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Protocol Title: BrUOG-E/G-203 CETUXIMAB, PACLITAXEL, CARBOPLATIN
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Date of Amendment: April 25, 2006

Amendment #4

Please replace the Title page and the informed consent form with the enclosed pages.
Section 3 Risk or Discomforts:

Side effects listed under Cetuximab in this section have been updated.
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ADMINISTRATIVE CHANGE BrUOG-E/G-203

" Protocol Title: BrUOG-E/G-203 CETUXIMAB, PACLITAXEL, CARBOPLATIN
AND RADIATION FOR ESOPHAGEAL, GASTROESOPHAGEAL JUNCTION

AND GASTRIC CANCER BMS-CA225091
Principal Investigator: Howard Safran, M.D.

‘Signature % 7&._“..?"
Date of Administrative Change: February 1, 2006
Administrative Change: #C

‘Please replace the Title page and page 29 with the enclosed pages. -

Section 15,2 has been amended and now includes an increase in patient acerual to this
study with the rationale for this increase as follows:

BrUOG-E/G-203 is » Brown University study piloting the regimen of cetuximab, paclitaxel,
carboplatin and radiation for a proposed Radiation Therapy Oncology Group (RTOG) phase I
trial: The initial pratoeol was to look at clinical complete response rate but RTOG and CTEP now
want to see the pathological complete response rate. Only two thirds of the current 40 patients have
had surgery therefore we need to increase the aeerual to a total of 60 patients to get the pathological
response rate to 40. Following discussions with CTEP, the RYOG and Bristol-Myers Squibb, study
acerual will therefore be increased to 60 patients. :
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Protocol Title: BrUOQG-E/G-203 CETUXIMAB, PACLITAXEL, CARBOPLATIN
AND RADIATION FOR ESOPHAGEAL, GASTROESOPHAGEAL JUNCTION
AND GASTRIC CANCER BMS-CA225091

Principal Investigator: Howard Safran, M.D.
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Date of Administrative Change: October 31, 2005
Administrative Change:#B

Please replace the Titie page and page 30 with the enclosed pages.

Section 15.0 has been amended and now includes an increase in patient accrual to this
study with the rationale for this increase as follows:

BrUOG-E/G-203 is a Brown University study piloting the regimen of cetuximab,
paclitaxel, carboplatin and radiation for a proposed Radiation Therapy Oncology Group
(RTOG) phase III trial. In the CTEP review of the proposed RTOG phase I1I trial, it was
requested that ESO-203 accrual be increased to include at least 40 patients to gather
additional safety data. Following discussions with CTEP, the RTOG and Bristol-Myers,
study accrual will therefore be increased to 40 patients. -




AMENDMENT BrUOG-E/G-203

Protocol Title: BrUOG-E/G-203 CETUXIMAB, PACLITAXEL, CARBOPLATIN
AND RADIATION FOR ESOPHAGEAL, GASTROESOPHAGEAL JUNCTION

AND GASTRIC CANCER BMS-CA225091
Principal Investigator: Howard Safran, M.D.

Signatur LY ecant

Date of Amendment; June 15, 2005

Amendment #3

Please replace the Title page, schema, pages 12, 15, and 19 and the informed consent
form with the enclosed pages. :
This protocol was designed as a pilot regimen for a national cooperative group. The .
decision by the cooperative group is to not use the maintenance arm with Cetuximab as it
was felt that it was too difficult for patients recovering from chemoradiation and p0551b1y
surgery to continue maintenance treatment.

References to the Cetuximab maintenance arm in sections 4.0, 4.1, 6.1, 8.1, the schema
and the informed consent form have been deleted.




AMENDMENT BrUOG-E/G-203

Protocol Title: BrUOG-E/G-203 CETUXIMAB, PACLITAXEL, CARBOPLATIN
AND RADIATION FOR ESOPHAGEAL, GASTROESOPHAGEAL JUNCTION
AND GASTRIC CANCER BMS-CA225091

Principal Investigator: Howard Safian, M.D.

Date of Amendment: | February 28, 2005
Amendmﬂnt #2

Please replace the Title page, page 19 and the informed consent form with
- the enclosed pages. _

Section 11,0

_In view of the reported safety update #128 of hypemagnesemia during cetuximahb
tlierapy, moniforing of serum magnesmm has been added to the required data

section of the protocol

Appendix A: The possible toxierty of hypomaguesemia has been added to the
consent form,
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Protocol Title: BrUOG-E/G-203 CETUXIMAB, PACLITAXEL, CARBOPLATIN AND
RADIATION FOR ESOPHAGEAL, GASTROESOPHAGEAL JUNCTION AND
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Datg of Amendment; . December 14, 2004

Amendment #1

Please replace the Title page, schema, page 11, 12 and 19, Appendix A, and
Appendix B the Eligibility Checklist with the enclosed pages.

_ Sectlon 3.8 and Appendix B:Tumor tissue avallable for assessment of EGFR status by IHC

has been deleted.

Section 8.1 has been clarified by removing “weekly” in the heading over Maintainence
Cetuximab

Appendix A Informed Consent has been corrected by removing chest x-ray from
description under section 2 Explanation of Procedures-- Paragraph 4 as it is not required

under the study parameters.
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SCHEMA BrUOG-E/G-203

CETUXIMAB, PACLITAXEL, CARBOPLATIN AND RADIATION FOR ESOPHAGEAL, GASTROESOPHAGEAL
JUNCTION AND GASTRIC CANCER

TREATMENT PLAN
DAY
Cetuximab 1 8 15 22 29 36
Radiation 155 812 15219 22526 2933 3638
Paclitaxel 1 8 15 22 29 36 —» Surgery ot endoscopic bx 4-7 wks post chemo/rt
Carboplatin I 8 13 22 29 36 : '

Cetuximab: 400 mg/m’ day 1 then 250mg/m?/week on days 8, 15,22, 29, and 36.
Radiation: External radiotherapy 50.4 Gy at 180cGy fraction/day for 28 treatments
Paclitaxel: 50 mg/mzlweek over ! hour [V, days 1, 8, 15, 22, 29,36.

Carboplatin: AUC=2, over 30 minute IV, days 1, 8, 15, 22,29, 36.

ELIGIBILITY CRITERIA

« & e & &

‘Required Laboratory Data (within 15 days of treatment)

Staging:

Pathologically confirmed adenocarcinoma or squamous cell carinoma of the esophagus, gastroesophageal junction,
or stomach,

Patients may have mediastinal, celiac adenopathy, peri-portal and regional gastric lymphadenopathy..

There must be no evidence of distant organ metastases.

No prior radiation for gastric or esophageal cancer. .

Patients must be > 18 years of age, and nonpregnant !

ECOG performance status 0-2.

Patients must not have significant infection or other coexistent medical condition that would preclude protocol
therapy.

All patients must sign informed consent

Granulocytes > 1500/pL

Platelets > 100,000/uL

Creatinine < 2 x upper limit normal (ULN
Bilirubin < 1.5 x ULN :
AST<3xULN

Chest/Abdominal CT i
Endoscopy .

Exclusion Criteria

Any of the following criteria will make the patient ineligible to participate in this study:

Acute hepatitis or AIDS.
Active or uncontrolled infection,

¢ _ Significant history of uncontrolled cardiac disease; i.e., uncontrolled hypertension, unstable angina, zmd congestive

heart failure.

Prior therapy which specifically and directly targets the EGFR pathway.

Prior severe infusion reaction to a monocional antibody

Any concurrent chemotherapy not indicated in the study protocol or any other investigational agent(s)
Amendiment #1 12/14/04
Amendment #3 6/15/05
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1.0 BACKGROUND INFORMATION

1.1 Introduction

The incidence of adenocarcinomas of the esophagus and gastroesophageal junction is increasing faster
than any other malignancy in the United States.! They occur most commonly in middle age white
males.” Barretts esophagitis appears to be a major risk factor.” Molecular and epidemiologic evidence
suggests that adenocarcinomas of the esophagus appear to be indistinguishable from proximal gastric
adenocarcinomas.’

Carcinomas of the esophagus and stomach carry a high mortality with surgery alone.’ Distant
metastases represent common recurrences in upper gastrointestinal cancers. Randomized trials have
failed to demonstrate that chemotherapy, as a single modality, can improve survival when combined
with surgical resection in esophageal and gastric cancer.® For example, in a randomized intergroup
study, Kelsen et al showed no improvement in survival with 3 cycles of preoperative cisplatin and 5-
FU followed by 2 cycles of post operative cisplatin and 5-FU as compared to surgery alone* Multiple -
trials im_festigating adjuvant chemotherapy alone have not demonstrated an improvement in survival

in gastric cancer.

Trimodality therapy, using chemotherapy, radiation and sugery may be beneficial in esophageal and
gastric cancer. For example Walsh et al demonstrated that necadjuvant cisplatin, 5-FU and radiation
followed by surgery achieved superior survival to surgery alone in adenocarcinoma of the esophagus.®
Furthermore, a combination of adjuvant flucrouracil and radiation has improved survival in, gastric
cancer.’ Preliminary studies in gastric cancer suggest that neoadjuvant chemoradiation is at least equal

or more effective than adjuvant therapy. fo

The optimal chemoradiation regimen for esophageal and gastric cancer is not known. Paclitaxel is
among the most active single agents for esophageal and gastric cancer.!! Furthermore, it is a
powerful radiation sensitizer.” The Brown University Oncology Group has completed trials
investigating the ing:gll})oration of paclitaxel into neoadjuvant chemoradiation regimens for esophageal

and gastric cancer.

In our original phase Il study incorporating paclitaxel into a neoadjuvant regimen for esophageal
cancer, patients received paclitaxel 60 mg/m”, cisplatin 25 mg/m? and radiation.” Forty-one patients
were entered with a mean age of 64 (43-83). Twenty-nine had adenocarcinomas of the
gastroesophageal junction, 12 had squamous cancers. Ten patients had adenopathy, including six
with celiac or periportal nodes. The most frequent toxicity was hematologic with 5 patients (12%)
having grade 4 hematologic toxicities. Only 2 patients (5%) experienced grade 4 esophagitis defined
as requiring parenteral nutrition. Patients who refused surgery and received the chemoradiation boost
did not experience additional toxicity. The pathologic complete response rate was 29% and overall
response rate was 71%. The 2-year progression fice and overall survival rates were 51% and 54%,

respectively.

