status. Each patient will 
be examined for cutaneous metastases of the scalp. The use of concomitant medication will also 
be assessed at baseline. Hair will be photographed before initiation of the first cycle of 
chemotherapy by the physician or study personnel as detailed above. Patients will be asked to 
assess their current hair status by comparing the photographs against standardized photographs 
using of the quantitative Dean scale. Quality of Life questionnaires including the EORTC-QLQ-
BR23 scale and BIS will be filled out by the patient. 

8.4 Assessments at 4 Weeks (3-6 Week Window) Following Last Chemotherapy Cycle 

Old Wording 

Evaluation of the last chemotherapy cycle will take place 4 (±1 week) weeks after the last cycle 
of chemotherapy. The medical history of the patient and the use of concomitant medication will 
be reassessed, and a physical examination will be performed. Hair will be photographed by the 
physician or study personnel.  Patients (treatment and control) will be asked to assess their 
current hair loss by examination of the photograph set using the quantitative Dean scale. Use of 
any head cover such as wig, scarves or cap will be documented as “never”, “sometimes”, or 
“always”.  Patients will also fill out the quality of life questionnaires including the EORTC-
QLQ-BR23 scale and BIS.  Control group patients will end participation in the study at this visit. 

New Wording 

Evaluation of the last chemotherapy cycle will take place 4 weeks (3-6 weeks) after the last cycle 
of chemotherapy. The medical history of the patient and the use of concomitant medication will 
be reassessed, and a physical examination will be performed. Hair will be photographed by the 
physician or study personnel.  Patients (treatment and control) will be asked to assess their 
current hair loss by examination of the photograph set using the quantitative Dean scale. Use of 
any head cover such as wig, scarves or cap will be documented as “never”, “sometimes”, or 
“always”.  Patients will also fill out the quality of life questionnaires including the EORTC-
QLQ-BR23 scale and BIS. 
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8.5 Assessments At The Follow-Up Visit 3 Months (±2 Weeks) After The Completion Of 
Study Treatment 

Old Wording 

Vital signs, medical history, physical examination, examination for cutaneous metastases of the 
scalp will be carried out in the treatment group patients. The use of concomitant medication and 
any adverse events will be reported. The patient will compare her hair status as compared to 
baseline in the Hair Re-growth Follow-Up Survey using the quantitative Dean scale. Quality of 
life questionnaires including EORTC-QLQ-BR23 scale and BIS will be assessed. 

Use of any head cover such as wig, scarves or cap will be documented as “never”, “sometimes” 
or “always”. The impact of hair loss on treatment decision will be evaluated.

New Wording 

Vital signs, medical history, physical examination, examination for cutaneous metastases of the 
scalp will be carried out in the treatment group patients. The use of concomitant medication and 
any adverse events will be reported. The patient will assess hair re-growth using the Hair Re-
growth Follow Up Survey. Quality of life questionnaires including EORTC-QLQ-BR23 scale 
and BIS will be assessed. 

8.6  Assessments At The Follow-Up Visit 6 Months (±2 Weeks) After The Completion Of 
Study Treatment

Old Wording 

Assessment at 6 Months 

The use of concomitant medication and any adverse events will be reported. The patient will 
compare her own hair status as compared to baseline in the Hair Re-growth Follow-Up Survey 
using the quantitative Dean scale. Quality of life questionnaires including EORTC-QLQ-BR23 
scale and Body Image will be assessed. 

Use of any head cover such as wig, scarves or cap will be documented as “never”, “sometimes” 
or “always”.

The presence of any cutaneous metastases of the scalp will be documented. 

New Wording 

The use of concomitant medication and any adverse events will be reported. The patient will 
assess hair re-growth using the Hair Re-growth Follow Up Survey. Quality of life questionnaires 
including EORTC-QLQ-BR23 scale and BIS will be assessed. The impact of hair loss on 
treatment decision will be evaluated. 

