GUIDELINES FOR DESIGNING AND COMPLETING CASE REPORTSFORMS
FOR PHASE | & II| CHEMOPREVENTION TRIALS
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A. Introduction:

The purpose of this packet isto provide the Principa Investigator and data management
gaff with sample Case Report Forms (CRF) templates. These templates are for use with
Phase| and |1 DCP chemoprevention trids. The templates contain recommended
content and format and may be downloaded and modified with study specific
information for each trid.

Asindicated in the contract, a complete set of study specific Case Report Forms shall

be submitted to the DCP PIO within 30 calendar days of the contract effective date for
review and approval.

The following section “Guiddinesfor CRAs Completing CRFs’ is provided as
educationa information for staff who are responsible for completing these documents.
The complete selection of template forms can be found following ‘ Section D’ of this
document.

B. Guiddinesfor CRAs Completing the Case Report Forms
B1l. Generd ingructions for completing case report forms

B1.1 CRF may becompleted by any assigned member of the study staff that has
sgned the Signature Form in the Clinica Triad Book.

B1.2 CRF should be completed within one week after the relevant information
becomes avallable (i.e., the subject completes the vist or the [aboratory
results have been received).

B1.3 Enter information on the CRF with an ink pen only.

B1.4 Theinformation documented on the CRF must beidentical to the
information found in the primary source document (i.e., subject charts,
laboratory result printouts). NOTE: al source documents and CRFs must be
available for verification by the NCl-designated CRA during routine
monitoring and auditing vigts.

B1.5 If theinformaionismissng, enter “ND” (no data) in the boxes/space. If the
information is unknown, write “UNK” in the boxes/'space. Examples are as
shown:
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For missang: NI D

For unknown: | y] NI K

Entries of ‘Missng' or ‘Unknown’ information must be explained in the
source document (i.e., nurse s or dinic notes) for future verification.

B1.6 When boxes are provided for your response, please be sure to clearly mark
the box you are choosingwitha T or V. Make sure your mark is
unambiguous.

B1.7 Corrections must be madein ink by crossng out the incorrect entry with a
sngle horizontd line, placing the correct information next to the error, and
providing an initid and date next to the correction. Do not backdate. Do not
use any type of correction fluid or erase any entries on the forms.

B1.8 Do not writein the margins of the Case Report Forms. Any relevant
additiona information may be provided in the gppropriate “ comments’
section.

B1.9 Avoid the use of abbreviations.

B1.10 CRFsarerequired for the following subjects:
» dl subjects who received a procedure required by protocol after Sgning

informed consent
» dl subjects who have been randomized
» CRFsare not required for subjects screened and found to be indigible

B2 Header/|dentifier Information

B2.1  NCI Contract Number and Study Title: Please place the NCI contract number
and sudy title a the top of every form.

B2.2 VesonDae Please print averson date on every form in the lower right
corner. When changes are made to aform, update the form with arevison
date.

B2.3  Subject Number: Each subject must be assigned a unique subject
identification number. The number of spaces provided on the template should
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accomodate your ingtitution’s numbering convention. This number isto be
assigned after consent is obtained. Once a subject number has been assigned,
it cannot be re-issued to another patient.

B24  Subject Initids Please place the subject’ sfiret, middie and last initids in the
boxes provided. Please be sure that this information is consstent on al
CRFs.

Supject Initids | TI S| T

F L

B25 Study Center Code (gpplies only to multicenter studies): Each center will be
assigned a unique code. This entry will gppear asfollows in the header
portion of every form:

Study Center Code: | ol ol o] 1

B2.6 Vidt Number and Vist Date: Please place the vist number and the visit date
in the spaces provided. Some vidts, such as the basdine vist, may require
multiple vigit dates. All vigit dates should be reflected on the case report
form.

B3. Numeric Data Entry

B3.1 Date Datesarerecorded in MM-DD-YY format, where MM is the two-digit
month (i.e., enter 01 for January), DD isthe two-digit day, and Y'Y isthe last
two digits of the year. The date field appears on the CRF asfollows:

04| 1011} [9]8

Month Day Y ear

For incomplete dates, the month and year should be entered. Enter ND for the
day. For example: olal- N|D -Tols

Month Day ear

B3.2 Numbers All numeric data should be right-justified. Do not use leading
zeros for numeric data (except for Time and Date). Thus, the number “5” will
appear as.

Numbers should be rounded to the nearest number of sgnificant digits
dlotted for the entry. For example, the number “12.354” would appear as.