We have also completed phase III studies of paclitaxel and radiation for locally advanced gastric

cancer.’  The phase I study established the paclitaxel maximum tolcrated dose as 50 mg/ m?/ week

with RT 50.4 Gy. We subsequently performed a phase II study to determine the activity and toxicity of

paclitaxel and concurrent radiation for gastric cancer. Twenty-seven patients were studied. Twenty-
1
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five had proximal gastric cancers, two had distal cancers. Eight had esophageal extension, 6 had celiac

- adenopathy and 7 had retroperitoneal adenopathy. Patients received paclitaxel, SOmg/m’ by 3 hour

intravenous {IV) infusion, weekly, on days 1, 8, 15 and 22 and 29. Radiation was administered
concurrently to a total dose of 45.0 Gy, in 1.80 Gy fractions, for 25 treatments. Patients who were
medically or surgically moperable received a sixth week of paclitaxel with a radiation boost to 50.4
Gy.

Esophagitis and gastritis were the most important foxicities, grade 3 in four patients (15%), and grade
4 in three patients (11%). Five patients (19%) had grade 3 nausea. The overall response rate was 56%,
including three patients (11%) with a complete response. The 2-year progression free and overall
survival rates were 29% and 31%, respectively. This study suggested that concurrent paclitaxel and
radiation demonstrates substantial local-regional activity in gastric cancer.

As described above, these regimens are well tolerated and have major activity. However, to have a
substantial impact on survival, additional novel therapies are needed to prevent systemic relapses.
Amplification of cellular oncogenes may, in part, underlie the aggressive behavior of adenocarcinomas
of upper gastrointestinal cancers.’ % We have recently focused our research on identifying these
molecular alterations and targeted them with théra Hﬁggutlc agents. The HER-2/neu gene encodes a 185-
kd transmembrane glycoprotcm receptor, p1857"", that has partial homology with the epidermal
growth factor receptor.'” HER-2/neu overexpression may transform cells by constitutive activation of
signal transduction pathways, Furthermore by stimulating <cell proliferation, HER-2/meu
overexpression may promote tumor cell growth and metastasis.'®

Antibodies directed at P185 can inhibit the growth ot tumors and of transformed cells that express hi
tevels of this receptor.” As deseribed below, clinical trials have shown that the human anti-p185*
monoclonal antibody trastuzumab has substantial activity in metastatic adenocarcinomas of the breast
that overexpress HER-2/heu. 222 Fyrthermore trastuzumab may have synergistic activity with
paclitaxel and cisplatin.'®*!

We have completed a phase VI study of trastuzumab with c13plat1n paclitaxel and radiation for
patients with adenocarcinoma of the csophagus Eligible patients included those with T3, T4, or
nodal disease. Patients with extensive loco-regional disease such as gastric exiension, and adenopathy -
that included mediastinal, celiac, portal, and retroperitoneal disease were eligible. Patients with known

- metastatic disease to other organs, ascites, or peritoneal implants and those who had reoelved prior

1rrad1at10n to the planned field were ineligible. All patients received cisplatin 25 mg/m?* and paclitaxel
50 mg/m” weekly for 6 weeks with radiation (RT) 50.4 Gy. HER-2/neu positive patients (24/3+ by

“THC) received weekly trastuzumab at dose levels of 1, 1.5, or 2 mg/kg weekly for 5 weeks after an

initial bolus of 2, 3, or 4 mg/kg, respectively. FoIIoWing completion of chemoradiation patients receive
trastuzumab 6mg/kg q 21 days for 1 year. HER-2/neu negative patients received the same
chemoradiation withouf trastuzumab as a control for toxicity. Dose limiting toxicities (DLTs) were
defined as grade 3 esophageal, cardiac, or pulmonary toxicity.- Sixteen of 46 screened patients (34%)
overexpresséd HER-2/new by immunohistochemistry (ten 3+ and six 2+). Eight of 12 patients with
HER-2/neu overéxpression by IHC had an increase in the number of HER-2/neu genes, six from .
amplification of the HER-2/neu gene-and two were hypderdiploid for chromosome 17 . Thirty éight

- patients have been enrolled in the phase I/II study (16 HER-2/neu positive; 22 HER-2/neu negative

controls). No increase in toxicity was seen with the addition of trastuzumab. One of 16 patients in the
trastuzumab arm and 9 of 22 in the control arm had grade 3 esophagitis (p=<0.026). Mean left
2




ventricular ejection fraction (LVEF) for the trastuzumab group was 57% before treatment and 56%

- after treatment. Of the first 16 HER2 + patients, 14 had follow-up endoscopy. Eight of 14 (57%) had
no residual cancer at endoscopic biopsy. Of the first 16 HER2+ patients, 2 with complete endoscopic
biopsies did not undergo surgery. Twelve of 14 had a complete resection, three with path CR. These
studies demonstrated that HER-2/neu is overexpressed in approximately one third of esophagea[
adenocarcinomas. Full dose trastuzumab can be incorporated with paclitaxel, cisplatin, and radiation
without cardiotoxicity or increased esophagitis.

The HER-2/neu gene is overexpressed in only 33% of esophageal cancers. Expression is even less in
gastric cancer. Therefore in this study we will begin to evaluate targeting to the epidermal growth
factor receptor (EGFR). EGFR is overexpressed in approximately 80% of esophageal and gastric
cancer.?* Cetuximab is a mononclonal antibody that targets HER-1. We will investigate whether the
addition of cetuximab to chemoradiation potentiates local control and gather preliminary data whether
cetuximab can prevent the development of distant metastases.

1.2 Epidermal Growth Factor Receptor (EGFR)
- The epidermal growth factor receptor (EGFR) is a member of the erb B receptor tyrosine kinase falme
~ that includes erb B-2, erb B-3, and erb B-4. 25 It consists of an extracellular ligand-binding domain, a
transmembrane region that anchors the receptor to the plasma membrane, and a cytoplasmic region
containing a tyrosine kinase domain. Among the known natural ligands of EGFR include epidermal
. growth factor (EGF) and transfonnmg growth factor e (TGF-ox) which activate the receptor by binding
to the extracellular domain and inducing the formation of receptor homodimers or heterodimers,
followed by internalization of the recepior/ligand complex and auto-phosphorylation. It is now
. accepted that the EGFR signal transduction network plays an important role in multiple tumorigenic
processes, including cell cycle progression, angiogenesis, and metastasis, as well as protection from
apoptosis.26 In this signal network, erb B-2 is the major partner of EGFR because activated
heterodimer complexes containing erb B-2 are more stable at the cell surface than complexes
containing other EGFR family members.27,28 In addition erb B-2 can decrease the rate of ligand
dissociation from the cognate receptor EGFR.29

1.3 EGFR Inhibition and the Cell Cycle

" The effects of EGFR blockade on cell cycle progression have been investigated in several human cell
- types, including DiFi colon adenocarcinoma cells, non-transformed breast epithelial MCF10A cells,
A431 squamous epithelial carcinoma cells, and DU145 prostatic cancer cells. These studies suggest
- that blocking EGFR with monoclonal antibodies such as cetuximab leads to cell cycle arrest in G1
‘which is accompamed by a decrease in cyclin dependent kinase (CDK) 2 activity, and an increase in
. the expression of CDK inhibitor p27KIP1.30, 31  In addition to inducing Gi-phase arrest, EGFR
blockade was also shown to fead to cell death via apoptosis in DiFi colon adenocarcinoma cells.32

1.4 Cetuximab :
Cetuximab binds specifically to the epidermal growth factor receptor (EGFR, HERI, -¢-ErbB-1) on both normal and

tumor cells, and competitively inhibits the binding of epidermal growth factor (EGF) and other ligands,
such as transforming growth factor-alpha32 Binding of cetuximab to the EGFR blocks
'phospherylation and activation of receptor-associated kinases, resulting. in: inhibition of cell growth,
induction of apoptosis, and decreased matrix metalloproteinase and vascular endothelial growth factor
production. The EGFR is constitutively expressed in many normal epithelial tissues, including the skin
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and hair follicle. Over-expression of EGFR is also detected in many human cancers including those of
the colon and rectum.

In vitro assays and in vivo animal studies have shown that cetuximab inhibits the growth and survival
of tumor cells that over-express the EGFR. No anti-tumor effects of cetuximab were observed in
human tumor xenografts lacking EGFR expression. The addition of cetuximab to irinotecan or
irinotecan plus S-fluorouracil in animal studies resulted in an increase in anti-tumor effects compared

to chemotherapy alone.

1.5 Human Pharmacokinetics

Cetuximab administered as monotherapy or in combination with concomitant chemotherapy or
radiotherapy exhibits nonlinear pharmacokinetics.33 The area under the concentration time curve
(AUC) increased in a greater than dose proportional manner as the dose increased from 20 to 400
mg/m2. Cetuximab clearance (CL) decreased from 0.08 to 0.02 L/h/m?2 as the dose increased from 20
to 200 mg/m2, and at doses >200 mg/m2, it appeared to plateau. The volume of the distribution (Vd)
for cetuximab appeared to be independent of dose and approximated the vascular space of 2-3 L/m2,
Following a 2-hour infusion of 400 mg/m2 of cetuximab, the maximum mean serum concentration
(Cmax) was 184 Og/mL (range: 92-327 Og/mL) and the mean elimination half-life was 97 hours
(range 41-213 hours). A 1-hour infusion of 250 mg/m2 produced a mean Cmax of 140 [g/mL (range
120-170 Dg/mL). Following the recommended dose regimen (400 mg/m?2 initial dose/250 mg/m2
weekly dose), cetuximab concentrations reached steady-state levels by the third weekly infusion with
mean peak and trough concentrations across studies ranging from 168 to 235 and 41 to 85 pg/mlL,
respectively. The mean half-life' was 114 hours (range 75-188 hours).