The presence of any cutaneous metastases of the scalp will be documented. 

10.2.3  Quality of Life in Women Using the Dignicap™ System 

Old Wording 
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Quality of Life measured by the EORTC-QLQ-BR23 scale and BIS at Baseline, Cycle 4 of
chemotherapy and 4 weeks after the last cycle of chemotherapy. 

New Wording 

Quality of Life measured by the EORTC-QLQ-BR23 scale and BIS at Baseline, Cycle 4 of
chemotherapy, 4 weeks after the last cycle of chemotherapy and at 4 weeks and 3 and 6 months 
after the completion of chemotherapy. 

10.2.5  Impact of Hair Loss on Treatment Decisions 

Old Wording 

Information regarding the perceived impact of hair loss on treatment decisions will be collected 
at baseline and 3 months after completion of chemotherapy. 

New Wording 

Information regarding the perceived impact of hair loss on treatment decisions will be collected 
at Month 6 after completion of chemotherapy. 

13.1  Objectives 

Old Wording 

The secondary endpoints also include tolerability of the DigniCap™ System, quality/quantity of 
hair re-growth at follow-up visits at 3 and 6 months, quality of life measures assessed using the 
EORTC-QLQ-BR23 scale and BIS during chemotherapy and follow-up visits, the 5-level Dean 
score measured on a continuous scale and the impact of hair loss on treatment decisions assessed 
at follow up using a 4-level ordered categorical measure. These secondary outcomes will be 
evaluated in all patients, whether or not they are evaluable for response. 

New Wording 

The secondary endpoints also include tolerability of the DigniCap™ System, hair loss at each 
chemotherapy, quality/quantity of hair re-growth at follow-up visits at 3 and 6 months, quality of 
life measures assessed using the EORTC-QLQ-BR23 scale and BIS during chemotherapy and 
follow-up visits, and the impact of hair loss on treatment decisions. These secondary outcomes 
will be evaluated in all patients, whether or not they are evaluable for response. 

13.6 Analysis 

Old Wording 

The secondary endpoints will be reported with descriptive statistics (means, medians, and 
measures of variability, including 95% confidence intervals for continuous measures and counts 
and percents, with corresponding 95% confidence intervals for categorical variables):

1.  Safety assessed by a summary of the incidence and severity of adverse events and 
summary of scalp changes identified during physical examination. 
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2. Tolerability defined as the percentage of patients who complete all planned cycles of 
chemotherapy using the DigniCapTM System.

3. Assessment of hair loss by the patient using alopecia self-report at each 
chemotherapy. 

4. Assessment of hair regrowth by the patient using the Hair Regrowth Follow Up Survey. 

5. Assessment of Quality of life during and after treatment with the DigniCap™ System 
by the patients using the EORTC-QLQ-BR23 scale and BIS.

6. Assessment of the impact of hair loss on treatment decisions in patients offered 
therapy with the DigniCap™ System at the follow up visit 3 months after completion 
of treatment. 

7. Assessment of quality of treatment response in terms of quality/ quantity of hair re-
growth from baseline during follow-up period 3, 6, and 12 months after completion of 
treatment. Patients will grade the hair in terms of texture, manageability and color 
variation from baseline. 

8. Assessment of the scalp for the occurrence of scalp metasteses at 3 and 6 months. 

New Wording 

The secondary endpoints will be reported with descriptive statistics (means, medians, and 
measures of variability, including 95% confidence intervals for continuous measures and counts 
and percents, with corresponding 95% confidence intervals for categorical variables):

1.  Safety assessed by a summary of the incidence and severity of adverse events and 
summary of scalp changes identified during physical examination. 

2. Tolerability defined as the percentage of patients who complete all planned cycles of 
chemotherapy using the DigniCapTM System.

