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N0321: Phase I/1l Study of PS-341 in Combination with Paclitaxel, Carboplatin, and Concurrent Thoracic
Radiation Therapy for Non-small Cell Lung Cancer (NSCLC)

Phase I component only: Prior to discussing protocol entry with the patient, call the Registration
Office (507/284-4130) to ensure that a place on the protocol is open to the
patient. If an opening is available, a slot may be reserved for no longer
than 5 working days.

Has the patient ever been on a prior study entered through this Registration Office? Yes No
If yes: Prior study number ; prior patient study 1D number

Registration date (date on) (mm/dd/yyyy) / /

Patient study ID number (provided at time of Registration)

NCCTG member (participant sponsor)
NCCTG treating location (chemo)

(RT)
NCCTG treating physician (chemo)
(RT)
Institution patient number (local subject number)
IRB approval date (chemo) (mm/dd/yyyy) [/ / _ IRBapproval date (RT) (mm/ddlyyyy) [/ [
Patient initials (last, first, middle) Race (check all that apply)
__ White

Gender (check one) Male Female Unknown " Black or African American
Date of birth (mm/ddlyyyy) /[ ___Native Hawaiian or Other Pacific Islander

. __Asian
Zip code __American Indian or Alaska Native
Country of Residence __ Not reported: Patient refused or not available

__Unknown: Patient unsure
Method of payment (check one)

___PI(Private Insurance) Ethnicity (check one)

— MR (Medicare) ) ___Not Hispanic or Latino

__ MRP (Medicare and Private Insurance) Hispanic or Latino

__MD (Medl_ca@) _ __Not reported: Refused or data not available
__ MM (Medicaid and Medicare) ___Unknown: Unsure of their ethnicity

____MVA (Military or Veterans Sponsored,
Not Otherwise Specified ( NOS))
____MS (Military Sponsored [including CHAMPUS & TRCARE])
MV (Veterans Sponsored)
____SP (Self pay [no insurance])
___ NP (No means of payment [no insurance])
____OTH (Cther)
__ UNK (Unknown)




NCCTG Eligibility Checklist N0321

08/28/2009
Patient study 1D number (provided at time of Registration) Page 2 of 4

Eligibility Check - Answer questions below (yes/no). All requirements must be confirmed. All dates are to be M/D/Y.
Yes No

Required Characteristics:

>18 years of age. Age =
Histologic or cytologic conflrmatlon of non-small cell lung carcinoma.

Non-metastatic NSCLC requiring definitive radiation therapy.

ECOG performance score (PS) 0 or 1. PS = .

Life expectancy >12 weeks.

Weight loss <10% in past 3 months.

Forced expiratory volume in 1 second (FEV1) >1 L or >35% of predicted.

Locally advanced NSCLC stages IH1A/I1IB not considered resectable. Patients with stage IV disease are

not eligible.
The following laboratory values obtained <21 days prior to registration. Earliest laboratory test
date - - ; latest laboratory test date - - . NOTE: These dates pertain to

the following labs only.
e ANC >1500/mL. ANC =
e PLT >100,000/mL. PLT =
e Total bilirubin <1.5 x UNL or direct bilirubin <1 5 x UNL.
Which was done?
Both Total and Direct bilirubin — Complete both total and direct bilirubin values below.

____Total bilirubin — Total bilirubin = ; UNL =
____ Direct bilirubin — Direct bilirubin = UNL =
- e AST<3xUNL. AST = ; UNL = .
e Creatinine <1.5 x UNL. Creatinine = ; UNL =

Is this patient a woman of childbearing potential? (This questlon may be answered yes or no.)
____Yes — Complete; Negative serum pregnancy test ... question

No — Skip; Negative serum pregnancy test . question
Negatlve serum pregnancy test done <7 days prlor to reglstratlon for women of childbearing potential
only. Negative serum pregnancy test date -

All responses in above section must be “Yes.”

Contraindications:
Any of the following:
e Pregnant women
e Nursing women
e Men or women of childbearing potential or their sexual partners who are unwilling to employ
adequate contraception (condoms, diaphragm, birth control pills, injections, intrauterine device
[IUD], or abstinence, etc.) as this regimen may be harmful to a developing fetus or nursing child
NOTE: This study involves an investigational agent whose genotoxic, mutagenic and teratogenic effects
on the developing fetus and newborn are unknown.
Any of the following prior therapies:
e Prior radiation therapy to the chest
e Prior systemic chemotherapy for NSCLC (phase Il portion)
New York Heart Association classification 111 or 1V (see Appendix I1).
Any other severe underlying diseases which are, in the judgment of the investigator, inappropriate for entry
into this study.
Uncontrolled infection.
Major surgery or unhealed wound <2 weeks prior to registration.
Major surgery date - - vs. not applicable




NCCTG Eligibility Checklist N0321

08/28/2009
Patient study 1D number (provided at time of Registration) Page 3 of 4

Eligibility Check — (Contraindications continued)

Yes No

Prior history of malignancy <5 years, except for adequately treated basal cell or squamous cell skin cancer,
adequately treated noninvasive carcinomas (carcinoma in situ), or localized prostate cancer.

Peripheral neuropathy >grade 2.

All responses in above section must be “No.”