1.6 Immunogenicity

As with all therapeutic proteins, there is potential for immunogenicity. Potential immunogenic -
responses to cetuximab were assessed using either a double antigen radiometric assay or an enzyme-
linked immunosorbant assay. Due to limitations in assay performance and sampling timing, the
incidence of antibody development in patients receiving cetuximab has not been adequately
determined. The incidence of antibodies to cetuximab was measured by collecting and analyzing
serum pre-study, prior to selected infusions and during treatment follow-up. Patients were considered
evaluable if they had a negative pre-treatment sample and a post-treatment sample. Non-neutralizing
anti-cetuximab antibodies were detected in 5% (28 of 530) of evaluable patients.33 In patients positive
for anti-cetuximab antibody, the median time to onset was 44 days (range 8-281 days).. Although the
number of sero-positive patients is limited, there does not appear to be any relationship between the
appearance of antibedies to cetuximab and the safety or antitumor activity of the molecule.

The observed incidence of anti-cetuximab antibody responses may be influenced by the low sensitivity
of available assays, inadequate to reliably detect lower antibody titers. Other factors which might
influence the incidence of anti-cetuximab antibody response include sample handling, timing of
sample collection, concomitant medications, and underlying disease. For these reasons, comparison of
the incidence of antibodies to cetuximab with the incidence of antibodies to other products may be

migleading. _

1.7 Clinical Stiidies of Cetuximab _

The efficacy and safety of cetuximab alone or in combination with irinotecan were studied in a

randomized, controlled trial (329 patients) and in combination with irinotecan in an open-label, single-

arm trial (138 patients). Cetuximab was further evaluated as a single agent in a third clinical trial (57

patients). Safety data from 111 patients treated with single agent cetuximab was also evaluated. All
4




trials studied patients with EGFR-expressing metastatic colorectal cancer, whose disease had
progressed after receiving an irinotecan-containing regimen.

Randomized, Controlled Trial

" A multicenter, randomized, controlled clinical trial was conducted in 329 patients randomized to
receive either cetuximab plus irinotecan (218 patients) or cetuximab monotherapy (111 patients).34 In
both arms of the study, cetuximab was administered as a 400 mg/m2 initial dose, followed by 250
mg/m2 weekly until disease progression or unacceptable toxicity. All patients received a 20-mg test
dose on Day 1. In the cetuximab plus irinotecan arm, irinotecan was added to cetuximab using the
same dose and schedule for irinotecan as the patient had previously failed. Acceptable irinotecan
schedules were 350 mg/m2 every 3 weeks, 180 mg/m2 every 2 weeks, or 125 mg/m2 weekly times
four doses every 6 weeks. An Independent Radiographic Review Committee (IRC), blinded to the
. treatment arms, assessed both the progression on prior irinotecan and the response to protocol
treatment for all patients. :

Of the 329 randomized patients, 206 (63%) were male. The median age was 59 years (range 26-84),
and the majority was Caucasian (323, 98%). Eighty-eight percent of patients had baseline Kamofsky
Performance Status 280, Fifty-eight percent of patients had colon cancer and 40% rectal cancer.
Approximately two-thirds (63%) of patients had previously failed oxaliplatin treatment.

The efficacy of cetuximab plus irinotecan or cetuximab mionotherapy was evaluated in all randomized
patients.

Analyses were also conducted in two pre-specified subpopulations: irinotecan refractory and irinotecan
and oxaliplatin failures. The irinotecan refractory population was defined as randomized patients who
had received at least two cycles of irinotecan-based chemotherapy prior to tréatment with cetuximab,
and had independent confirmation of disease progression within 30 days of completion of the last cycle

 of irinotecan-based chemotherapy.

The irinotecan and oxaliplatin failure population was defined as irinotecan refractory patients who had
previously been treated with and failed an oxaliplatin-containing regimen.
The objective response rates (ORR) in these populations are presented in the following table.

Obj,ecﬁve Response .Rates per Independent Review

" Populations Cetuximab + Irinotecan Cetuximab . Difference
. . ___Monoctherapy (95% CI)
n ORR (%) n ORR (%) % - p-va!ue
: CMH®
12.1
All Patients At 229 Il 10.8 4.1- 0.007
) : 20.2) :

* Irinotecan- 124 ‘
Oxaliplatin 80 23.8 44 114 (-0.8, 0.09
Failure 25.6)

 [rinotecan: - ' : 113

132 258 69 14.5 0.1- 0.07
Reﬁ_-actory , : 2.4y :

*95% confidence interval for the difference in objective response rates.
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®Cochran-Mantel-Haenszel test.

 The median duration of response in the overall population was 5.7 months in the combination arm and
4.2 months in the monotherapy arm. Compared with patients randomized to cetuximab alone, patients
randomized to cetuximab and lrmotecan experienced a significantly longer median time to disease
progression.

Time to Progression per Independent Review

Populations Cetuximab + Cetuximab Hazard Ratio Log-rank
Irinotecan Monotherapy (95% CI*) p-value
(median) (median) .
All Patients 4.1 mo 1.5 mo 0.54 (042 <0.001
0.71)
¢ Irinotecan- 2.9mo 1.5mo 048 (0.31-0.72) <0.001
Oxaliplatin :
Failure - .
o Irinotecan 4.0 mo 1.5 mo 0.52 (0.37-0.73) <¢.001
- _Refractory

*Hazard ratio of cetuximab + irinotecan: cetuximab monotherapy with 95% confidence interval.

1 9 Smgle-Arm Trials
- Cetuximab, in combination with irinotecan, was studied in a single-arm, multicenter, open-label
clinical trial in 138 patients with EGFR-expressing metastatic colorectal cancer who had progressed
following an irinotecan containing regimen:35 Patients received a 20-mg test dose of cetuximab on day
1, followed by a 400-mg/m2 initial dose, and 250 mg/m2 weekly until disease progression or
unacceptable toxicity. Patients received the same dose and schedule for irinotecan as the patient had
previously failed. Acceptable irinotecan scheédules were 350 mg/m2 every 3 weeks or 125 mg/ml
weekly times. four doses every 6 weeks. Of 138 patients enrolled, 74 patients had documented
progression to irinotecan as determined by an IRC. The overall response rate was 15% for the overall
population and 12% for the irinotecan failure population. The median durations of response were 6.5

and 6.7 months, respectively.

Cetuximab was studied as a single agent in a multicenter, open-label, single-arm clinical trial in
patients with EGFR-expressmg metastatic colorectal cancer who progressed follovnng an irinotecan-
containing regimen.35 Of 57 patients enrolled, 28 patients had documented progression to irinotecan.
The overall response rate was 9% for the ali treated group and 14% for the irinotecan failure group.
The median times to progression were 1.4 and 1.3 months, respcctwely The median duration of
response was 4.2 months for both groups.

L. 10 EGFR Expressmn and Response | ‘
Patients enrolled in the clinical studies were required to have immunohistochemical evidence of

positive EGFR expression. Primary tumor or tumor from a metastatic site was tested with the
DakoCytomatlon EGFR pharmDxTM test kit Specimens were scored based on the percentage of
cells expressing: EGFR and intensity (barely/faint, weak to moderate, and strong). Response rate did
not correlate with cither the percentage of positive cells or the intensity of EGFR expression.




1.11 Safety of Cetuximab in Clinical Studies

Anticipated Adverse Events

Except where indicated, the data described below reflect exposure to cetuximab in 633 patients with
advanced metastatic colorectal cancer. Cetuximab was studied in combination with irinotecan (n=354)
or as monotherapy (n=279). Patients receiving cetuximab plus irinotecan received a median of 12
doses (with 88/354 [25%] treated for over 6 months), and patients receiving cetuximab monotherapy
received a median of 7 doses (with 26/279 [9%)] treated for over 6 months). The population had a
median age of 59 and was 60% male and 31% Caucasian. The range of dosing for patients receiving
cetuximab plus irinotecan was 1-84 infusions, and the range of dosing for patients receiving cetuximab
monotherapy was 1-63 infusions,

The most serious adverse reactions associated with cetuximab were:

Infusion reaction (3%);

Dermatologic toxicity (1%),

Interstitial lung disease (0.5%);

Fever (5%);

Sepsis (3%);

Kidney failure (2%);

Pulmonary embolus (1%);

Dehydration (5%) in patients receiving cetuximab plus irinotecan, 2% in patients receiving
cetuximab monotherapy;

Diarthea (6%) in patients receiving cetuximab plus irinotecan, 0% in patients receiving
cetuximab monotherapy.

T T TR T S S

Thirty-seven (10%) patients receiving cetuximab plus irinotecan and 14 (5%) patients receiving
cetuximab monotherapy discontinued treatment primarily because of adverse events.

The most common adverse events seen in 354 patients receiving cetuximab plus irinotecan were
acneform rash (88%), asthenia/malaise (73%), diarthea (72%), nausea (55%), abdominal pain (45%),
and vomiting (41%).

The most common adverse evenis seen in 279 patients receiving cefuximab monotherapy were
acneform rash (90%), asthenia/malaise (49%), fever (33%), nausea (29%), constipation (28%), and
diarrhea (28%).

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed
in the clinical trials of a drug cannot be directly compared to rates in the clinical trials of another drug
and may not reflect the rates observed in practice. The adverse rea¢tion information from clinical frials
does, however, provide a basis for identifying the adverse events that appear to be related to drug use

and for approximating rates.

Data-in patients with advanced colorectal carcinoma in the following table are based on the experience
of 354 patients treated with cetuximab plus irinotecan and 279 patients treated with cetuximab

monotherapy.