3. Assessment of hair loss by the patient using alopecia self-report at each 
chemotherapy. 

4. Assessment of hair re-growth by the patient using the Hair Re-growth Follow Up 
Survey. 

5. Assessment of Quality of life during and after treatment with the DigniCap™ System 
by the patients using the EORTC-QLQ-BR23 scale and BIS.

6. Assessment of the impact of hair loss on cancer treatment decisions at 6 months after 
completion of chemotherapy.
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Amended June 13, 2013 
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Protocol Wording Changes 

4.1 Schedule of Investigational Events for Treatment Group
4.2 Schedule of Investigational Events for Control Group 
8.1 Photographic Documentation 
8.3 Assessments at Each Cycle of Chemotherapy
10.2.1 Alopecia Report Assessment by the Patient 

7.1 Study Treatment 

Old Wording

New Wording
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7.3 Chemotherapy Regimens and Cooling Times

10.1 Criteria for Response Assessment

Old Wording

New Wording

13.3 Sample Size and Power Estimation 

Old Wording

New Wording

13.6 Analysis 

Old Wording
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New Wording
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SYNOPSIS

TITLE Clinical Performance, Efficacy and Safety of the 
DigniCap™ System, a Scalp Hypothermia System, in 
Preventing Chemotherapy Induced Alopecia in Patients 
with Early Stage Breast Cancer 

PHASE
BACKGROUND

OBJECTIVES

Primary Objective:

Secondary Objectives:
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STUDY ENDPOINTS Primary endpoint:

Secondary endpoints:

PATIENT 
POPULATION AND 
SAMPLE SIZE
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INVESTIGATIONAL 
PRODUCTS
PATIENT 
SELECTION 
CRITERIA
Treatment Group

Inclusion criteria:

Exclusion criteria:
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PATIENT 
SELECTION 
CRITERIA
Control Group 

Inclusion Criteria:
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Exclusion Criteria:
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STUDY DESIGN
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1. BACKGROUND AND RATIONALE
1.1 Chemotherapy Induced Hair Loss

1.2 Methods Of Preventing Chemotherapy Induced Hair Loss

1.2.1 Scalp Cooling Rationale 

1.2.2 Scalp Cooling Development 
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1.2.3 Continuous Scalp Cooling  

1.3 The Efficacy Of Scalp Cooling To Prevent Chemotherapy Induced Hair Loss 

1.3.1 Efficacy Determinants 

1.3.2 Efficacy Measures
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1.3.3 Literature Review 

1.4 Safety Of Scalp Cooling

1.4.1 Short Term Side Effects
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1.4.2 Long Term Side Effects

1.5 Scalp Cooling In Relation To Well Being
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1.6 Scalp Cooling: Available To Cancer Patients World Wide 

1.7 Feasibility Study Of Scalp Cooling With The Dignicap™ System In The US
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1.8 The Need For A Prospective Study Of Scalp Cooling 
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2. OBJECTIVES 

2.1 Primary Objective

2.2 Secondary Objective
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3. TREATMENT ENDPOINTS
3.1 Primary Endpoint

3.2 Secondary Endpoints
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4. TREATMENT PLAN
4.1 Schedule Of Investigational Events for Treatment Group 

Assessments Baseline1

Each 
Chemo-
therapy 

cycle

1 month after 
last chemo-

therapy 
infusion

Follow-up
Visit (3 
months)

Follow-up
Visit 

(6 months)
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4.2 Schedule Of Investigational Events for Control Group 

Assessments Baseline1

Each 
Chemo-
therapy 

cycle

1 month after 
last chemo-

therapy 
infusion
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5. PATIENT SELECTION CRITERIA
5.1 Treatment Group

5.1.1 Inclusion Criteria

o

o

o
o
o

o

o

5.1.2 Exclusion Criteria
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5.2 Control Group 

5.2.1 Inclusion Criteria

o

o

o
o
o

o

o

5.2.2 Exclusion Criteria

Downloaded From: http://jamanetwork.com/ by a Wake Forest School of Medicine User  on 09/14/2017