Registration Check - Answer questions below (yes/no). All requirements must be confirmed. All dates are to be M/D/Y.
Yes No

Consent form signed and dated. Date of consent - -

Is this an USA institution? (This question may be answered yes or no. )

___ Yes — Complete authorization question below.

_____ No — Check “not applicable (Non-USA institution only)” and go to next question.

Authorization for use and disclosure of protected health information signed and dated.

Date of authorization - - vs. not applicable (Non-U.S.A. institution only)
Treatment on this protocol must commence at the accruing membership under the supervision of a NCCTG
member physician.

Treatment cannot begin prior to registration and must begin <21 days after registration.

Treatment start date - -

Pretreatment tests/procedures must be completed <21 days prior to registration (see Section 4.0). Earliest
pretreatment test date - - ; latest pretreatment test date - - . NOTE: The
earliest pretreatment test date must be less than or equal to the earliest laboratory test date M the latest
pretreatment test date must be greater than or equal to the latest laboratory test date.

Exceptions to the above dates:

e Tumor measurement <30 days prior to registration (see Section 4.0). A CT chest to include the liver
and adrenals are required for baseline evaluation, 4 wks following RT, 3 months following RT, and
every 3 months after that for a maximum of 2 years during the observation phase.

Tumor measurement date - -
All required baseline symptoms must be documented and graded.
A radiation oncologist has seen the patient and confirms the patient is a suitable candidate for this study.

All responses in above section must be “Yes.”

Registration Office will register patients separately to the optional translational research component of this
study (see Section 14.0).
o Patient has given permission to give their tissue sample for research testing.
At the time of registration, the following will also be recorded:
Patient has given permission to store sample(s) for future research of cancer.
Patient has given permission to store sample(s) for future research to learn, prevent, or treat other health
problems.
Patient has given NCCTG permission to give their sample(s) to outside researchers.

Responses in above section may be “Yes” or “No.”
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Grouping Factor
Component
Phase | patients not receiving MTD
Phase | patients receiving MTD + Phase Il patients
Descriptive Factors
Pretreatment supraclavicular involvement Maximum pre-treatment tumor size (cm)
Yes <3
No 3-6
>6
Weight loss in past 3 months Diabetes
<5% No
5-<10% Type |
_ Typell

Dose Level (to be assigned by Registration Office)

1 3
0 4
1 -

2 6

Assigned Treatment

A) PS-341* + TAXOL** + CBDCA*** + RT

*PS-341: Dose = (mg/m?); Level =
**TAXOL: Dose = (mg/ m%); Level =
***CBDCA: Dose = (AUC); Level =
Person registering Signature Registration Office specialist initials

Physician Signature Date (mm/ddfyyyy) [ [
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Page 1 of 1

Specific Forms Completion Instructions for N0321

General Notes

e A cycle is defined as the time treatment starts until the patient receives another round of
treatment. A cycle for this protocol is defined as 21 days with PS-341 treatment
administered IV on days 1, 4, 8, 11; Taxol/CBDCA treatment administered IV on day 2;
RT daily, beginning on day 1 cycle 1.

Dose-Limiting Toxicity Reporting Form

e This form should be submitted if any of the following are recorded on the Nadir/Adverse
Event Log:
o Hematologic, grade >4
o Esophagitis, grade >3
o Other nonhematologic, grade >4 other than radiation dermatitis, esophagitis,
pneumonitis, or dyspnea
e This form will provide additional data to the operations office and will help to determine
if an event should be considered a DLT.



PLACE LABEL HERE

NO0321

Protocol #

Patient ID # Initials:

L F M

Local ID # Institution

NCCTG
ON-STUDY FORM

DESCRIPTION OF PRIMARY DISEASE

1 [_] Right upper lobe
2 [] Left upper lobe
3 [ ] Right mid lobe

Primary Tumor Site: (check one)

Histology: (check one) 1 [ ] Adenocarcinoma

4 [ Left mid lobe
5 [] Right lower lobe
6 [ ] Left lower lobe

3 [] Non-small cell, unspecified
4[] Other, specify

2 [ ] Squamous cell carcinoma
5[] mA T stage = D N stage = D
6[ ] mB

9 [ ] IIB with pleural effusion

M stage = D

Stage:

D Status of Primary Tumor
1 - Resected with no residual 3 - Unresected
2 - Resected with known residual 4 - Recurrent

CHRONOLOGY OF DIAGNOSES
DATES METHOD OF DX
COICD CT] O rimary
T (2 - biopsy, 3 - cytology )
PREVIOUS SURGERY RELATED TO THIS TUMOR

PROCEDURE RESULTS DATE (mm/dd/yyyy)

Mediastinoscopy [ ees [ wee S [T/ LT
Bronchoscopy [ Jpes o[ Nee [ [T/
Supraclavicular biopsy 1[:lPos ZD Neg 3|:|ND I l l/| ! Il[ | | I |
Thoracoscopy JJeos [ wee Qw0 [T /T ML
Fine Needle Aspirate 1D Pos 2|:| Neg 3DND | l |/ | ‘ / I | ‘ | |
Other JJees [N SN0 [T/ ]

(specify)