1
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1 |[4]

1 |3

B3.3 Time Timemay be entered using the 24-hour clock or the 12-hour clock.
Times are recorded in hh-mm format, where hh is the two-digit hour, and mm
isthe two-digit minute. Use leading zeros as necessary. For examplein the
24-hour time clock 6:30 A.M. will be recorded as:

ols||3]0

hh mm

And 6:30 P.M. will berecorded as:

118]'|13]0

hh mm

If using the 12-hour clock, add A.M. or P.M..
D. General Case Report Forms: Ingructionsfor Design

C1 P.l. VERIFICATION FORM: The purpose of thisform isto obtain
Principa Investigator (P1) sSgnature to verify the completion of the Case
Report Forms following subject sudy completion or termination. This
form should be signed by the PI only after dl the CRFs for the subject are
complete and verified by the PI. Thisform may be used in lieu of
obtaining the PI sgnature on every case report form. The form may be
used after each visit depending on the protocol and length of study.

C2 SUBJECT ENROLLMENT FORM: The purpose of thisform isto gather
demographic information at Basdline and to track milestone dates for
each subject. The subject enrollment form should contain the following

fidds
Cc2.1 Date of Birth Dates must be complete and in compliance with
the protocol digibility criteria
C2.2 Gender
C2.3 Race: If the race of the subject is not listed, mark Other and
gpecify in the space provided. Please note: Hispanic includes
Latino/Latina
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C24

C25

C2.6

C2.7

Weight and Height: Circle either Lb or Kg and In or Cm. to
indicate the unit of measure.

Subject Number: One unique subject number will be assgned
to each study subject. The subject number will remain the same
throughout any subsequent phases of the study.

Date Subject Enrolled: Date (MM/DD/Y'Y) the subject sgned
the Informed Consent.

Drug Start Date: Date the subject received first dose of study
agent/placebo as part of actua intervention or run-in phase.

C3 ELIGIBILITY FORM: Thisform isused a Basdine to document that the
ubject satisfies the incdlusion and exclusion criteriafor the sudy. The
dementsto beincluded on thisform are:

C31

C3.2

Incluson Criteriac The criterialisted in this section must be
identicd to theincluson criterialisted in the protocal. All
answersto this section must be Y ES to admit the subject onto
the study.

Excluson Criteria: The criterialigted in this section must be
identica to the exclusion criterialisted in the protocal. All
answersto this section must be NO to admit the subject onto
the study.

C4 SUBJECT RANDOMIZATION FORM: Thisform is completed a basdine
after the subject has satisfied dl dements of the Eligibility Form. The form
eementsindude:

C4.1

CA2

4/98, rev. 7/99, rev. 3/00

Date Run-in Started and Date Run-in Ended: Tria placebo treatment
period before randomization to determine subject’ s compliance.

Date Subject Randomized: Complete date required.
Subject Randomization Code: Provide the subject randomization

code/number in the space provided. If subjects are being dtratified into
specific cohorts add afield to capture the cohort code on thisform.
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C5. MEDICAL HISTORY: Complete thisform at basdline to record the medica
and surgica history of the subject.

C5.1 Check the*Normd’ box if the subject does not have a sgnificant
medica history and currently has no anormdity or condition in any of
the Body Systems.

C5.2 For those Body Systems checked Abnormal, the condition(s) must be
described in the Comments section.

C5.3 For additiond conditions, please list under “ Other,” and specify the
condition

C5.4 Record al procedures in the comment section under the appropriate
Body System on this CRF. Include the name and date of the
procedure/surgery.

C5.5 Itisrecommended that this evaluation be performed as close as
possible to the first dose of study medication.

C6. PHYSICAL EXAMINATION: According to the specific directionsin the
protocol, this form may be required a Basdine, Monthly Vists, and/or Off
Study. The purpose of thisform isto document the results of the physica
examination. The specific dements of thisform are:

C6.1 Vitd Signs It isrecommended that Respiration, Pulse and Blood
Pressure be measured in the supine position.

C6.2 Peaformance Status. Use the perfomance status scale as specified by
the protocol (ECOG, Zubrod, etc.)

C6.3 Body System: Check the ‘Norma’ box if the subject does not currently
have an abnormdity or condition in any of the Body Systems listed.

C6.4 For those Body Systems checked Abnormal, the condition(s) must be
provided in the Comments section.

C7. CLINICAL LABORATORY DATA: The purpose of thisform isto record
clinicd laboratory data performed prior to admission to the study and at
intervals as specified by the protocol. According to the specific directionsin
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the protocol, this form may be required a Basdline, Monthly Vists, and/or
Off Study.