Incidence of Adverse Events (210%) in Patients with Advanced Colorectal Carcinoma

Cetuximab plus Irinotecan

Cetuximab Monotherapy

(n=354) (n=2179)
Body System Grades -4 | Grades3 and4 Grades 1 -4 ] Grades 3 and 4
Preferred Term % of Patients '
Body as a Whole :
/-‘asthcnia)'lv‘lalaise2 3 16 49 10
Abdominal Pain 45 8 25 7
Fever 34 4 33 0
Pain 23 6 19 5
Infusion Reao:ﬁcm4 19 3 N 25 2
Infection 16 l 1 i
Back Pain 16 3 11 3
Headache 14 2 25 3
Digestive
Diarthea 72 22 28 2
Nausea 55 [ 29 2
Vomiting 41 7 25 3
Angrexia 36 4 25 3
Constipation 30 2 28 1
Stomatitis 26 2 11 <1
Dyspepsia 14 0 7 0
Hematic/Lymphatic
Leukopenia 25 17 1 0
|| Anemia 16 5 10 4
Metabolie/Nutritional
Weight Loss 21 ¢ 9 1
Peripheral Edema 1¢ 1 10 <1
Dehydration 15 6 9 2
Nervous
Insomnia 12 0 10 <1
Depression 10 a 9 0
Respiratory
D)Ia'spnea3 23 20 7
Cough Increased 20 0 10 1




Incidence of Adverse Events (210%) in Patients with Advanced Colorectal Carcinoma

Cetuximab plus Irinotecan Cetuximab Monotherapy

. {n=354) (n=279)
Body System Grades -4 | Grades3and4 Grades 1 -4 | Grades 3 and 4
Preferred Term o4 of Patients
Skin/Appendages .
Acneform Rash 88 14 90 10
Alopecia 21 0 5 0
Skin Disorder 15 I 5 0
Nail Disorder 12 <l 16 <]
Pruritus 10 l 10 <1
Conjunctivitis 14 1 . 7 <]

T Adverse events that occerred (toxicity Grades | through 4) in 210% of patients with refractory colorectal carcinoma
treated with cetuximab plus irinotecan or in 210% of patients with refractory colorectal carcinoma treated with cetuximab.

monotherapy.
2 Asthenia/malaise is defined as any event described as “asthenia”, “malaise”, or “somnelence”.

? Includes cases reported as infusion reaction. :
4 Infusion reaction is defined as any event described at any time during the clinical study as “allergic reaction” or
“gnaphylactoid reaction”, or any event oceurring on the first day of dosing described as “allergic reaction”,
“anaphylactoid reaction”, “fever”, “chills™, “chills a_nd fever” or “dyspnea”. ) .
S Acneform rash is defined as any event described as “acne”, “rash™, “maculopapular rash”, “pustular rash”, “dry skin”, or
“exfoliative dermatitis”.
Infusion Reactions ' o
In clinical trials, severe, potentially fatal infusion reactions were reported. These events include the
rapid onset of airway obstruction (bronchospasm, stridor, hoarseness), urticaria, and/or hypotension.
In studies in advanced colorectal cancer, severe infusion reactions were observed in 3% of patients
receiving cetuximab plus irinotecan and 2% of patients receiving cetuximab monotherapy. Grade 1
and 2 infusion reactions, including chills, fever, and dyspnea usually occurring on the first day of
initial dosing, were observed in 16% of patients receiving cetuximab plus irinotecan and 23% of
patients receiving cetuximab monotherapy.

A 20-mg test dose was administered intravenously over 10 minutes prior to the initial dose to all
patients in earlier studies. The test dose did not reliably identify patients at risk for severe allergic

reactions.

Severe infusion reactions occurred with the administration of cetuximab in approximately 3% (17/633)
of patients, rarely with fatal outcome (<1 in 1000). Approximately 90% of severe infusion reactions
were associated with the first infusion of cetuximab despite the use of prophylactic antihistamines.
These reactions were characterized by the rapid onset of airway obstruction (bronchospasm, stridor,
hoarseness), urticaria, and/or hypotension.

Pulmonary Toxieity _
Interstitial lung disease (ILD) was reported in'3 of 633 (<0.5%) patients with advanced colorectal
cancer receiving cefuximab. Interstitial pneumonitis with non-cardiogenic pulmonary edema resulting
in death was reported in one case. Two patients had pre-existing fibrotic [ung disease and experienced
an acute exacerbation of their disease while receiving cetuximab in combination with irinotecan. In

the clinical investigational program, an additional case of interstitial pneumonitis was reposted in a




patient with head and neck cancer treated with cetuximab and cisplatin. The onset of symptoms
occurred between the fourth and eleventh doses of treatment in all reported cases.

Dermatologic Toxicity o ]

In cynomolgus monkeys, cetuximab, when administered at doses of approximately 0.4 to 4 times the
weekly human exposure (based on total body surface area), resulted in dermatologic findings,
including inflammation at the. injection site and desquamation of the extemal integument.9 At the
highest dose level, the epithelial mucosa of the nasal passage, esophagus, and tongue were similarly
affected, and degenerative changes in the renal tubular epithelium occurred. Deaths due to sepsis were
observed in 50% (5/10) of the animals at the highest dose level beginning after approximately 13
weeks of treatment. o

In clinical studies of cetuximab, dermatologic toxicities, including acneform rash, skin drying and
fissuring, and inflammatory and infectious sequelae (eg, blepharitis, cheilitis, cellulitis, cyst) were
reported. In patients with advanced colorectal cancer, acneformi rash was reported in 88% (560/633) of
all treated patiénts, and was severe (Grade 3 or 4) in 12% (79/633) of these patients. Subsequent to the
development of severe dermatologic toxicities, complications including S. aureus sepsis and abscesses
requiring incision and drainage were reported.

Non-suppurative acneform rash described as “acne”, “rash”, “maculopapular rash”, “pustular rash”,
“dry skin”, or “exfoliative dermatitis” was observed in patients receiving cetuximab plus irinotecan or
cetuximab monotherapy. One or more of the dermatological adverse events were reported in 88%
(14% Grade 3) of patients receiving cetuximab plus irinotecan and in 90% (10% Grade 3) of patients
receiving cetuximab monotherapy. ‘Acneform rash most commonly occurred on the face, upper chest,
and back, but could extend to the extremities and was characterized by multiple follicular- or pustular-
appearing lesions. Skin drying and fissuring: were common in some instances, and were associated
with inflammatory and infectious sequelae (eg, blepharitis, cefiulitis, cyst). Two cases of S. aureus
sepsis were seported. The onset of acneform rash was generally within the first two weeks of therapy.
Although in a majority of the patients the event resolved following cessation of treatment, in nearly
half of the cases, the event continued beyond 28 days.

A related nail disorder, occurring in 14% of patients (0.3% Grade 3), was characterized as a
paronychial inflammation with associated swelling of the lateral nail folds of the toes and fingers, with
the great toes and thumbs as the most commonly affected digits.

Cetuximab Use With Radiotherapy - ' .

In an initial study of 21 patients with locally advanced squamous cell cancer of the head and neck,
patients treated with cetuximab, cisplatin, and radiation had a 95% incidence of rash (19% grade 3).
The incidence and severity of cutaneous reactions with combined modality therapy appears to be
additive, particularly within the radiation port. The addition of radiation to cetuximab therapy should
be done with appropriate caution. :

Cetuximab and Radiation Increases Survival in Patients with Head and Neck Cancer

A phase LI trial of 424 patients with untreated nonmetastatic squamous cell cancer of thie head and neck has
been reported by Bonner et al at the 2004 meetings of the American Society of Clinical Oncelogy.* This study
- randomized patients to cetuximab and radiation versus radiation alone. 4 dramatic improval in locoregional
contrel and overall survival was demonstrated with the addition of cetuximab. The median survival was 54
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months treated with cetuximab/radiation versus 28 months for radiation alone. There was no increase in
stomatis/esophagitis with the addition of cetuximab. We hypothesize that cetuximab may have the same benefit

in patients with esophageal and gastric cancer.

1.12 Dose Rationale for Paclitaxel, Carboplatin, Cetuximab and Radiation.for Esophageal Cancer:
Patiients on this clinica! trial will receive paclitaxel 50mg/m*/week, carboplatin AUC = 2/week, ceuximab 400
mg/m’ initial dose followed by 250 mg/m*week and 50.4 Gy. The paclitaxel and radiation dose is the same
radiation dose that was successfully utilized to incorporate trastuzumab with paclitaxel, cisplatin and radiation
for patients with esophageal cancer.” Carboplatin will be utilized instead of cisplatin to reduce nausea and
vomitting. Carboplatin has similar activity to cisplatin when used with taxanes for patients with metastatic
esophageal and gastric cancer.”’ Other investigators have also successfully utilized carboplatin with
chemoradiation for esophageal cancer.’® The dose of carboplatin, AUC = 2/weekly, is the standard dose utilized
with paclitaxel and radiation for lung cancer.>**® This study will use full dose cetuximab since the trial by
Bonner et al did not show increased mucositis with cetuximab and radiation as compared to radiation alone.

i

2.0 STUDY DESIGN '
This is a phase I study designed to determine the pathologic complete response rate, survival

and safety of the combination in patients with adenocarcinoma or squamous cell carcinoma of
the esophagus, gastroesophageal junction, or stomach. '

21 STUDY OBJECTIVES ' .
2.1.1 Primary Objective: To determine the pathologic complete response rate by endoscopy an

resection following concurrent cetuximab, paclitaxel, carboplatin and radiation in patients with

esophageal and gastric cancer.
2.1.2 Secondary objectives: Secondary objectives will be to evaluate toxicities, progression-free and
overall survival, _ : ' :

30  PATIENT ELIGIBILITY _
Patients are required to have pathologically confirmed adenocarcinoma or squamous cell

carcinoma of the esophagus, gastroesophageal junction, or stomach.

32  Patients may have mediastinal, celiac adenop

athy, peri-portal and regional gastric
lymphadenopathy. :

3.3  There must be no evidence of distant organ metastases.
34  No prior radiation for gastric ot esophageal'cancer;

3.5  Patients must be > 18 years of age, an& nonpregnant

3.6  Patients must have an ANC > 1,500/ul, platelets > 100,000/ul, creatinine < 2 x upper limit
normal (ULN) and bilirubin < 1.5 x ULN, and AST <3 x ULN. '

3.7 ECOG performance status 0-2.

3.9  Patients must not have significant infection or other coexistent medical condition that would

preclude protocol therapy.
Amendment #1 12/14/04
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39  Female patients, must either be not of child bearing potential or have a negative pregnancy test
within 7 days of starting study treatment. Patients are considered not of child bearing potential
if they are surgically sterile (they have undergone a hysterectomy, bilateral tubal ligation, or
bilateral oophorectomy) or they are postmenopausal. Pregnant or lactating females are not

eligible.
1.10  All patients must sign informed consent

3.11 Exclusion Criteria:

Any of the following criteria will make the patient ineligible to participate in this study:

1) Acute hepatitis or AIDS. ' '

2) Active or uncontrolled infection.

3) Significant history of uncontrolled cardiac disease; i.e., uncontrolled hypertension, unstable
angina, recent myocardial infarction (within prior 6 months), uncontroiled congestive heart
failure, and cardiomyopathy with decreased ejection fraction.

4) Prior therapy which specifically and directly targets the EGFR pathway. !