PREVIOUS RADIOTHERAPY L___l (2-No, 1-Yes, describe below)

o From Date (mm/dd/yyyy) 5
L e e el |
COCL e ]
LT L il

Other Cardiac Diseases

Cardiac Medications

RN}

10/26/04
I A/B NSCLC

Height (cm):



PLACE LABEL HERE

N0321

Protocol #

Patient ID #

Local ID #

Initials:

Institution

L F M

BASELINE
ADVERSE EVENTS/SYMPTOMS FORM

NORTH CENTRAL CANCER TREATMENT GROUP

BASELINE ADVERSE EVENTS/SYMPTOMS |

Baseline # of Stools Per Day: [[D

Required Baseline Adverse Events from Section 10.0 of Protocol

pulmonary infiltrates

Adverse Event/Symptom MedDRA Code v. 6.0 Grade
(CTCAE v. 3.0)
Fatigue (lethargy,
malaise, asthenia) (o] o]{x][e] [e]} [o]
Dysphagla (difficulty oo nlanlin
swallowing)
Nausea [lo]{e][2][B][8] (1] (3] | [o][T][2][3][4]
Vomiting [[o][o]f«][7][7] [o][e]| [o][1][2][3][4]
Neuropathy: motor  |[1][0][0][3][4][5][8][o]| [o][1][2][3][4]
Neuropathy: sensory [o][0] [6][2][0]| [0]
Somnolence/depressed
1 1]2][3]]7][3 2][3]]4
level of consciousness [o]Le] [o]
Vuseuloskeletal - IOERIEE DD @HEEE
]t?ySI::I;lja (Shortness of @ @ @ @ I:(')'—-I
rea

Pneumonitis/

[N]IBIGIEE] | IER]IE]E]

5/24/05



PLACE LABEL HERE NORTH CENTRAL CANCER TREATMENT GROUP

Protocol # N0321
SPECIMEN SUBMISSION FORM
Patient ID # Initials:
L F M
Local ID # Institution
e 3
INSTRUCTIONS

Combplete this form for all patients who have given consent to provide specimen/s for research and submit to the

Operations Office. See Section 14 of the protocol for specimen requirements and shipment.
¢

1. Wasa tumorntissue block/slide obtained?

1[]Yes Date of biopsy: gg /I;Hd:l/[;][;_ll:;”_j_l

2[]No ° Reason:

10/31/03



NORTH CENTRAL CANCER TREATMENT GROUP
Protocol # NO0321
CTEP REPORT VARIABLES
Patient ID # Initials:
: L F M PRIOR THERAPY
Local ID # Institution

Please indicate all prior cancer treatment the patient has recéived. More than one therapy may be
included. Multi-modality treatment should be listed separately (e.g. mastectomy followed by
tamoxifen-code as surgery and hormonal therapy).

¢

Check all that apply.

No prior therapy [10052052]

Chemotherap_y 'single agent systemic [10008456]
Chemothe:rapsf multi-agent systemic [10008452]
Chemotherapy Not Otherwise Specified (NOS) [1 0050693]
Chemotherapy non-cytotoxic [90003014]

Immunotherapy (e.g. interleukin-2, interferon) [90003006]
Hormonal Therapy (e.g. tamoxifen, androgen deprivation) [10042027}
Surgery [10030858]

Radiotherapy (NOS) [10037794]

Bone Marrow Transplant [10005990]

Prior therapy (NOS) [90003010]

Gene transfer [90003004]

Anti-retroviral Therapy [90003000]

Antisense [90003002]

Oncolytic Virotherapy [90003008]

Vaccine [10036903]

Therapy NOS [90003012]

HOoooooooooooooooo

# of prior chemotherapy regimens

0]

10/8/03



PLACE LABEL HERE

N0321 NORTH CENTRAL CANCER TREATMENT GROUP
Protocol Number:

. . » PATHOLOGY SUBMISSION FORM
Patient ID: Patient Initials:
L F M (NOTE: This form is used to update the Outstanding Materials Report)

Institution Number:

Institution:

** This form must be submitted to the NCCTG Operations Office at the time slides/blocks are
sent to the NCCTG reviewer (see Pathology section of the protocol) **

Date specimen shipped: (mm/dd/yyyy) / /

Reviewer:  Dr. Marie-Christine Aubry, Mayo Clinic Rochester - Rochester, MN

Number of slides sent:

Accession numbers on the slides sent:

Number of blocks sent:

Accession numbers on the blocks sent:

Institution Contact Information: (Please Print)
Comments:

CRA/Nurse Contact:

Institution Name:

Street Address:

City:
State: Zip:

Phone Number:

Fax Number:

E-mail Address:

4/13/2007



CRA/RN

PLACE LABEL HERE

NORTH CENTRAL CANCER TREATMENT GROUP
PATHOLOGY REPORTING FORM
LUNG CARCINOMA

Protocol # NO321
. . Primary Pathologist: No. of slides sent:
Patient ID # Initials:
L F M Clinic/Hospital: Date sent:
Local ID # Institution Reviewer: Slide No. Sequence No.
1. DATE OF OPERATIVE PROCEDURE (MO-DAY-YEAR) to