C7.1 Modify the laboratory tests listed on the template form to reflect the
specific requirements of the protocol.

C7.2 Insert the appropriate units, as per the laboratory normals.

C7.3  For multi-center studies, it is recommended that the parameters and
units be consgtent for dl inditutions performing labs.

C7.4 Comment on the clinica sgnificance of dl laboratory vaues outside
the normd range.

C7.5 If the protocol requires repeeat of laboratory tests with values outside
the normal range, document the repest testing result in the * Comments
Section.

C7.6 Note acopy of the Laboratory Norma Ranges shall be provided to the
NCI.

C7.7 If anabnormd laboratory result is consdered “dinicaly sgnificant,” it
must be recorded on the appropriate Adverse Event Case Report Form.

C7.8 Agent Levds Any lab results which may potentidly unblind the study
(i.e. plasma drug/metabolite levels) shal not be entered until the fina
andysisis performed.

C7.9 Dateof Collection This date must reflect compliance with the
protocol requirements.

C7.10 Fasdting: Check this box if the specimen was obtained while the subject
was fadting.

C8 COMPLIANCE: The purpose of thisform isto document pill count or other
methods to assess subject compliance and subject evaluability satus.
Complete thisform at the intervals specified by the protocal (i.e., monthly
vigts, off study). The recommended template d ementsinclude:

C8.1 The Compound Name, Dos(s), Units, Type (i.e., capsules, liquid),
Dispensing (amount dispensed per vist), Packaging (i.e., how many
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capsules or how much liquid per bottle) and Regimen will need to be
modified to be specific to your protocal.

C8.2 Modify the boxes on the case report form to reflect the compliance
methods required by the protocol. If more than one compliance method
isused (i.e., pill count and serum agent levels), both methods should
appear on the compliance form. Please note: those methods (i.e.,
serum agent levels) which may result in unblinding the study should be
entered only after dl subjects have completed the study.

C8.3 Affix the detached occluded portion of the study drug labelsto the
appropriate sections on this form. Keep the labelsintact to preserve
the blind. If more space is needed, it is recommended that a study drug
label form be created.

C9 CONCOMITANT MEDICATION: The purpose of thisform isto document al
medi cations taken during the subject’ s trestment period. This cumulative form
must be updated and entered at every visit and telephone contact.

C9.1 Enter the date of the vidt in the boxes provided. Thisform can capture
concomitant medication documentation for multiple vigts.

C9.2 If abrand name was taken use that name of the medication. If ageneric
drug was taken use the generic name.

C9.3 Enter only one medication per section. If three medications are used
for oneindication, lig dl three medications individualy in separate
sections.

C9.4 At aminimum, the month and year of the Start and Stop Dates must be
entered.

C9.5 Check the*NONE' box only if the subject has not taken any
concomitant medications throughout the duration of study. This box
should be completed only after the subject completes or terminates the

study.

C9.6 Medications administered for an Adverse Event (AE): Record the
“Reason for Usg” section exactly asit gppears on the Adverse Event
CRF.
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C9.7 If thisformisfull prior to sopping adrug, check (T) the continuing
box, and reenter the medication on another CRF exactly as it gppears
on the earlier CRF. However, do not check the continuing box on the
new CRF until thisformisfull, or a the time of study completion.

C10 ADVERSE EVENTS: The purpose of thisform isto document ALL adverse
events experienced for the duration of the study including any run-in and
follow-up periods. Update this form for every visit and telephone contact.

C10.1 Vigt Dates For each vist (i.e., screen, basdline) enter the
corresponding date into the boxes provided. Thisform can capture
adverse event evauations for multiple vists.

C10.2 The NONE box should be checked only if the subject has not
experienced any adverse events throughout the study. This box should
not be completed before the subject completes/terminates the study.

C10.3 Describethe Adverse Event as specificaly as possible.
C10.4 Useonly oneline per event.

C10.5 All adverse events must be entered on this form, regardless of
relationship to the study drug.

C10.6 Signsand Symptoms existing prior to study and documented on the
Basdine Physcd Examination CRF and on the Medicd History CRF
are not consdered AEs. Only Basdline Signs and Symptoms that
worsen while the subject is on the study drug are considered adverse
events.

C10.7 Start and Stop Dates: Indicate month, date and year.

C10.8 Event Recovery Status: Indicate “Resolved” only if AE isresolved. If
AE has not resolved even when subject goes off the study, indicate
“Not Resolved.”

C10.9 Continuing Adverse Events: If the AE continues and the subject is of f
the study, check the “Continuing” box.