Downloaded From: http://jamanetwork.com/ by a Wake Forest School of Medicine User  on 09/14/2017



6. INVESTIGATIONAL DEVICE 
6.1 The Dignicap™ System

6.2 Dignicap™ 

6.2.1 Composition 

6.2.2 Product Safety 

6.2.3 Storage Requirements

6.2.4 Biocompatibility

6.3 Dignitherm™

6.4 Digni C3

6.4.1 Specifications 

6.4.2 Temperature Control 
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6.5 Dignicool™ 

6.5.1 Product Name

6.6 Labeling

6.7 Investigational Device Accountability 

6.8 Training And Experience For The Use Of The Device
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7. STUDY DESIGN

7.1 Study Treatment 

7.2 Point Of Enrollment
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7.3 Chemotherapy Regimens and Cooling Times 

Chemotherapy Regimen Dose

Post Infusion 
Cooling 

Time
(minutes)
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8. ASSESSMENTS
8.1 Photographic Documentation

8.2 Assessments At Baseline 

8.3 Assessments At Each Cycle Of Chemotherapy 
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8.4 Assessment 4 Weeks (3-6 Week Window) Following The Last Cycle Of 
Chemotherapy

8.5 Assessments At The Follow-Up Visit 3 (±2 Weeks) Months After The Completion Of 
Study Treatment

8.6 Assessments At The Follow-Up Visit 6 Months (±2 Weeks) After The Completion Of 
Study Treatment

9. Adverse Events (AE)
Adverse Event
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9.1 Adverse Device Events (ADE) 
Adverse Device Event

9.2 Recording Of Adverse Events Any Adverse Device Events

9.3 Assessment Of Severity

9.4 Assessment Of Causality

reasonable 
possibility)

9.5 Follow-Up Of Adverse Events And Assessment Of Outcome 
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9.6 Unexpected Adverse Event
unexpected

9.7 Serious Adverse Event
serious

9.8 Relationship To Study Intervention

9.8.1 Probably Related 

9.8.2 Unknown Relationship

9.8.3 Definitely Not Related
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9.9 Foreseeable Investigational Treatment Related Adverse Events

9.9.1 Hypersensitivity Reactions

9.9.2 Pain Or Discomfort Reactions

9.9.3 Toxicity Reporting 

9.10 Reporting Adverse Events

9.10.1 Immediate Reporting By Investigator To Sponsor 
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9.10.2 Non Expedited Reporting 

9.10.3 Investigator Reporting Responsibilities 

9.10.4 Sponsor Reporting Responsibilities

9.10.5 Deviations From The CIP And/Or Amendments

9.11 Data Safety Monitoring Board  
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10. PATIENT EVALUATION CRITERIA
10.1 Criteria For Response Assessment

10.2 Endpoint Variables

10.2.1 Alopecia Report Assessment by the Patient

10.2.2 Adverse Events Related to Use of the Dignicap™ System

10.2.3 Quality Of Life in Women Using the Dignicap™ System

10.2.4 Hair Re-Growth

10.2.5 Impact of Hair Loss on Treatment Decisions
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10.3 Criteria and Procedures for Withdrawal from Protocol Treatment

10.3.1 Hypersensitivity Reactions

10.3.2 Pain or Discomfort Reactions

10.4 Early Termination or Suspension of the Investigation 
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11. DEVICE RISK ANALYSIS AND RISK ASSESSMENT
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12. DATA quality
12.1 Original Data

12.2 Target e*CRF® (Electronic Data Capture)
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12.3 Target e*CTR® Viewer (Target e*Clinical Trial Record Viewer)

12.4 Certified Copies of Original Data 

12.5 Quality by Design (QbD)
12.5.1 Data Management 
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12.5.2 Centralized Monitoring
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12.6 Record Retention

12.7 Confidentiality of Subject Data

12.8 Clinical Data Monitoring Plan (CDMoP) 

Communication Timeframe
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Communication Timeframe