HEIENIEEEN

2. OPERATIVE PROCEDURE
D 1. Biopsy

2. Resection (lung)

to

3. Resection (lobes)

4. Resection (segmental)

Completed by central pathology reviewer

3. LOCATION OF PRIMARY NEOPLASM

|:| LOBE 1. Right upper 4. Left upper 7. Left mainstem
2. Right middle 5. Left lower 8. Carina
3. Right lower 6. Right mainstem 9. Multiple
LOCATION WITHIN 1. Central (perihilar) 2. Peripheral 3. Mid zone
LUNG
4. SIZE OF PRIMARY NEOPLASM (Enter all 3 dimensions if possible OR the GREATEST dimension)
5. HISTOLOGIC FEATURES OF PRIMARY NEOPLASM
HISTOLOGIC TYPE
|:| 1. Squamous cell 5. Alveolar carcinoma
2. Large cell undifferentiated 6. Combined (mixed pattern) (specify):
3. Small cell undifferentiated 7. Other (specify):
4. Adenocarcinoma
DEGREE OF DIFFERENTIATION
|:| 1. Grade 1 2. Grade 2 3. Grade 3 4. Grade 4

6 EXTENT OF LOCAL SPREAD
[ ] 1 cConfined to lung parenchyma

2. Involvement of bronchial margin of resection

7 REGIONAL LYMPH NODE STATUS

Number of positive nodes (specify location):

|:|:| Number of negative nodes

8. SOURCE(S) OF SPECIMEN (specify location)

|:| 1. Primary tumor
2. Primary and metastatic tumor

3. Involvement of pleura

(intrapulmonary peribronchial, hilar, mediastinal)

3. Metastatic tumor with clinical evidence of primary tumor in lung

Specify metastatic site(s):

COMMENTS:

I11. Signatures

Reviewer

HEEEyEEER

Date

I:I 1. Agree with diagnosis
2. Minor disagreement
3. Substantial disagreement

Comments:

Block/Slide number(s) to be used for research/banking:

Committee Chairman

pEEyEEEN

Date

|:| 1. Agree with diagnosis
2. Minor disagreement
3. Substantial disagreement

Research Base Advisor

pEEy RN L]

L]
Date

|:| 1. Agree with diagnosis
2. Minor disagreement
3. Substantial disagreement

Comments: Comments:

4/13/2007



PLACE LABEL HERE ‘
NORTH CENTRAL CANCER TREATMENT GROUP

Protocol Number: NO0321

PRETREATMENT
Patient ID: Patient Initials: RECIST MEASUREMENT FORM
' L F M ALL ITEMS MUST BE COMPLETED
Institution Number:
Are data amended? (check one) || Yes [ | No
Institution: (if data are amended, please circle in red when using paper form)

INSTRUCTIONS

1. Record target lesions (per Section 11 of the protocol).

2. Measure target lesions in cm. using longest diameter (one dimension only).

3. Record measurements at pretreatment.

4. Maintain same type of assessment throughout study.

5. Record presence or absence of non-target lesions at baseline, thereafter record the status of non-target lesions at each required
evaluation.

Assessment Date (mm/dd/yyyy) / /

(Assessment date is the date reflecting type of assessment, not the physician interpretation date.)

Did patient have measurable disease per Section 11.0 of | 1[] Yes. If Yes, complete Target and Non-Target Lesions

the protocol? 2] No. If No, go to Non-Target Lesions
Target Lesion Site(s) Type of Assessment Measurement
" - PE CT Spiral CT MRI ULT CXR (cm)

| O 0 s s «0O s
) | O 200 s O 0O s
, O 0 s 0O «O s
\ O O =O s O O
. O 0 »O O O sO
. O 200 w0 0O <O sO
, O 20 s s <O sO
. O 200 s O «0O s
; O 0 s 0O «0O s
0 O 20 »d 0O «O  sO

| | Sum of all Lesions

Non-Target Lesions

(check one) 1 [JPresent 2 [] Absent

7/28/2006




PLACE LABEL HERE

Protocol Number: N0321

Patient ID: Patient Initials:
L F M ALL ITEMS MUST BE COMPLETED

Institution Number:

NORTH CENTRAL CANCER TREATMENT GROUP

ACTIVE MONITORING
RECIST MEASUREMENT FORM

Are data amended? (check one) [ | Yes [ | No
(if data are amended, please circle in red when using paper form)

Institution:

Current Cycle Number:

INSTRUCTIONS

1. Record the target lesions in the same order as recorded at pretreatment (refer to Section 11 of the protocol).
2. Measure target lesions in cm. using longest diameter (one dimension only).

3. Record measurements at scheduled evaluations and progression (vefer to protocol Section 4).

4. Maintain same type of assessment throughout study.
5. Record presence or absence of non-target lesions at baseline, thereafter record the status of non-target lesions at each required

evaluation.

6. Overall objective status is determined by combining status of target lesions, non-target lesions and new lesions (refer to

protocol Section 11).

Assessment Date(mm/dd/yyyy) /

(Assessment date is the date reflecting type of assessment, not the physician interpretation date. If tumor measurements are not
required this cycle per Section 4.0, Assessment Date is the date the patient was evaluated.)

Overall Response Status
(check one)

is selected for “Was the appearance

Note: If PD is selected for objective status, and Yes

of any new

lesions documented,” go to Non-Target Lesions.