C10.10 Rdationship to Study Drug: Thisisthe Principa Investigator's
assessment of the relationship between the event and the study drug.
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The relationship should be listed as not related, unlikdly, possble,
probable, or definite using the numbers provided.

C10.11 Toxicity Grade: Refer to the National Cancer Ingtitute Common
Toxicity  Criterig, verdgon 2.0.

C10.12 A Serious Adver se Event (SAE) is*any untoward medica
occurrence that at any dose results in deeth, islife-threatening,
requires subject hospitaization/prolongation of existing
hospitdization, resultsin persistent or significant disability/incapacity,
or isa congenital anomaly/birth defect. Important medica events that
may not result in death, be life threstening, or require hospitalization
may be consdered SAE's, when, based upon appropriate medica
judgement, they may jeopardize the subject and may require
medica/surgica intervention to prevent one of the outcomes listed
above.

All SAEs must be listed on the AE CRF. In addition, serious adverse
events must be telephoned to the study monitor within 24 hours and a
written report submitted within 48 hours of discovering the SAE.

Ci11 OFF STUDY FORM: The purpose of thisform is to document subject
completion, removd from, or drop-out from the sudy. The elements
included in the template document are:

C11.1 Date On Follow-up and Date Off Follow-up: Protocol-specific
evauation period between the end of drug trestment and off study.

C11.2 Date Off Study: Date the subject completes the study or is no longer
inthetrid.

C11.3 Date Last Study Medication Taken: Provide the actua date the subject
last took the study drug.

C11.4 Date of Last Contact: Date subject was last seen or spoken to. May be
the same as the off study date.

C11.5 Reason Off Study: Check (T) only the main reason and provide
explanationsin the comment field.
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C11.6 Any subject that is withdrawn for adverse events or pregnancy must
be followed until resolution or until the Principa Investigator
consdersit unnecessary to continue follow up. Documentation of this
follow-up must be maintained in the subject’s study chart and on the
“Continuing AE” section of the Off Study Form.

C12 DEATH REPORT FORM: The purpose of thisform isto gather information
regarding the subject’ s death if it occurred during run-in, trestment, or in
follow-up.

C12.1 Any subject death is considered an adverse event and must be
immediately reported to the NCI Medical Monitor.

C12.2 If the exact Date and Time are unknown, estimates are allowed.

D. Study-Specific Case Report Forms: Instructionsfor Design and Completion

D1 BIOMARKER FORMS: These study-specific forms are used to document
the results of biomarker assays in studies with biomarker endpoints.

D1.1 Thetemplates are designed to serve as a guide for development of
study-specific biomarker Case Report Forms. A variety of sample
forms areincluded in this document; however, formsfor other types
of biomarkers may need to be created specificaly for your study. The
following templates are included in this document:

Apoptotic Index

Cdl Differentiation Biomarkers
Inflammatory Cytokines

DNA Poidy Andyss
Inflammetory Cel Infiltrate
Intracrypt Apoptotic Index
Nuleolar Morphometry

PGE: Leves

Proliferation Andyss

Nuclear Morphometry

D1.2 Basdine biomarker results may be entered at the time the test is
performed. However, subsequent results should not be documented
until the subject has completed/terminated the study in order to
maintain the blinding process.
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D1.3 Biopsy Specimen Number, Slide Number and Tissue Section Number
areidentifiers. These may differ between |aboratories and indtitutions.
Identifiers are necessary to label the tissue samplesin a blinded
fashion.

D2 PHARMACOKINETICS FORMS: The purpose of these formsisto record
serum agent levels for pharmacokinetics (PK) anayses in those studies with
pharmacokinetic endpoints. Specific ingtructions for your consderation are:

D2.1 PK results should only be entered after subject is off study to maintain

the blind.
D2.2 The sample amount and schedules should be modified to capture the
specific requirements of each study.
D3 SCHEDULE OF FORMS: The purpose of thisform isto create an “at-a

glance’ guide that identify which forms are to be completed at various points
within the study. The template may be modified to reflect the forms and time
frames specific to an individua study.
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TEMPLATESFOR THE DESIGN OF CASE REPORT FORMSFOR
PHASE | & || CHEMOPREVENTION PROTOCOLS
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VERIFICATION FORM

NCI Contract Number:

Study Title:

PV

Subject Number: Subject Initids:

Date of Signature

Month

Day

Year

The Pl signature on thisform should be obtained after ALL the Case Report Forms for this subject have been completed.

“1 have reviewed all the Case Report Forms for the above subject and certify that they are accurate and

complete.”