12.9 Site Qualification Visit

12.10 Site Initiation Visit
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Task Protocol-Specific Requirements

12.11 First On-Site Monitoring Visit

12.12 Interim Monitoring
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12.13 Site Closeout

12.14
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13. STATISTICAL CONSIDERATIONS 
13.1 Objectives

13.2 Statistical Hypothesis and Model
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13.3 Sample Size and Power Estimation

Downloaded From: http://jamanetwork.com/ by a Wake Forest School of Medicine User  on 09/14/2017



13.4 Interim Analysis and Stopping Rules

13.5 Handling of Missing Values/Discontinuations

13.6 Analysis 
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STUDY ENDPOINTS Primary endpoint:

Secondary endpoints:
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SELECTION 
CRITERIA
Treatment Group

Inclusion criteria:

Exclusion criteria:

Downloaded From: http://jamanetwork.com/ by a Wake Forest School of Medicine User  on 09/14/2017



PATIENT 
SELECTION 
CRITERIA
Control Group 

Inclusion Criteria:
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Exclusion Criteria:

Downloaded From: http://jamanetwork.com/ by a Wake Forest School of Medicine User  on 09/14/2017



STUDY DESIGN
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1. BACKGROUND AND RATIONALE
1.1 Chemotherapy Induced Hair Loss

1.2 Methods Of Preventing Chemotherapy Induced Hair Loss

1.2.1 Scalp Cooling Rationale 

1.2.2 Scalp Cooling Development 
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1.2.3 Continuous Scalp Cooling  

1.3 The Efficacy Of Scalp Cooling To Prevent Chemotherapy Induced Hair Loss 

1.3.1 Efficacy Determinants 

1.3.2 Efficacy Measures
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1.3.3 Literature Review 

1.4 Safety Of Scalp Cooling

1.4.1 Short Term Side Effects
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1.4.2 Long Term Side Effects

1.5 Scalp Cooling In Relation To Well Being
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1.6 Scalp Cooling: Available To Cancer Patients World Wide 

1.7 Feasibility Study Of Scalp Cooling With The Dignicap™ System In The US
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1.8 The Need For A Prospective Study Of Scalp Cooling 
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2. OBJECTIVES 

2.1 Primary Objective

2.2 Secondary Objective
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3. TREATMENT ENDPOINTS
3.1 Primary Endpoint

3.2 Secondary Endpoints
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4. TREATMENT PLAN
4.1 Schedule Of Investigational Events for Treatment Group 

Assessments Baseline1

Each 
Chemo-
therapy 

cycle

1 month after 
last chemo-

therapy 
infusion

Follow-up
Visit (3 
months)

Follow-up
Visit 

(6 months)
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4.2 Schedule Of Investigational Events for Control Group 

Assessments Baseline1

Each 
Chemo-
therapy 

cycle

1 month after 
last chemo-

therapy 
infusion
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5. PATIENT SELECTION CRITERIA
5.1 Treatment Group

5.1.1 Inclusion Criteria

o

o

o
o
o

o

o

5.1.2 Exclusion Criteria
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5.2 Control Group 

5.2.1 Inclusion Criteria

o

o

o
o
o

o

o

5.2.2 Exclusion Criteria
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6. INVESTIGATIONAL DEVICE 
6.1 The Dignicap™ System

6.2 Dignicap™ 

6.2.1 Composition 

6.2.2 Product Safety 

6.2.3 Storage Requirements

6.2.4 Biocompatibility

6.3 Dignitherm™

6.4 Digni C3

6.4.1 Specifications 

6.4.2 Temperature Control 
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6.5 Dignicool™ 

6.5.1 Product Name

6.6 Labeling

6.7 Investigational Device Accountability 

6.8 Training And Experience For The Use Of The Device
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7. STUDY DESIGN