19 CIN/A (not applicable this cycle) — End Form

1 CJCR*

2 [JPR*

5 [OSD

6 []PD* (Complete End of Active Treatment and Event Monitoring Forms.)
+ Was the appearance of any new lesions documented? 1[]Yes 2[]No
« Symptomatic Deterioration? 1 [JYes 2[JNo

Did patient have measurable disease at study entry?

1 [] Yes—s Complete Target and Non-Target Lesions
2 [] No —s> Go to Non-Target Lesions

Target Lesion Site(s) Measurement (cm)

i.

ol Nlolwn|alwle

10.

Sum of all Lesions:

Non-Target Lesions

1[Jcr

Change: (check one)
2 CINonCR/NonPD 3[JpD 5 ]NotDone  9[]Not Applicable

*Submit documentation to verify CR,PR,

PD.

7/28/2006




NORTH CENTRAL CANCER TREATMENT GROUP

PLACE LABEL HERE
RADIATION THERAPY REPORTING FORM
Protocol # NO321 X
. pg lof 2
Patient 1D # Initials: | Treating Institution:
L F M
Local 1D # Member . | Radiation Oncologist:
e
LUNG
. Lung
Rrsaibae | | [+ [ [[ [] ]
mm dd y yyy
RTEndDate || |[ [ J[ [ ] ]
mm d d Yy yy
TECHNIQUE ‘
Definition of prescription point (check one):
I D [socenter 2 D Isodose line, specify 3 D Volume, specify
Inhomogeneity corrections? 1] Yes 2[] No
Total Dose to Number of
Prescription Energy Treatment
Point (Photon) Fields Gantry Angle 0" - 360°

Lung fields:

tnitat we IO OO, 030 OO0, OO0 . e

| w0 OO0000.000.000.000.000
00 OO0.000.000.000. 000000

Boost #2 M
(if applicable)

<

TREATMENT AREAS. DOSE. and TIME

Daily Dose Total Tumor A Daily Total # Elapsed

Gyy Dose (Gy) #FX Fractions Days
Lung (isocenter)
Volume
Lung: Vaop: % Via % Mean lung dose:
Heart: Veo: ”/% Vg % Vao: %
Esophagus: Vss: % Mean esophagus dose: Max esophagus dose:
Spinal cord: Max spinal cord dose:

1/12/04



NORTH CENTRAL CANCER TREATMENT GROUP

PLACE LABEL HERE RADIATION THERAPY REPORTING FORM (continued)
Protocol # NO0321
pg2of2
Patient ID # Initials: — | Treating Institution:
L F M
Local ID # Member — | Radiation Oncologist:
R
UNSCHEDULED INTERRUPTIONS
Were there any unscheduled interruptions to the radiation therapy?
1D Yes -ZDNo
| ! Dates #0of Days Reason Due To
LTI T T e [TACTICT T T [ [] L]
mm dd yyyy mm dd yyyy
LI T T e LTI T [ L] L]
mm dd YYvyy . mm dd yyyy
LTI T T e LTI T [T [] L]
mm d d yy vy mm d d yyYyvy
1. Social 1. Chemotherapy
2. Skin reaction 2. Radiotherapy
3. Systemic reaction 3. Combination
4. Machine down 4. None of above
6. Unknown 5. Other, specify
7. ANC
8. Platelets 9. Unknown
9. Febrile neutropenia '
12. Dysphagia

13. Other non-hematologic
5. Other (not per protocol)

RADIATION ONCOLOGIST’S COMMENTS:

Radiation Oncologist’s Signature Date

1/12/04



N0321

Protocol #

Patient ID #

Initials:

L F M

Institution

Local ID #

NORTH CENTRAL CANCER TREATMENT GROUP

EVALUATION/TREATMENT FORM
ALL ITEMS MUST BE COMPLETED

Amended Data: l:l if yes, check box and highlight amended areas

Use one form per cycle, one column per agent.

Getd: (]

[ Actual Weightl (kg):
(used for this cycle, round to t

[ ]

Qlearest tenth)

|ECOG Perf. Status | (check one): [0]

(used for this cycle)

: [ ] Treatment

(complete rest

|

A [

(used for this cycle)

|Was this cycle of treatment held? 1

[ ]Observation— Day 1 of tlhis observation cycle D D/ D D/ D l:l D D

44 [ ] Dysphagia
38 [ ] Other non-hematologic

58 [ ] Febrile neutropenia -

99 [] Other (not per

protocol)

of form) 1[_] End of observation? (check if yes)
Stop here
1] | Yes 2[ ] No
Primary Reason
95 [] ANC
871 PLT

Agent Start Date day one / / / /

this cycle (mm/dd/yyyy)

Agent PS-341 TAXOL CBDCA
Dose Level day one this

cycle (i.e. mg/m?) AUC

Total Dose (mg)

this cycle

Was DOSE LEVEL

adjusted from day 1 of the | 1[_]yes 2[ ]no 1 Jyes 2[ ]no 1[ ]yes 2[ ]no
previous cycle (i.e. mg/mz) I} l ‘ ! '
PRIMARY REASON for | 95[ ] ANC 95[ ] ANC 95[_] ANC

Dose Adjustment 87| PLT 871 PLT 87[_] PLT

per Section 8.0. Not BSA | 58[ ] Febrile 58[ ] Febrile 58[ ] Febrile
changes. ' neutropenia neutropenia neutropenia

(Check one)

44[] Dysphagia

38[_] Other. non-
hematologic

120 |:| Neuropathy: motor

99[ ] Other (not per
protocol)

44[ ] Dysphagia
38[ ] Other non-
hematologic

120[_ ] Neuropathy: motor

99[ | Other (not per
protocol)

44[ ] Dysphagia

38[ ] Other non- -
hematologic

120[_]Neuropathy: motor

99[ ] Other (not per
protocol)

Was DXM given this
cycle?