Principal Investigator’s Signature
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Principal Investigator's Name (PLEASE PRINT)
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SUBJECT ENROLLMENT FORM
NCI Contract Number: Study Title:
Subject Number: Subject Initids: Vigt: Vidt Date: - -
F M L Month Day Year
Subject Demographics
Subject Date of Birth: - - Subject Weight: LborKg
Month Day Year
Gender: Mde Femde Subject Height: Inor Cm
Race: American Indian or Alaskan Native Adan or Pacific Idander
Black, not of Hispanic Origin Hispanic
White, not of Higpanic Origin Other:
(specify)
Date Subject Enrolled: - -
onth Day Year
Drug Start Date: —| | |—| | |
Month ay ear
4/98, rev. 7/99, rev. 3/00
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ELIGIBILITY FORM

Page 1 0f 2

NCI Contract Number: Study Title:

INC1

Subject Number:

Subject Initids:

Visit

Vist Dae - -

Month Day Year

INCLUSION CRITERIA: All answersto questions 1-8 must be YES for the subject to be digible.

NO

YES

1. Isthe subject over 18 years of age?

2. Doesthe subject have an ECOG status of 0-27?

3. Isthe subject’'s WBC count $3,500 /FL?

4. Isthe subject’s platelet count $100,000/FL?

5. Isthe subject’s serum creatinine <1.6 mg/dl?

6. Isthe subject’s serum bilirubin #1.6 mg/dl?

7. If the subject is of child-bearing potential, does the subject have a negative pregnancy test
(applies to female subjects only) and agree to use adequate contraception during and two
months following the duration of this study (applies to both male and female subjects)?

8. Hasthe subject been properly informed of the study and signed the Informed Consent?

Date Informed Consent signed:

Montl

h

Day

Y ear

Principal Investigator:

Date:




INC2
ELIGIBILITY FORM

Page2of 2
NCI Contract Number. Study Title:
Subject Number: Subject Initids: Vist: Vist Date: - -
F M L Month Day Year

EXCLUSION CRITERIA: All answersto questions 9-13 must be NO for the subject to be dligible.

NO YES

9. Doesthe subject have a history of heart disease?

10. Hasthe subject received chemotherapy in the past 12 months?

11. Isthe subject’ s fasting cholesterol or triglycerides >300 mg/dI?

12. Isthe subject currently taking NSAIDs on aregular basis (i.e., >3x/week)?

13. Hasthe subject taken any investigational drug during the past 4 months?

Principal Investigator:
Date:
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NCI Contract Number:

SUBJECT RANDOMIZATION FORM

Study Title:

Subject Number:

Subject Initids:

Vidt:

Vidt Dae

Month Day

Year

Date Run-in Started:

Date Run-in Ended:

Month

Month

Day

Y ear

Subject Randomization Code:

Date Subject Randomized:

ont

ay ear

4/98, rev. 7/99, rev. 3/00
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NCI Contract Number:

MEDICAL HISTORY

Study Title:

Pagelof 2

MH1

Subject Number:

Subject Initids

Vigt:

Exam Dae - -

Month Day Year

column as provided.

Examine thefollowing and placea T in the gppropriate column. If “Abnorma” is T’ d then provide the condition(s) in the comments

Body System

Normal

Abnormal Not Done

Comments

Body asaWhole

HEENT

Cadiovascular

Respiratory

Gadtrointestina

Genitourinary

Musculoskdleta

Neurologicd

Endocrinologica

Dermatologic/Skin

Hematologic/Lymphatic




Principal Investigator:

Date:
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NCI Contract Number:

MEDICAL HISTORY
Page2of 2

Study Title:

MH2

Subject ID#

Subject Initids:

Vigt

Exam Dae

Month Day

Year

Body System

Normal Abnormal

Not Done

Comments

Metabolic/Nutritional

Allergy/Drug Sengitivity

Psychiatric

Cancer

Other, Specify

Other, Specify

Other, Specify

Principal Investigator:

Date:
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PE1

PHYSCAL EXAMINATION

Pagelof 2
NCI Contract Number: Study Title:
Subject Number: Subject Initids: Vigt: Exam Dae - -
F M L Month Day Year
|
VITAL SIGNS
_ Blood Pressure
Temperature: . EC/F(circleone)
Respiration Rate: per min Supine Measurements: /
Systalic Diagtalic
Pulse: bpm (mmHg) (mmHo)
ECOG Performance Status: 0 1 2 4

column as provided.