7.1 Study Treatment 

7.2 Point Of Enrollment
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7.3 Chemotherapy Regimens and Cooling Times 

Chemotherapy Regimen Dose

Post Infusion 
Cooling 

Time
(minutes)
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8. ASSESSMENTS
8.1 Photographic Documentation

8.2 Assessments At Baseline 

8.3 Assessments At Each Cycle Of Chemotherapy 
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8.4 Assessment 4 Weeks (3-6 Week Window) Following The Last Cycle Of 
Chemotherapy

8.5 Assessments At The Follow-Up Visit 3 (±2 Weeks) Months After The Completion Of 
Study Treatment

8.6 Assessments At The Follow-Up Visit 6 Months (±2 Weeks) After The Completion Of 
Study Treatment

9. Adverse Events (AE)
Adverse Event
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9.1 Adverse Device Events (ADE) 
Adverse Device Event

9.2 Recording Of Adverse Events Any Adverse Device Events

9.3 Assessment Of Severity

9.4 Assessment Of Causality

reasonable 
possibility)

9.5 Follow-Up Of Adverse Events And Assessment Of Outcome 
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9.6 Unexpected Adverse Event
unexpected

9.7 Serious Adverse Event
serious

9.8 Relationship To Study Intervention

9.8.1 Probably Related 

9.8.2 Unknown Relationship

9.8.3 Definitely Not Related
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9.9 Foreseeable Investigational Treatment Related Adverse Events

9.9.1 Hypersensitivity Reactions

9.9.2 Pain Or Discomfort Reactions

9.9.3 Toxicity Reporting 

9.10 Reporting Adverse Events

9.10.1 Immediate Reporting By Investigator To Sponsor 
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9.10.2 Non Expedited Reporting 

9.10.3 Investigator Reporting Responsibilities

9.10.4 Sponsor Reporting Responsibilities

9.10.5 Deviations From The CIP And/Or Amendments 

9.11 Data Safety Monitoring Board  

Downloaded From: http://jamanetwork.com/ by a Wake Forest School of Medicine User  on 09/14/2017



10. PATIENT EVALUATION CRITERIA
10.1 Criteria For Response Assessment

10.2 Endpoint Variables

10.2.1 Alopecia Report Assessment by the Patient

10.2.2 Adverse Events Related to Use of the Dignicap™ System

10.2.3 Quality Of Life in Women Using the Dignicap™ System

10.2.4 Hair Re-Growth

10.2.5 Impact of Hair Loss on Treatment Decisions
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10.3 Criteria and Procedures for Withdrawal from Protocol Treatment

10.3.1 Hypersensitivity Reactions

10.3.2 Pain or Discomfort Reactions

10.4 Early Termination or Suspension of the Investigation 
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11. DEVICE RISK ANALYSIS AND RISK ASSESSMENT
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12. DATA quality
12.1 Original Data

12.2 Target e*CRF® (Electronic Data Capture)
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12.3 Target e*CTR® Viewer (Target e*Clinical Trial Record Viewer)

12.4 Certified Copies of Original Data 

12.5 Quality by Design (QbD)
12.5.1 Data Management 
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12.5.2 Centralized Monitoring
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12.6 Record Retention

12.7 Confidentiality of Subject Data

12.8 Clinical Data Monitoring Plan (CDMoP) 

Communication Timeframe
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Communication Timeframe

12.9 Site Qualification Visit

12.10 Site Initiation Visit
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Task Protocol-Specific Requirements

12.11 First On-Site Monitoring Visit

12.12 Interim Monitoring
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12.13 Site Closeout

12.14
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13. STATISTICAL CONSIDERATIONS 
13.1 Objectives

13.2 Statistical Hypothesis and Model
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13.3 Sample Size and Power Estimation
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13.4 Interim Analysis and Stopping Rules

13.5 Handling of Missing Values/Discontinuations

13.6 Analysis 
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14. PUBLICATION POLICY

15. SPONSOR

16. CONFIDENTIALITY 
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