1] Yes 2[ | No

Was BEN given this
cycle?

1] Yes 2[ | No

Was RANIT or CIMET
given this cycle?

1] Yes 2[ ] No

Was FAMOT given this
cycle?

1[]Yes 2[|No

Was Bactrim given this
cycle?

1[]Yes 2[ ] No

3/1/2006




N0321

Protocol #

Patient ID #

Local ID #

Initials:

Institution

L F M

NORTH CENTRAL CANCER TREATMENT GROUP

NADIR/ADVERSE EVENT LOG

ALL ITEMS MUST BE COMPLETED

page 1 of 3

Amended Data: [] if yes, check box and highlight amended areas

Complete a Dose-Limiting Toxicity Reporting Form if there was one of the following adverse events:

» Hematologic, grade >4
* Esophagitis, grade >3
* Pneumonitis, grade >3

« Other nonhematologic, grade >4 other than radiation dermatitis, esophagitis, pneumonitis, or dyspnea

| Nadirs/Adverse Events associated with treatment cycle|: |:| |:|

l EvaluationDate[: DD /DD/DDDD
m m d d y ¥y ¥y 'y

Is this Relationship to Study AER*
nadir Medication
below Check
the if sub-
LLN? 1 =Notrelated 4 = Probable mitted
Test Date of Nadir Nadir Value! Checkif | 2=Unlikely 5 = Definite
Yes 3 = Possible
PLT  KuLorlo’L || || | __/________“ y D i
wec  xaLono® || [ WV | ] ] [] 10
Hgb o | OO0 [ | O O
anc  xacorto’z || || AL L . [ ] 1
1. Note: The nadir is the lowest value of counts occurring between two treatments.
If the only count available is taken the day of retreatment, use that value as the nadir.
Adverse Event MedDRA Code v. 6.0 Grade Relationship to Study | AER*
CTCAEv. 3.0 (must be completed) (highest grade this cycle) Medication
' If Grade>0 Check
1 D Yes 2 D No Adverse 1=Notrelated if sub-
GRADE Events INCLUDE GRADE 0’s 2= Unlikely mitted
ALL (stop here) 3 = Possible
ADVERSE 4 = Probable
EVENTS 5 = Definite
BELOW '
Required Adverse Events from Section 10.0 of Protocol
Allergic reaction/
h itivi includi
ey | (et MO E) ][ @) () O
Fatigue (lethargy. :
malaise,asthenia; @@@@ @ ID
* See Section 10.0 of the protocol.
CONTINUED ON PAGE 2 5/24/05




N0321

Protocol #

Patient ID #

Local ID #

Initials:

Institution

L F M

NORTH CENTRAL CANCER TREATMENT GROUP

NADIR/ADVERSE EVENT LOG (continuation)

ALL ITEMS MUST BE COMPLETED

page 2 of 3

Amended Data: [_] if yes, check box and highlight amended areas -

| Nadirs/Adverse Events associated with treatment cycle|: |:| I:]

Adverse Event MedDRA Code v. 6.0 Grade Relationship to Study | AER*
CTCAEv. 3.0 (must be completed) (highest grade this cycle) Medication
If Grade >0 Check
) 1=Notrelated if sub-
INCLUDE GRADE {’s 2 = Unlikely mitted
3 = Possible
4 = Probable
5 = Definite
Fever (in the absence of
neutropenia, where neutro-
penia is defined as AGC | U[0][01[3][7][6][6][o]|[o][][2][3][4][5]¢=D 10
<1.0x10° /L)
Rash: dermatitis associated
with radiation - DROEDEDE ERDEEE e 0
Chemoradiation
Diarrhes DnhERuaEDEREREES =
Dysphagia (difficulty
swallowing) [ [o][o][x] 3] [o][s][o]|o][1][2][3][4] 5 Jdeath 10
Mucositis/stomatitis (clini-
cal exam) - Oral cavity [9][o][0][3][0] [o][4][5]|lo][1][2][3][4][5](deait 1
Mucositis/stomatitis
(clinical exam) - Pharynx [o][o][o][3][0][o][4][s]|fo][1] [5](deathy i
Mucositis/stomatitis
(functional/ symptomatic) - |[9][0][0][3][0][0] [0] [ 5 ](death) 10
Esophagus
Mucositis/stomatitis
(functional/ symptomatic) - [o][0] [0] [5 ] (death) 17
Oral cavity .
Nausea (o] (o] [2][&][&][1] (3] o] [1][2][3][4][5]deatty 10
Vomiting [1]lo][o][4][7] (7] o] (6] o] [t][2][3][4 ][5 ]cdeart 10
Febrile neutropenia (fever
of unknown origin without
clinically or microbiologi-
cally documented infec- [o][o][1][e] [o] [5 |(deatn) 10
tion) (ANC <1.0 x 10°/L,
fever >38.5°C)
* See Section 10.0 of the protocol.
CONTINUED ON PAGE 3 5/24/05