Examine thefollowing and placea T in the gppropriate column. If “Abnorma” is T’ d then provide the condition(s) in the comments

Body System

Normal Abnormal Not Done

Comments

Appearance

Skin

HEENT

Thyroid

Chest

Lungs

Principal Investigator:

Date:




NCI Contract Number:

PHYSICAL EXAMINATION

Page 2 of 2

Study Title:

Subject Number:

Subject Initids:

Vidt:

Body System

Normal Abnormal

F M L

Not Done

Exam Dae

Comments

Month Day

Year

Breasts

Heart

Abdomen

Musculoskdetal

Genitdia

Pdlvic

Rectal

Prostate

Vascular

Neurologicd

Lymph Nodes

Other, Specify

Principal Investigator:
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Date:

LAB1
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CLINICAL LABORATORY DATA

Pagelof 3
NCI Contract Number: Study Title:
Subject Number: Subject Initids: Vigt: Vigt Date: - -
L Month Day Year
Date of Collection: — — Fasting: Yes No
Month Day Year

Please comment on any resultsthat are out of norma range (i.e., clinicaly sgnificant, not clinicaly significant), and/or if repesat tests
have been performed, in the comment column provided.

Test

Results

Units

Comment

Hemoglobin

Hematocrit

RBC

WBC

Neutrophils

Lymphocytes

Monocytes

Bands

<OO0Oro+H4»<m=I

Eosinophils

—>» " Hdzm>xmmnT— O

Basophils

Other

Platelet Count

4/98, rev. 7/99, rev. 3/00
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CLINICAL LABORATORY DATA

Page2of 3
NCI Contract Number: Study Title:
Subject Number: Subject Initids: Vigt: Vigt Date: -
F L Month Day Year
Test Results Units Comment
Total Protein [:::].[:]
b 1.0
1.0
1.0
N i —
L [cumee I
Ol
Uric Acid ,
o 1.
D [Bun E—
Credtinine [:::]_[:]
C N
Totd Bilirubin
- 1.0
A e  —
M [ na I
I
s |¥ .00
T [o —
R co. I
N —
N T—
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LAB3
CLINICAL LABORATORY DATA
Page30f 3

NCI Contract Number: Study Title:

Subject Number: Subject Initids: Vigt: Vidt Date: - -

F M L Month Day Year

Test Results Units Comment

Specific Gravity

pH

Protein

Glucose

mz— 0 C

Ketones

Blood

Parameter Results Units Comment

Pregnancy (HCG)

Serum Agent
Levels*

TmMmI44O0

Other Blood Levels
*

* To be completed at find andyss.

4/98, rev. 7/99, rev. 3/00
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COM

COMPLIANCE
NCI Contract Number: Study Title
Subject Number: Subject Initids: Vigt: Vidt Date: - -
F M L Month Day Year

Compound Name: AGENT

Dose: 200 Units. mg

Type: Capsules

Dispending: 2 bottles per visit
Packaging: 60 capsules per bottle

Regimen: 2 capsules qd

Please be sure to callect the bottles a each visit and count the number of pills remaining.

Number of Bottles Returned:

Start Date of Drug for this Period: - -
onth Day SYear

Stop Date of Drug for this Period: - -

onth Day Year

Number of Fillsthat Should Have | Number of Pills Remaining in Both
Been Teken Bottles

Number of Fills Actualy Taken % of Fills Taken

Comments (describe |ost/missing/damaged pills):

AFFIX Label(s) from Study Medication below:

Label 1

Label 2

4/98, rev. 7/99, rev. 3/00
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CON

CONCOMITANT MEDICATIONS

NCI Contract Number: Study Title:

Subject Number: Subject Initids:

Dl ooca ot vicit data bhalag”

line

oae | [ [ | [ [ [ 1 [ [ [ |

Provide the following information for al medications including OTCs such as Aspirin, Tylenal, vitamins, laxatives, etc. If a
medication is being used before the patient starts the study, write “PRETREATMENT” in the Start Date column. Use

Physician’s Notes Form for comments.
At end of study, check if none[ ]

icati Start Date Stop Date Check if
aicaion e | Desischecl

4/98, rev. 7/99, rev. 3/00
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ADVERSE EVENTS

NCI Contract Number: Study Title:

Subject Number: Subject Initids:

PIEase enter VISt 0aie DElow.

At end of study check if none: [ ]

Use Physician’s Notes Form for comments; if treatment required, also indicate drug and dose.