5) Prior severe infusion reaction to a monoclonal antibody.

6) Any concurrent chemotherapy not indicated in the study protocol or - any other
investigational ageni(s). :

4.0 TREATMENT PLAN _
DAY l

Cetuximab | 8 15 22 29 36 '

Radiation 1=35 812 15919 2226 2933 3638 :

Paclitaxel 1 g 15 22 29 36 —» Surgery or endoscopic bx 4-7 wks post chemo/rt

Carboplatin I g 13 22 29 36 - i

Cetuximab: 400 mg/m” day 1 then 250mg/m*week on days 8, 15, 22,29, and 36.

Radiation: External radiotherapy 50.4 Gy at 180cGy fraction/day for 28 freatments ;

Paclitaxel: 50 mg,/m_’/week over | hour IV, days 1, 8, 15,22,29,36. . !
- Carboplatin: AUC=2, over 30 minute [V, days 1,8, 15,22, 29,36,

Subjects will receive paclitaxel at completion of cetuximab and prior to carboplatin

4.1 Cetuximab: 400 mg/m2 initial dose followed by 250mg/m2 weekly with chemoradiatiion.

In an effort to prevent a hypersensitivity reaction, all patients should be premeciicated with
diphenhydramine hydrochloride 50 mg (or an equivalent antihistamine) by IV given 30-60
minutes prior to the first dose of cetuximab., Premedication may be administered prior to
subsequent doses, but at the Investigator’s discretion, the dose of diphenhydramine (or a similar

agent) may be reduced. !

The initial dose of cetuximab is 400 mg/rn2 intravenously administered over 120 minutes,
followed by weekly infusions at 230 mg/m* IV over 60 minutes. The infusion rate of
cetuximab must never exceed 5 mL/min. Patients must be continuously observed during

the infusion for signs of anaphylaxis.
Amendment #1 12/14/04

Amendment #3 6/15/05
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4.3

Patients will be closely monitored for treatment-related adverse events, especially

hypersensitivity reactions, during the infusion and the post-infusion observation hour. For the l

duration that patients are on study therapy, adverse event monitoring will be done continuously.
Patients will be evaluated for adverse events at each visit and are to be instructed to call their
physician to report any clinically significant adverse events between visits.

Paclitaxel: 50 mg/mz, IV over 1 hour, days 1,8, 15,22,29, 36
Premedication: .
e dexamethasone 20mg 1V 30 minutes prior to the first cycle of paclitaxel
o rapitidine 50 mg IV (or other Hy blocker) 30 minutes prior to the first cycle of

paclitaxel

o+ Note: diphenhydramine is administered prior to cetuximab; repeat administration prior
to paclitaxel is not required. The investigator should use clinical judgement to
determine if the interval between the initial diphenhydramine dose prior to cetuximab
and the infusion of paclitaxel requires re-administration of diphenhydramine.

" o the dosages of dexamethasone and ranitidine may be reduced if no hypersensitivity
" reaction is observed on the first cycle.
Premedication for paclitaxel infusion may begin immediately after completion of cetuximab.

Carboplatin : AUC = 2, IV over 30 minutes, in 250 cc D5W, days 1, 8,15, 22,29,36 to be
given after paclitaxel. The dose will be calculated based on the subject’s actual body weight
prior 10 starting chemoradiation and again on day 22. Standard IV hydration and antiemetics
should be given. :

The dose of carboplatin will be calculated basec{ on the Calvert formula:

Note:
L g
-

Total dose (mg) = Target AUCX (Creatinine clearance + 25)

The carboplatin dose is calculated in mg, not mg/m’. _
The target AUC for carboplatin treatment ju this trial is AUC=2

Creatinine clearance (CrCL) can either be measured or estimated based on serum creatinine using the

following formula:
Cockroft-Gault formula
For males:
(140-age) x (weight in kg)
CrCl (mL/min) =
72 x serum creatinine in mg/dL
For females:
_ (140-age) x (weight inkg)
CiCl {mLfmin) = 085 x -

72 x serum creatinine in mg/dL

Actual body weight is to be used in the calculation of doses for this study

13
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4.5

Ancillary Therapy: Patients should receive full supportive ca;e, including transfusions of blood
and blood products, antibiotics, antiemetics, etc., when appropriate. The reason(s) for
treatment, dosage, and the dates of treatment should be recorded on the flow sheets.

Concomitant Medications: Patients may receive all concomitant therapy deemed necessary to
provide adequate support, with the exception of the therapies detailed below:

No other investigational agents may be used during the study.

‘No other cytotoxic agents or radiotherapy may be used during the study.

5.0 TREATMENT PLAN - RADIATION

5.1

5.2

53

5.4
5.5

5.6

5.7

5.8

The total dose will be 50.4 Gy in 1.80 Gy fractions given once daily, for 5 days per week for 28

'~ fractions, on days 1-38. High energy linear accelerators (> 6 MV) should be used.

All fields will be treated each day and portal films will be obtained of each field per week or
more often if needed. Multifield techniques will be used: to limit the total dose to normal

structures. L
Radiation Fields

-

The superior and inferior borders will be 5 cm. beyond the tumor and the lateral borders will be
2 cm. beyond the tumor as defined by endoscopy and radiographic studies. A barium swallow
will also be obtained at the time of simulation to confirm the location of the esophagus. If the
primary tumor is above the carina (proximal esophagus), the supraclavicular nodes will be
included in the RT field to 50.4 Gy.

The fields must be planned with the assistance of a RT simulator.
Beam Energy: Megavoltage equipment > 6 MYV is required.

Treatment Distance: Minimal treatment distance to skin should be 80 cm. for SSD technique
and minimum isocenter distance should be 80 cm. for SAD techniques.

Blocking:

a) In the case of x-ray beams, primary collimation may be used and blocking will be
required only for shaping of the ports to exclude tissnes that are not to be radiated.

b)  In case of sloping surface such as the ‘thoracic inlet, compensating filters are
recommended. : :

c) If compensating filters are not available, the appropriate reductions in field size must be
done at prescribed dose levels to avoid excessive radiation of a particular area.

Normal Tissue Dose:

14




5.9

5.10

5.11

The spinal cord dose must not exceed 45 Gy maximum. Normal fung (more than 2 cm. outside
the target volume) must not receive more than 25 Gy. The maximal dose fo the heart as a
whole is limited to 40 Gy, but a dose as high as 45 Gy could be given to less than 50 percent of

the heart.

Fractionation:
a) Each field to be treated every day.

Treatment Planning: (Use of CT strongly recommended):

a) Isodose distribution at the mid-transverse plane of the tumor should be submitted. For
the purpose of the distribution, it may be assumed that the central axis passes through
the mid-plane of the tumor. Doses are prescribed and calculated without tissue

inhomogeneity correction.

Dose Specifications:
For the following portal arrangements, the target dose shall be specified as follows:

a) For two opposed coaxial equally weighted beams: on the central ray at mid-separation
of beams. . o

b) For an arrangement of 2 or more intersecting beams: the isodense line which covers the
volume at risk. '

c) For a single beam: on the central ray at the center of the target area.

The dose should not vary by more than 15% over the entire target volume.

5.12 Dose Definition: :
Absorbed dose is described in Centigray (cGy) to muscle tissue
1 cGy =1rad

513 Postoperative RT Course: _
There is no planned postoperative RT for unresectable patients or patients with positive
margins following surgery.

6.0 SURGICAL RESECTION

6.1 Two to four weeks after completing chemoradiation, patients will be reevaluated for distant

metastases by physical examination and radiographic studies. If no disease progression is observed,
and there are no medical or surgical contraindications, the patient may undergo surgery approximately
4.7 weeks after the last day of radiotherapy.

Amendment #3 6/15/05
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70  DOSE TOXICITIES, MODIFICATIONS AND MANAGEMENT
Adverse events should be coded according to CTCAE version 3 (Appendix D). Infusion reactions

should be graded according to allergic reaction/hypersensitivity.

Caution must be exercised with every cetuximab infusion, as there were patients who experienced their

first severe infusion reaction during later infusions.

71  Toxicity and Dose Modification during chemoradiation

7.1.1 Hematologic Toxicity:

The dose of paclitaxel, carboplatin, and radiation will be modified according to blood counts on the
day of treatment as shown in the table below. Cetuximab will not be modified for hematologic toxicity.

Treatment Day Blood Counts Dosage
ANC Platelet Count
> 1,000/l > 75,000/ pi Full dosage paclitaxel, anc
carboplatin.
500-999/ pl 50,000 —~ 75,000 ul Hold carboplatin and paclitaxe

until ANC > 1,000 and Plt ©
75,000 and then restarted at ful
doses

<500/ <50,000 pl

Hold XRT, -carboplatin an

‘paclitaxel; When ANC >100¢

and Pit > 75,000 resume XR1
and 75% of carboplatin am

‘| paclitaxel doses. This dost

reduction  of paclitaxel anc
carboplatin  is permanent
Cetuximab is to be continue

-without interruption.

Patients who have required two dose reductions and experience a third episode of ANC

<1,000/ul or Platelet < 75,000/ul may complete sadiation and cetuximab on study, but

will not receive additional carboplatin and paclitaxel. - .

7 1.2 Non-hematologic Toxicity

7.1.2.1 Cetuximab related toxities:

Cetuximab will be modified only for toxicities that are thought to be related to cétuximab such as
cutaneous toxicities. Cetuximab dosage will be modified only as per section 7.2 '

7 1.2.2 Chemotherapy and RT related toxicities .

Carboplatin, paclitaxel, and radiation will be held for any Grade 3 or Grade 4 nonhematologic toxicity.
Treatment will not be resumed until non-hematological toxicity has resolved fo no greater than Grade
2. When treatment is resumed, patients will receive a 25% dose reduction of carboplatin and paclitaxel.
Dose reductions are permanent. If a second episode of Grade 3 or Grade 4 nonhematologic toxicity
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oceurs, treatment again will be held until non-hematological toxicity has resolved to no greater than
Grade 2. When treatment is resumed, patients will receive a second 25% dose reduction of paclitaxel
and carboplatin. Dose reductions are permanent. If 2 third episode of Grade 3 or Grade 4
nonhematologic toxicity occurs, patients may complete radiation and cetuximab on study, but will not
receive additional carboplatin and paclitaxel.