'N0321

Protocol #

Patient ID #

Local ID #

Initials:

Institution

L F M

NORTH CENTRAL CANCER TREATMENT GROUP

NADIR/ADVERSE EVENT LOG (continuation)

ALL ITEMS MUST BE COMPLETED

page 3 of 3

Amended Data: [_] if yes, check box and highlight amended areas

| Nadirs/Adverse Events associated with treatment cycle|: |:| D

Adverse Event MedDRA Code v. 6.0 Grade Relationship to Study | AER*
CTCAE v. 3.0 (must be completed) (highest grade this cycle) Medication
If Grade > 0 Check
1=Notrelated if sub-
INCLUDE GRADE 0’s 2 = Unlikely mitted
3 = Possible
4 = Probable
5 = Definite
Neuropathy: motor [1[o][0][3] [o]ifo][x][2][3][4][5 J(deatty 10
Neuropathy: sensory [o][0][3][4][6][2] [o]|[0] [5 ] deathy 10
Somnolence/depressed level
of consciousness [lo]fo](x](2][3]71[3]|[o]  [2][3][4][5]eaty 1 [
Musculoskeletal - Muscle |[1][0][0][2][8][4][1][1]{o][1][2][3][4] 10
Dyspnea (shortness of
breath) (][] E1e]le] (Bl o1 [2][3][4][5 Jdeatty 10
Pneumonitis/pulmonary
infiltrates (eIl (s][7](s] [s]|f o] 1] [2][3][4 ][5 ]eat 10

Adverse Events** beyond those required in Section 10.0 of the protocol. Record grade 2 with attribution
of possible, probable or definite and all grade 3, 4 and 5 regardless of attribution.

Other: OO0 oo (death) 10
Other: OO 000 (death) 1O
Other: I [ [ (death) 10
Other: O o (death) 10
Other: N g Y N Y R 10
Other: OO0O00O000) [RIB]Ja][s] dew 10
Other: T (death) 1O
Other: OO0 (death) 1O
Other: N (death) 1O
Other: T B (death) 10
Other: I (death) 1[0
Other: RN NN (death) u

* See Section 10.0 of the protocol.
CONTINUED ON PAGE 4

5/24/05




Place Label Here

Protocol # NO0321

Patient ID # Initials:

NORTH CENTRAL CANCER TREATMENT GROUP

DOSE-LIMITING TOXICITY REPORTING FORM

L F M
Local ID # Institution
Treatment cycle: D D
Toxicity Date of Onset -Date Resolved to < Grade 4
(check all that apply) (mm/dd/yyyy) (mm/dd/yyyy)

D Hematologic (ANC, Platelets), Grade >4 — f l

T J

Date of Onset Date Resolved to < Grade 3
(mm/dd/yyyy) (mm/dd/yyyy)

[ ] Esophagitis, Grade >3 r

JCOC ) e

Was hospitalization required?

1[] Yes

[ ] Other nonhematologic, Grade >4

2[ ] No

Was this event manageable with interventions (IV,

other than radiation dermatitis, narcotic)?
esophagitis, pneumonitis, or dyspnea. 1 [ ]Yes 2] No
Specify:
Date of Onset Date Resolved to < Grade 3
(mm/dd/yyyy) (mm/dd/yyyy)
[] Pneunionitis, Grade >3 T 1] [ ] ] i |
Was oxygen required? |
1[]Yes 2[ ] No
2/24/2006




NORTH CENTRAL CANCER TREATMENT GROUP

Protocol # NO0321
END OF ACTIVE TREATMENT FORM
Patient ID # Initials: S Submit Once Per Patient
Local ID # Insiion | Amended Data:[_] if yes, check box and highlight amended areas

@te of last treatment dose on this studyl : D D / D D ]ﬁ D D D

IDate decision was made to end active treatment]: D D / D D / D D D D

m Y Yy y

]Thls patient will now go tcﬂ (check one) 1 [ ]Observation 2 D Event momtormg

PRIMARY REASON
(check one)

COMMENTS

1[_] Completed

Treatment
Per Protocol
2[] Refused Further Specify:
Treatment '
3[ ] Adverse Event Specify:

Problems

4[] Disease Complete Event Monitoring Form
Progression*

5[] Alternative Specify:
Treatment

6] | Other Medical | Specify:

7[_] Died On Study

Complete Event Monitoring Form

11[ | Cytogenetic
Resistance

Specify:

9[ ] New Primary
Cancer

Complete Event Monitoring Form

g[ | Other

Specify:

* Submit documentation to verify PROG. See Section 11.0 of protocol.