Adverse Event Start Date Stop Date Event TCheck if | Relationship | Toxicit
MM/DD/YY MM/DD/YY Recovery Continuin | to Study Drug | y Grade
Status g 1 = Not related (1-4

(Resolved or 2 = Unlikely CTC

Not Resolved) 3 = Possible Ver. 2)
4 = Probable
5 = Definite

4/98, rev. 7/99, rev. 3/00
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NCI Contract Number:

OFF STUDY FORM

Study Title:

Subject Number: Subject Initids:

Vigt:

F M L

Vidt Dae

Month

Day

Year

Date on Follow-up: - -

Date Off Follow-up:

Date of Last Contact:

onth Day ear
Date Off Study: - -
Month Day ear
Date Last Study Medication Taken:

Month Day Y ear

ont

Month

Day

|:| Completed Study

event(s) in comment section
|:| Lost to Follow-up

Comments:

|:|Adverse Event (complete AE CRF). Please list

Reason Off Study (Please mark only the primary reason. Reasons other than Completed Study require
explanation in Comments section below)

I:l Death (complete Death Report CRF)

I:l Other (please specify in Comments
section)

Continuing Adver se Event

Adverse Event:

Start Date of Event:

Outcome:

4/98, rev. 7/99, rev. 3/00
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DEATH REPORT FORM

NCI Contract Number: Study Title:

Subject Number: Subject Initids: Vigt: Vidt Date: — —

F M L Month Day Y ear

All concomitant medications taken up to the time of death should be listed on the Concomitant Medications form. If an autopsy was
performed, please send a copy of the report to NCI, DCP as soon asit isavailable.

Date of Death: - -

Month Day Year

Place of Death:

Hospital (attach discharge summary)

Other
Autopsy performed? NO YES (attach autopsy report or send to NCI, DCP when
avalable)
Cause of Desth:
Study Trestment

Other, please specify:

Comments:

4/98, rev. 7/99, rev. 3/00
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NCI Contract Number:

APOPTOTIC INDEX

Study Title:

Al

Subject Number:

Subject Initids:

Vigt:

Vist Dae:

Month Day

Biopsy Specimen Number:

Slide Number:

Total Number of Sections/Specimen:

Tissue Section Number

Tota Number of Apoptotic Cdls

Tota Number of Cdls Counted

Apoptotic Index

4/98, rev. 7/99, rev. 3/00
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CELL DIFFERENTIATION BIOMARKERS

NCI Contract Number:

Study Title:

CDB

Subject Number: Subject Initids:

Vigt:

Vist Dae:

Month Day

Year

Biopsy Specimen Number:

Slide Number:

Tissue Section Number:

Cytokeratin

L ectin SBA

Sialylated L e*

B72.3

Tota Number of Crypts
Measured

Tota Areaof Crypts Measured
(mn)

Tota Areaof Postive Labeling
()

Percent Positive Cdlls (Number of
Positive CdlsNumber of Cdls
Counted)

%

%

%

%

Mean OD of Labded Cdls

4/98, rev. 7/99, rev. 3/00
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INFLAMMATORY CYTOKINES

CYT

NCI Contract Number: Study Title:
Subject Number: Subject Initids: Vigt: Vidt Date -
F M L Month Day Y ear
Biopsy Specimen Number:
Cytokine Cytokine/a-Actin
IL-1
IL-6
TNF-4
KGF
4/98, rev. 7/99, rev. 3/00
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DNA
DNA PLOIDY ANALYSS

NCI Contract Number: Study Title:
Subject Number: Subject Initids: Vigt: Vidt Date - —
F M L Month Day Y ear
Biopsy Specimen Number:
Slide Number:
Tissue Section Number Summed Optical Density (OD)

Mean Optical Density =

Tota Number of Sections Counted:

4/98, rev. 7/99, rev. 3/00
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INFLAMMATORY CELL INFILTRATE

NCI Contract Number:

Study Title:

INF

Subject Number: Subject Initids:

Vigt:

Vist Dae:

F M L

Month Day

Year

Biopsy Specimen Number:

Side Number:

Antigen

Number of Cdlgmm?

CD3 Antigen

CD4 Antigen

CD8 Antigen

CD20 Antigen

CD16, CD56, CD57 Antigens

CD11b, CD14, CD68 Antigens

HML-1

MHC Class|

MHC Class||

Tota Number of Sections Counted:

4/98, rev. 7/99, rev. 3/00
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INTRACRYPT APOPTOTIC INDEX

APO

NCI Contract Number: Study Title:
Subject Number: Subject Initids: Vist: Vist Date: -
F M L Month Day Y ear
Biopsy Specimen Number:
Side Number:

Total Number of Sections/ Specimen:

Section Number

Tota Number of Crypts

Tota Number of Apoptotic Cells per Crypt

Total Number of Cells Counted per Crypt

Apoptotic Index

4/98, rev. 7/99, rev. 3/00
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NuUC