71.2.3 ANAPHYLAXIS TO PACLITAXEL
Patients who develop anaphylaxis (grade 4 hypersensitivity reaction) to paclitaxel despite appropriate

premedication should not receive additional Paclitaxel. They may continue on study receiving
cetuximab, carboplatin and radiation.

72  Cetuximab Dose Modifications
Cetuximab dose levels for toxicity:

Dose levels for cetuximab are as follows:

Table 3: Cetuximab Dose Levels
‘ Cetuximab
Weekly Cetuximab Dose 250 mg/m’ .
Dose Level -1 A 200 mg/m*
- Dose Level -2 150 mg/m”_

There will be no dose level ceductions below a weekly dose of 150 mg/m’.

7.2.1 Management of Infusion Reactions .

Severe infusion reactions require the immediate interruption of cetuximab therapy and permanent
discontinuation from further treatment.  Appropriate medical therapy including epinephrine,
corticosteroids, intravenous antihistamines, bronchodilators, and oxygen should be available for use in
the treatment of such reactions. Patients should be carefully observed until the complete resolution of

all signs and symptoms.

In clinical trials, mild to moderate infusion reactions were managed by slowing the infusion rate of
cetuximab and by continued use of antihistamine pre-medications (¢g, iphenhydramine) in subsequent
doses. If the patient experiences a mild or moderate (Grade 1 or 2) infusion reaction, the infusion rate
should be permanently reduced by 50%. For grade 1 or 2 reactions manifesting only as delayed drug
fever, maintain the cetuximab dose and infusion rate. Consideration should be given to administration

of acetaminophen or a non-steroidal anti-inflammatory drug (NSAID) prior to the. subsequent
 cetuximab infusion if not contraindicated in subjects. Dose and schedule of these.agents is entirely at

the investigator’s discretion.

Cetuximab should be immediately and permanently discontinued in patients who experience severe
(Grade 3 or 4) infusion reactions.
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7 9.2 Management of Pulmonary
In the event of acute onset (grade
related to underlying

Toxicity }
>7) of Worsening pulmonary symptoms which are not thought to be
cancer, cetuximab therapy should be interrupted and a prompt investigation of

these symptoms should occur. Cetuximab retreatment should not occur until these symptoms have

resolved to grade 1. If

interstitial lung disease is confirmed, cetuximab should be discontinued and the

patient should be treated appropriately-

7.2.3 Management of Dermatologic Toxicity

Patients developing dermatologic

development of inflammatory of 1
any future cetuximab infusions should be instituted in case of severe

ith topical and/or oral antibiotics should be considered; topical
recommended.

initiated. Dose modifications of
acneiform rash. Treatment ¥
corticosteroids are not

If a patient experiences a

according to the following table.

continue. without dose modification.
interrupted. If the rash improves and is no longer severe; treatment

rash), cetuximab will be

resumed without any

grade 3 acneiform rash,

change in dose level. The recurzence of Grade

while receiving cetuximab should be monitored for the
and appropriate freatment of these symptoms

toxicities
infectious sequelae,

cetuximab treatment adjustments should be made
In patients with mild and moderate skin toxicity, treatment should
If a subject experiences Grade 3 acne-like rash (acnefacneiform
may be

3 acne-like rash may require

farther inferruption of therapy, with dose reductions at re-treatment, after improvement (initially to

200 mg/m2 and subsequently to 150 mg/m2) A

rash that occurs only within the radiation field should

be considered as radiation dermatitis and no cetuximab dose reduction is required.

Cetuximz.ib Dose Modification Guidelines

Grade 3 Cetuximab Qutcome Cetuximab Dose
Acneform Rash Modification
1st occurrence Delay infuston 1 to 2 Improvement Continue at 250
weeks mg/m’
_ _ _ No Improvement Discontinue cetuximab
2nd occurrence Delay infusion 1 to 2 Improvement Reduce dose.to 200
weeks ' ' mg/m’
: No Improvement Discontinue cetuximab
3rd occurrence Delay infusion 1 t0 2 “Improvement Reduce dose to 150
weeks ' mglm2
o , No Improvement Discontinug cetuximab _
4th occurrence Discontinue cetuximab
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80 REQUIRED DATA

8.1

Prior to treatment Weekly Chemorad Follow-up
Chemorad.  Completion qo month®

Signed Consent X
History / Baseline Symptoms
Physical Examination:

Vital Signs

Toxicity Assessment
Laboratory: **

CBC, Diff, Plt

Glucose, Lytes, My

BUN, CR

LFTs,

TP, Alb, Ca,

HCG'
Staging:

Chest/Abdominal CTH**

Endoscopy****

pagi e
e b B M4 X DX
he e bW B PR K
ha bl B4 DA M DR X

X X
X

b b¢ M MR RR

“Women of childbearing potential must have a negative HCG within 7 days of starting study treatment and q3:months while

on study freatment. :
% Within 15 days of treatment l.
4% Within 4 weeks of treatment E
ek Within 6 weeks of treatment

@ When off study completely follow for survival q 6 months.

9.0 DRUG AVAILABILITY, PREPARATION AND STORAGE

9.1  Cetuximab
Cetuximab is an anti-EGFR human-to-murine chimeric antibody. Cetuximab is expressed in SP2/0

myeloma cell line, grown in large scale cell oulture bioreactors and purified to a high level purity using
several purification steps including protein A chromatography, jon exchange chromatograq:hy, low pH
treatment and nanofiltration. Cetuximab is not known to be a vesicant. |

9.1.1 Supplier/How Supplied : ‘_
Bristol-Myers Squibb (BMS) will supply cetuximab free of charge to the patient. The product is

" formulated to 2 mg protein/mL with phosphate puffered saline, pH 7.2 0.2 and asepticall!. filled into
sterile glass vials, 100 mg pef 50 c¢ vial, and stored as a liquid at 2 to 8 °C. Each vial ¢ontains the
following active and inactive ingredients per 1.0 mL: 2 mg of cetuximab, 145 nmol/L sodium chloride,
and 10 mmol/L sodium phosphate.

9.1.2 Packaging and Labeling
Cetuximab for injection will be supplied by BMS in single-use, ready-to-use 50-mL vials dontaining 2
mg/mL of product.
9.1.3 Handling and Dispensing of Cetuximab
Amendment #1 12/14/04
Amendment =2 272803 _
Amendment #3 6/15/03
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Cetuximab must be dispensed only from official study sites by authorized personnel according to local
regulations. Cetuximab should be stored in a secure area according to local regulations. It is the
responsibility of the Investigator to ensure that study drug is only dispensed to study patients.

9.1.4 Storage Requirement/Stability

Store vials under refrigeration at 2° C to 8° C (36° F to 46° F). DO NOT FREEZE. Increased
particulate formation may occur at temperatures at or below 0°C. This product contains no
preservatives. Preparations of cetuximab in infusion containers are chemically and physically stable
for up to 12 hours at 2° C to 8° C (36° F to 46° F) and up to 8 hours at controlled room temperature
(20° C to 25° C; 68° F to 77° F). Discard any remaining solution in the infusion container after 8
hours at controlled room temperature or after 12 hours at 2° to $° C. Discard any unused portion of the
vial.

- 9.1.5 Preparation and Administration ‘ :
Cetuximab must not be administered as an iv push or bolus. Cetuximab must be administered with the

use of a Jow protein binding 0.22-micrometer in-line filter.

Cetuximab is supplied as a 50-mL, single-use vial containing 100 mg of cetuximab at a concentration
of 2 mg/mL in phosphate buffered saline. The solution should be clear and colorless and may contain
a small amount of easily visible white amorphous cetuximab particulates. DO NOT SHAKE OR.

DILUTE.

Cetuximab can be administered via infusion pump of syringe pump.

Infusion Pump: -

1. Draw up the volume of a vial using a sterile syringe attached to an appropriate needle (a vented
spike or other appropriate transfer device may be used).

9. Fill cetuximab into a sterile evacuated container or bag such-as glass containers, polyolefin bags

(eg, Baxter Intravia), ethylene vinyl acetate bags (eg, Baxter Clintec), DEHP plasticized PVC bags

(eg, Abbott Lifecare), or PVC bags.

Repeat procedure until the calculated volume has been put in to the container. Use a new needle

for each vial. , .

4. Administer through a low protein binding 0.22-micrometer in-line filter (placed as proximal to the
patient as practical).

5 Affix the infusion line and prime it with cetuximab before starfing the infusion.

6. Maximum infusion rate should not exceed 5 mL/min. o

7. Use 0.9% saline solution to flush line at the end of infusion.

bad

Syringe Pump: , _ _ _ :
. Draw up the volume of a vial using a sterile syringe attached to an appropriate needle (a vented

spike may be used). o
9. Place the syringe into the syringe driver of a syringe pump and set the rate.
3 Administer through a low protein binding 0.22-micrometer in-line filter rated for syringe pump use
(placed as proximal to the patient as practical). . '
. Connect up the infusion line and start the infusion after priming the line with cetuximab.
. Repeat procedure until the calculated volume has been infused. '
. Use a new needle and filter for each vial. ' ‘

p—
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7. Maximum infusion rate should not exceed 5 ml./min.
8. Use 0.9% saline solution to flush line at the end of infusion.

Cetuximab should be piggybacked to the patient’s infusion line.
Following the cetuximab infusion, a 1-hour observation period is recommended.

9.1.6 Safety Precautions ,

Appropriate mask, protective clothing, eye protection, gloves, and Class Il vertical-laminar-airflow
safety cabinets are recommended during preparation and handling. Opened vials must be disposed of
at the investigational center as chemotherapy Of biohazardous waste provided documented procedures
for destruction are in place. Otherwise, opened vials must be returned to BMS for disposal. For
questions regarding cetuximab destruction please contact BMS at 866 339-4267 or 203 677-7017.
Cetuximab therapy should be used with caution in patients with known hypersensitivity to Cetuximab,
murine proteins; or any component of this product. : _

It is recommended that patients wear sunscreen and hats and limit sun exposure while receiving
cetuximab as sunlight can exacerbate any skin reactions that may occur.

9.1.7 Cetuximab Records at Investigational Site(s)

It is the responsibility of the Investigator to ensure that a current record of investigational product
disposition is maintained at each study site where investigational product is inventoried and disposed.
Records or fogs must comply with applicable regulations and guidelines, and should include:

Amount received and placed in storage area.