10/8/03



PLACE LABEL HERE

Protocol # N0321

Patient ID # Initials:

Local ID # Institution

NORTH CENTRAL CANCER TREATMENT GROUP

EVENT MONITORING FORM
(Progression/Recurrence, Follow-up, New Primary, Death)

L F M Amended Data: [ ] if yes, check box and highlight amended areas

Were you able to obtain any information about the patient since the last report?*

[]1 Yes []2 No-— Date of last attempt to contact patient:

/ / —> Return form to Operations Office

m m dd YyYVYYVY

[VITAL STATUS]

1[] Alive

} Date last known alive or death: /

2[ ] Dead

| DISEASE FOLLOW-UP STATUS |

2[] No—>Go to Notice of New Primary.

mm dd YYVYY
Cause of death — 1[ ] This cancer 4 [ ] Adverse Event 2 [] Other, specify

Has the patient been assessed by a physician for this cancer since submission of the last event monitoring form?7*

1] Yes. If Yes, Date of Assessment: / /

INOTICE OF FIRST RELAPSE/PROGRESSION |

m m dd YyYVY

Has the patient had a first relapse/progression of this cancer that has not been previously reported?

[NOTICE OF NEW PRIMARY]|

2[JNo 1 [ ] Yes. If Yes, Date of Relapse:** / /
mm dd YyYVYY
Site(s) of Relapse/Progression: 7] yng [ Other, specify
(check all that apply) (] Brain
[] Bone
[] Liver
Method(s) of Diagnosis: ] eE
(check all that apply) [] imaging, specify
[] Biopsy

Has a new malignant neoplasm or myelodysplastic syndrome (MDS) been diagnosed that has not been previously reported?

2[INo 3[]Unknown 1 [] Yes. If Yes, Date of New Primary: / /

Specify New Primary Site:

m m dd YyYVyYy

[LATE ADVERSE EVENT (post completion of active monitoring) |

« Death within 30 days of treatment.
+ Death any time at least possibly treatment related.

2[No 3 ] Unknown/ 1] Yes
Not evaluated 4

Has the patient developed any of the following net previously reported:
+ Adverse events at least possibly attributed to treatment on this study.

Submit Event Monitoring Continuation Form for Late Adverse Event Reporting

* If this is the first event monitoring form check yes, enter assessment date and complete the rest of the form. 7/19/05

** Submit documentation to verify PROG.



Protocol # N0321

Patient ID #

Local ID #

Initials:
L F M
Institution

NORTH CENTRAL CANCER TREATMENT GROUP
EVENT MONITORING CONTINUATION FORM

(LATE ADVERSE EVENT REPORTING)
ALL ITEMS MUST BE COMPLETED

Amended Data: [_] if yes, check box and highlight amended areas

LATE ADVERSE EVENTS

The CTCAE Version 3.0 will be used to evaluate the following signs/symptoms:

Adverse Event MedDRA Codev. 6.0 Highest Grade Relationship to Study Late Adverse Event
CTCAE v. 3.0 (must be completed) Medication Start Date

1 =Notrelated (mm/dd/yyyy)

2 = Unlikely

3 = Possible

4 = Probable

5 = Definite
Other: DUDHD OO MR B ey N1
Other: D00 DD Mz E] e 5] dea N1/
Other: (0000 M EE] [t 111
Other: 000000 DEE E ey T
Other: (OO0 DD0 D ] (e[ Jdeay N
Other: HOOOOUOU DEIEE Sk L
Other: 0000000 DEE E e 1
Other: (L0000 R BEE] (s eea 1]/
Other: UOOOOO L MEE] sl dea ]/
Other: HEEREERR DB EDEC I/
Other: L1000 DD M EB] ][5 e Nt/
Other: OO0 EEIE] A5 et L)
Other: U000 O U MEIE] ] s leet L)/

7/19/05




PLACE LABEL HERE ' NORTH CENTRAL CANCER TREATMENT GROUP

Protocol # __ U321 A NOTIFICATION FORM
Patient ID # ' Initials: Grade 4 or 5 Non-AER Reportable Events/Hospitalization
L F M
Local ID # Institution
INSTRUCTIONS:

* Use this form to report all known information on non-AER reportable grade 4 or 5 adverse events or
‘any hospitalization during active treatment.

s If AER has been submitted for this event do not enter this form.
» Fill out all information known.
» Enter into the remote data entry system within 5 working days of notification.

‘o These events must also be reported on the Nadir/Adverse Event Form.

Date membership CRA aware of event(s): (mm/dd/yyyy) / /

Name of Person Completing Form: - ' ’ Phone Number ( ) -

Cycle Number: Assigned Treatment Arm:

Event > Grade 4 1{ 7] Yes 2[ ]No

CTC Relationship to study
Date of First Occurrence Common Toxicity Criteria Adverse | medication. In your opinion, is this
of Adverse Event Adverse Event Term Type Event related to the study medication?!
(mm/dd/yyyy) (only one event per line) Grade :

A , 1[IYes 2[INo 3[JUnknown
A A 1[]Yes 2[JNo 3[]Unknown
o | I[JYes 2[INo 3[]Unknown
A 1JYes 2[INo 3[JUnknown
A 1JYes 2[JNo 3[]Unknown

1. Answer YES if attribution is unlikely, possible, probable or definite; answer NO if unrelated; answer UNKNOWN if you are not sure.

Hospitalization: 1{]Yes 2[]No
v
Hospital Admission Date: (mm/dd/yyyy) / /

- Reason(s) for Hospitalization:

1["] Adverse Event, specify type and grade:

2[ ] Prophylactic, specify:

3[] Other reason, specify _

6/1/2006
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