NUCLEOLAR MORPHOMETRY
NCI Contract Number: Study Title:
Subject Number: Subject Initids: Vigt: Vidt Date - —
F M L Month Day Y ear
Biopsy Specimen Number:
Side Number:
Tissue Section Number of Nucleolar Area Nucleolar Shape Position of Nucleoli (um)
Number Nucleoli/Cell (Cell) (ratio of minimum diameter to (mean distance from
maximum diameter) membr ane)
Mean Number of Mean Nucleolar
Nucleoli/Cell: Area (Cell):
Total Number of Sections per Specimen:
4/98, rev. 7/99, rev. 3/00
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PGE; LEVELS
NCI Contract Number: Study Title:
Subject Number: Subject Initids: Vigt: Vidt Date - —
F M L Month Day Y ear
Biopsy Specimen Number:
PGE; Leve Protein Concentration Normalized PGE, (pg/lg protein)
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PLF1
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PROLIFERATION ANALYSS

Page 1 of 2
NCI Contract Number: Study Title:
Subject Number: Subject Initids: Vist: Vist Date: - —
F M L onth Day Year

Biopsy Specimen Number:

Side Number:

Tissue Section Number:

BrdU I mmunohistochemistry

PCNA I mmunohistochemistry

Total Number of Crypt
Columns Assayed

Total Number of Cdls

Tota Number of Labeed
Cdls

Position of Labded Cdls
(poditive cells counted for
eech third)

Upper Third

Middle Third

Lower Third

Upper Third

Middle Third

Lower Third

Tota Number of Cdlls per

Totad Number of Cdls

Tota Number of Cdls

Compartment
Number of Labeled Cdls per Compartment: Number of Labeled Cdls per Compartment:

Compartment 1 (base) Compartment 1 (base)
Compartment 2 Compartment 2
Compartment 3 Compartment 3
Compartment 4 Compartment 4
Compartment 5 (surface) Compartment 5 (surface)

Tota Number of

CdlgCrypt

Labding Index

(total labeled cells'tota

cdls counted)

4/98, rev. 7/99, rev. 3/00
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PROLIFERATION ANALYSS

PLF2

Page2 of 2
NCI Contract Number: Study Title:
Subject Number: Subject Initids: Vist: Vist Date: - —
F M L Month Day Y ear

BrdU Immunohistochemistry

PCNA I mmunohistochemistry
Proliferation Zone Upper Third Upper Third
Middle Third Middle Third
Lower Third Lower Third
Mean OD of Labded
Cdls
4/98, rev. 7/99, rev. 3/00
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NM

NUCLEAR MORPHOMETRY
NCI Contract Number: Study Title:
Subject Number: Subject Initids: Vist: Vist Date: -
F M L onth Day Year
Biopsy Specimen Number:

Side Number:

Tissue Section Number

M or phometric Z-Score

Mean Z-Score =
Tota Number of Sections Counted:
4/98, rev. 7/99, rev. 3/00
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NCI Contract Number:

PK

PHARMACOKINETICSFORM

Study Title:

Subject Number:

Subject Initids Vist:

F M L

Vidt Dae:

Month Day Y ear

Last Dose given at:

Sample Amount: 3 mi

In order to maintain the blind, test results must be entered only after the subject has completed the study.

Sample No. Scheduled Time Scheduled Clock Time Actual Time Results*
1 Prior to drug gart
hh mm hh mm
2 0 hour
hh mm hh mm
3 1 hour
hh mm hh mm
4 2 hour
hh mm hh mm
5 4 hour
hh mm hh mm
6 8 hour
hh mm hh mm
7 24 hour
hh mm hh mm
*To be completed after
subject termination
4/98, rev. 7/99, rev. 3/00
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Schedule of Forms Template

unless otherwise indicated.

The schedule of forms is based upon the procedures listed in the protocol. A Case Report Form should be completed for each X,

Form

Basdine
Vigt

Month 1
Vigt

Month 2
Vigt

Termination
Vigt

Fadllow-
Up

P.I. Verification Form

Xl

Subject Enrollment
Form

Eligibility Form

Subject
Randomization Form

Medical History

Physical Examination

Clinical Laboratory
Data

Compliance

Concomitant
Medications

X

Adverse Events

Termination Form

Death Report Forn?

Biomarker Forms

Pharmacokinetic
Forms

XXX |X]|X

The PI Verification Form should be signed after &l the Case Report Forms have been completed.

2The Death Report Form is completed only after a subject has died while on study, or in follow-up.
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