Amount currently in storage area. ’

Label ID number ot batch numbet.

Dates and initials of person responsible for cach investigational product inventory
entry/movement. : ‘

Amount dispensed to and retumed by each patient, including unique patient jdentifiers.
Amount transferred to another area for dispensing or storage.

Non-study disposition (6.g-, lost, wasted, broken).

Amnount returned to Sponsor. '

Calb ol a i
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BMS will provide forms to facilitate inventory cobtrol if the staff at the investigational site does not
have an established system that meets these requirements. :

9.1.8 Drug Ordering and Accountability

‘Following submission and gpproval of the required regulatory documents, a supply of cetuximab may
be ordered from BMS. Investigators must fax a completed Drug Request Form to (866 227-7229) or
email (cctuximab.drug@bms.com) the order to the BMS Clinical Supply Manager.

- Initial shipments will consist of 13 boxes (52 vials, each containing 100 mg of cetuximab), which will
be sufficient for 8-9 weeks of treatment for 1 patient of 4 weeks of treatment for 2 patients {depending
on patients' BSA). Allow 5 business days for shipment of drug from receipt of the €275 (cetuximab)
Clinical Supply Shipment Request form. '

i
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All product will be shipped via Federal Express in a temperature-controlled container. Shipments will
be made from BMS on Monday through Thursday for delivery onsite Tuesday through Friday. There
will be no weekend or holiday delivery of drugs. Each drug box (4 vials) will contain a large label on
the side of the box with the study’s protocol number. It is possible that sites may have more than one
cetuximab clinical study ongoing at the same tire. It is imperative that only product designated for
this protocol number be utilized for this study. Inside each shipping container, a disposable electronic
unit (TagAlert™) to ensure thé product has remained at the appropriate temperature during shipping
may be included. This unit may be attached to an information card. The LCD display will show “OK”
(indicating no alarm has been triggered) or a black bar and the number(s) -4 (indicating an
alarm/alarms have been triggered). Should an alarm be triggered, follow the instructions on the
attached information card. Display results should be recorded on the packing list. For questions
regarding drug requisitioning or shipment contact Bristol-Myers Squibb at 800 743-9224.

Important Reorder Instructions

Reorders should be emailed directly to BMS using cetuximab.drug@bms.com for shipment within 5
days. When assessing need for resupply, institutions should keep in mind the number of vials used per
treatment dose (~7-9 for initial dose, ~4-6 for weekly doses, dependent on patient's BSA), and that
shipments may take S business days from BMS receipt of request. Sites may request more than 52
vials for resupply shipments only if there is adequate storage space. Quantities must be in multiples of

52.

9.1.9 Receipt of Drug Shipment ‘

Study drug shipments may include a TagAlert™ unit and attached information card (see above for
description) and a clinical supply packing list (CSPL). If included, the pharmacist/study personnel
responsible for the clinical study product will need to indicate the condition of the shipment, record the
TagAlert™ results, and sign the CSPL in the desigriated areas. The pharmacist/study personnel will
keep a photocopy for the site's records, and return the original to BMS, using the enclosed, pre-
addressed envelope. The TagAlert™ unit can be discarded after the reading is recorded on the CSPL.

9.1.10 Drug Destruction and Return :

At the completion of the study, all unused study drugs will be destroyed at the site according to the
institution's policy for drug destruction. Please maintain appropriate records of the disposal, including
dates and quantities. If approved procedures are not in place, please contact Bristol-Myers Squibb at
800 743-9224 for assistance.

.9.1.11 Drug Inventory Records

1t is the responsibility of the Investigator to ensure that a current record of study drug disposition is
maintained at each study site where the study drug is inventoried and disposed. Records or [ogs must
comply with applicable regulations and guidelines. '

9.2- Paclitaxel _ : ]
 Paclitaxel is commercially availablé under several brand names. The appropriate package insert”
should be consulted for information regafding formulation, preparation, storage and stability, and
adverse events. : - ' '
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93 Carboplatin .

Carboplatin is available as an aqueous solution for injection in single-dose vials containing 50 mg, 150
mg, 450 mg, or 600 mg or as a sterile, lyophilized white powder available in single-dose vials
containing 50 mg, 100 mg, or 450 mg of carboplatin for administration by intravenous infusion. Each
vial of lyophilized powder contains equal parts by weight of carboplatin and mannito}. -

Commercially available supplies will be used for this study.

Preparation: Immediately before use, the content of each vial must be reconstituted with either Sterile
Water for injection, USP, 5% dextrose in water, or 0.9% Sodium Chloride injection, USP, to produce a
Carboplatin concentration of 10mg/ml. When prepared as directed, Carboplatin solutions are stable for
8 hours at room temperature. Since no antibacterial preservative is contained in the formulation, it is
recommended that Carboplatin solutions be discarded 8 hours after dilution.

Note: Aluminum reacts with Carboplatin causing precipitate formation and loss of potency; therefofe,
needles or intravenous sets containing aluminum parts that may come in contact with the drug must not
be used for the preparation or administration of Carboplafin.

Storage and Stability: Unopened vials of Carboplatin are stable for the life indicated on the package
when stored at controlled room temperature and protected from light.

Administration: Administer over % hours after completing the Paclitaxel infusion. The Calvert
Equation (Dose = AUC (CCC+25) will be used to achieve the desired AUC where CCC= Wt (140-

age)/72 :

10.0 CRITERIA FOR RESPONSE OR PROGRESSION

10.1 Measurement of Response _

Response will be evaluated in this study using the new international criteria proposed by the Response

Evaluation Criteria in Solid Tumors (RECIST) Committee [JNCI 92(3):205-216, 2000]. Changes in
“only the largest diameter (unidimensional measurement) of the tumor lesions are used in the RECIST

criteria. Note: Lesions are either measurable or non-measurable using the criteria provided below. The

term “evaluable” in reference to measurability will not be used because it does not provide additional

meaning or accuracy.

Measurable Disease: Measurable lesions are defined as those that can be accurately measured in at
least one dimension (longest diameter to be recorded) as > 20 mm with conventional techniques (PET,
CT, MR, x-ray) or as > 10 mm with spiral CT scan. All tumor measurements must be recorded in
millimeters (or decimal fractions of centimeters). , : ,

Target Lesions: All measurable lesions up to a maximum of five lesions per organ and 10 lesions in
total representative of all involved organs should be identified as target lesions and recorded and
measured at baseline. Target lesions should be selected on the basis of their size (lesions with the
longest diameter) and their suitability for accurate -repeated measurements. (either by imaging
techniques or elinically). A sum of the longest diameter (LD) for all target lesions will be calculated
and reported as the baseline sum LD. The baseline sum LD will be used as reference by which to
characterize the objective tumor response.
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10.2 Guidelines for Evaluation of Measurable Disease _

All measurements should be taken and recorded in metric notation using a ruler or calipers. All
baseline evaluations should be performed as closely as possible to the beginning of treatment. The
same method of assessment and the same technique should be used to characterize each identified and
reported lesion at baseline and during follow-up. Imaging-based evaluation is preferred o evaluation
by clinical examination when both methods have been used to assess the anti-tumor effect of a

treattent.

Clinical lesions: Clinical lesions wilt only be considered measurable when they are superficial (e.g.,
skin nodules and palpable lymph nodes). In the case of skin lesions, documentation by color
photography, including a ruler to estimate the size of the lesion, is recommended. '

Conventional CT and MRI: These techniques should be performed with cuts of 10 mm or less in slice
thickness contiguously. Spiral CT should be performed using a 5 mm contiguous reconstruction
algorithm. This applies to tumors of ti_lc chest, abdomen, and pelvis. :

10.3 Response Criteria

Response and progression will be measured by comparing tumor size at time of study entry with
measurements taken at completion of chemoradiation and every 4 months thereafter. Response will be
measured through evaluation of the MRI change, CT change, or change in physical examination.

10.4 Evaluation of target lesions-RECIST criteria

o Complete Response (CR): Disappearance of all target lesions as measured by MR, CT, or physical
examination. This is the order of preference for measurement.

e Partial Response (PR): At least a 30% decrease in the sum of the longest diameter (LD) of target
lesions. The order of preference for measurement is MR, CT, or physical examination.

e Stable Disease (SD): Neither sufficient shrinkage to qualify for PR nor sufficient increase to
qualify for PD, taking as reference the smallest sum L.D since the treatment started.

o Progressive Disease (PD): At least a 0% increase in the sum of the LD of target lesions, taking as
reference the smallest sum LD recorded since the treatment started ‘or the appearance of one or
more new lesions. The order of preference for measurement is MRI, CT, or physical examination.

1.0 REMOVAL OF PATIENTS FROM PROTOCOL THERAPY

A patient should be withdrawn from the trial treatment if, in the opinion of the investigator, it is
medically necessary, or if it is the wish of the patient. If a patient does not return for a scheduled vistt,
every effort should be made to contact the patient. In any circumstance, every effort should be made to
document patient outcome, if possible.

Patients should be removed from therapy if any of the following occurs: .

1. Disease progression. Every effort should be made to document objective evidence of tumor
progression radiographically and not solely based on clinical and/or tumor marker snggestions of
progression. , _ ‘

The occurrence of unacceptable toxicity indicating the need for cessation of treatment.

The physician feels it is in the best interest of the patient to step treatment. R

Patient refusal to continue with therapy. - o

hadb ol e
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Non-compliance by the patient with protocol requirements.

6. Patient is lost to follow-up. If a patient does not return for scheduled visits, every effort should be
made to re-establish contact. In any circumstance, every effort should be made to document -
patient outcome, if possible.

7. Termination of the study by investigator or BMS/ImClone.

8. Patient becomes pregnant.

Prior to study enrollment, women of childbearing potential (WOCBP) must be advised of the
importance of avoiding pregnancy during trial participation and the potential risk factors for an
unintentional pregnancy. In addition, men enrolled on this study should understand the risks to any
sexual partner of childbearing potential and should practice an effective method of birth control. All
WOCBP MUST have a negative pregnancy test within 7 days prior to receiving investigational
product. The minimum sensitivity of the pregnancy test must be 25 IU/L or equivalent units of HCG.
If the pregnancy test is positive, the patient must not receive investigational product and must not be
enrolled in the study. In addition, all WOCBP should be instructed to contact the Investigator
immediately if they suspect they might be pregnant (e.g., missed or late menstrual period) at any time
during study participation. The Investigator must immediately notify BMS of this event.

120 PATIENT REGISTRATION AND DATA REQUIREMENTS

Eligibility Checklist (Appendix G) with supporting documentation, On Study Form and the- signed
Patient Consent Form must be faxed to the BfUOG Central Office, Fax: (401) 383-3001, at the time of
registration and prior to patient treatrent.

Details of patient’s study participation should be documented in clinic/file notes. The Brown
University Oncology Group will provide case report forms, included in the appendix, for the recording
and collection of data. In the event of comrections, each correction will be initialed and dated by the
person making the correction. The investigator will sign the case reports to indicate that, to his/her
knowledge, they are complete and accurate. Case report forms, flow sheets, off-study forms and
follow-up forms should be mailed/faxed to:

Teresa A: Kennedy, RN., CCR.A.
Administrative Director, BrUOG
Brown University Oncology Group,
167 Angell Street, Box G-H
Providence, RI 02912
Fax: (401) 383-3000
Phone: 401-383-3001

Response data must be clearly documented in the patient’s record. Support documentation used to
détermine response and adverse reaction forms must be mailed or faxed as above. Severe toxicities
should be confirmed with the treating physician if the grade is unclear or it is unclear whether the
toxicity is related to treatment. All support data must be sent in with the corresponding BrtUOG forms.
It is the tréating physician’s résponsibility to review all data submitted to the BrUOG Central Office
for accuracy and completeness and he/she must sign the off study form.
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13.0 ADVERSE DRUG REACTION (ADR) REPORTING

13.1 Adverse Events Related To Study Conditions

BMS considers the SAE reporting period to begin with signing of the informed consent.

AEs should be followed to resolution or stabilization, and reported as SAEs if they become serious.
This also applies to patients experiencing ALs that cause interruption or discontinuation of
investigational product, or those experiencing AEs that are present at the end of their participation in
the study. Such patients should receive post-treatment follow-up as appropriate. If an ongoing AE
changes in its severity or in its perceived relationship to study drug, a new AE entry for the event
should be completed. '

13.2 Handling of Serious Adverse Events (SAEs)

A serious AE is any untoward medical occurrence that at any dose:

1. results in death, : ,

2. is life-threatening (defined as an event in which the patient was at risk of death at the time of
the event; it does not refer to an event which hypothetically might have caused death if it were
More severe), .

requires inpatient hospitalization or causes prolongation of existing hospitalization,

results in persistent or significant disability/incapacity,

is a congenital anomaly/birth defect,

results in the development of drug dependency or drug abuse,

is an important medical event (defined as a medical eveni(s) that may not be immediately life-
threatening or result in death or hospitalization but, based upon appropriate medical and
scientific judgment, may jeopardize the patient or may require intervention (e.g., medical,
surgical) to prevent one of the other serious outcomes listed in the definition above.) Examples
of such events include, but are not limited to, intensive treatment in an emergency room or at
home for allergic bronchospasm; blood dyscrasias or convulsions that do not result in
hospitalization.) For reporting purposes, BMS also considers the occurrences of pregnancy or
overdose (regardless of adverse outcome) as events which must be reported as important
_medical events. '

NO AW

Adverse events classified as “serious” require expeditious handling and reporting to BMS to comply
with regulatory requirements.

All serious AEs whether related or unrelated to investigational product, must be immediately reported
to BMS (or designee) by confirmed facsimile transmission. ' If only limited information is initially
available, follow-up reports aze required. The original SAE form must be kept on file at the study site.

For studies conducted under an Fvestigator IND, any event that is both serious and unexpected must.
be reported to the FDA as soon as possible and, in no event, later than 7 days (death or life-threatening
event). or 15 days (all other SAES) after the investigator’s or institution’s initial receipt of the

information, Bristol-Myers Squibb will be provided with a simultaneous copy via facsimile of afl
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adverse events filed with the FDA. SAEs should be reported on the MedWatch Form 35004, which
can be accessed at:

http://www.accessdata.fda. gov/scripts/Med Watch/

MedWatch forms should be sent to the FDA online at the abave internet address or at:
MEDWATCH '

5600 Fishers Lane

Rockville, MD 20852-9787

Fax: 1-800-FDA-0178 (1-800-332-0178)

All SAEs should simultaneously be faxed to Bristol-Myers Squibb at:
Global Pharmacovigilance and Labeling

Bristol-Myers Squibb Company

Fax Number: 609-818-3804

Collection of complete information concemning SAEs is extremely important. Thus, follow-up
information which becomes available as the SAE evolves, as well as supporting documentation (e.g.,
hospital discharge summaries and autopsy reports), should be collected subsequently, if not available
at the time of the initial report, and immediately sent using the same procedure as the initial SAE

report.

13.3 Qverdose
An overdose is defined as the accidental or intentional ingestion of any dose of a product that is

considered both excessive and medically important. For reporting purposes, BMS considers an
overdose, regardless of adverse outcome, as an important medical event (see Serious Adverse Events).

13.4 Reporting of AE Information Following Study Completion

Collection of safety information following the end of investigational product administration is
important in assisting in the identification of possible delayed toxicities or withdrawal effects. In BMS
trials, all SAEs must be collected which occur within 30 days of discontinuation of dosing or
completion of the patient’s participation in the study if the last scheduled visit occurs af a later time. In
addition, the Investigator should notify BMS of any SAE that may ooccur after this time period which
they believe to be certainly, probably or possibly related to investigational product.

13.5 [Investigators are required by Federal Regulation to report possible adverse drug reactions. See
* Appendix 1 for ADR reporting guidelines. All adverse reactions should be as per NCI Common

Toxicity Criteria.

Direct questions regarding drug therapy to the Brown University Oncology Group (BrUOG) Central
Office, phone: (401)-863-9139 fax: (401) 863-7735, which will in turn notify the Principal

Investigator.

Reporting requirements and procedures depend upon: (1) whether investigational agents are sﬁspected

of causing toxicity, (2) whether the possibility of such a toxicity was reported in the protocol, consent

form or manufacturer’s literature { expected toxicity ) and (3) severity or grade of the toxicity- All
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reactions in a reportable category must be reported unless it is documented on flow sheets and/or
follow-up forms that the treatment is defimtely not responsible for the toxicity.

13.6  Types of Report

Telephone Report: Contact the Brown University Oncology Group (BrUOG)
Central Office, 401-383-3000, within 24 hours of the event.

Written Report: Send the original copy of either the FDA MEDWATCH form or the NCI Adverse
Drug Reaction (ADR 3500A) form whichever is applicable to the ADR Guidelines in Appendix C
within 10 days of the event to the Brown University Oncology Group (BrUOG) Central Office:

Teresa A. Kennedy, RN., C.CR.A.
Administrative Director, BrUOG
Brown University Cancer Center
172 Cushing Street, Box G-C
Providence, R1 02912

Fax: (401)383-3001

Report to FDA and/or Pharmaceutical Company: The BfUOG Central Office will notify by  phone
and/or send all drug reaction reports to the FDA and/or Pharmaceutical Company. A copy of the form
will be kept by the BrtUOG Central Office and a copy will be forwarded to Bristol Myers Squibb Inc.

14.0 DATA MONITORING / QUALITY ASSURANCE/ RECORD RETENTION

The Brown University Cancer Center, as coordinator of this study, is responsible for ensuring proper
conduct of the study with regard to protocol adherence and the validity of the data recorded on the case
report forms. The Protocol Chairman (Harold Wanebo M.D. and Howard Safran M.D.) and Brown
University Cancer Center Administrative Director (Teresa Kennedy) will monitor this stady. The case
report forms will be monitored every 3 months for accuracy, completeness, adherence to the protocol
and regulatory compliance. An audit will be performed at each of the sites every 12 months to check
the case report forms against medical records to verify completeness and accuracy. "

U.S. FDA regulations (21CFR312.62[c} require all records and documents pertaining to the
conduct of this study and the distribution of investigational drug, including CFRs, consents
- forms, Iaboratory test results and medication invenfory records, must be retained by the
Principal Investigator for 2 years after marketing application approval. If no application is filed,
these records must be kept 2 years after the investigation is discontinued and the FDA and the
applicable local health authorities are notified.  Bristol-Myers will notify the Principle

Investigator of these events.
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150 STATISTICAL CONSIDERATIONS
15.1  Sample Size Determination

The primary objective of this phase II trial is to estimate the rate of complete pathologic response as determined
by surgical resection or post treatment endoscopy (for pafients not undergoing resection) for the treatment
regimen being tested. A clinical meaningfil pathologic response rate is 30%. A Simon two-stage design will be
used in this study. The first 13 evaluable patients will be assessed for response. The trial will be terminated
early if 0 or | complete pathologic responses are observed in these patients, and it will be concluged that the true
response rate is unlikely to be >10%. If at least 2 complete responses are observed, accrual will continue until &
total of 28 evaluable patients are enrofled. The treatment regimen will be accepted if at least 6 pathologic
complete responses are observed from the 28 patients. Otherwise, the treatment will be rejected. With a
significance level (i.e., the probability of accepting the new treatment when the true complete response rate is
10% or less) of 0.05 and statistical power of 85%, the probability of stopping accrual early when the true
complete response rate is 10% is 0.62.

With a fotal accrual of 28 evaluable patients, the maximum width of the exact two-sided 95% confidence
interval will be 36%. _ '

15,2  Data Set Descriptions

The Response-Evaluable Subset is defined as all patients who received at least one dose of study medication (all
treated patients). The analysis of pathological complete response will be performed on response-evaluable
patients. All treated patients will be included in the analyses of progression free survival, overall survival and -
toxicities. : _ .

BrUOG-E/G-203 is a.Brown University study piloting the regimen of cetuximab, paclitaxel, carboplatin and
radiation for a proposed Radiation Therapy Oncology Group (RTOG) phase III trisl. The initial protocol was to
look at clinical complete response rate but RTOG and CTEP now want to sce the pathological complete response
rate. Only two thirds of the current 40 putients have had surgery therefore we need to increase the accrual to a totai
of 60 patients to get the pathological response rate to 40. Following discussions with CTE®, the RTOG and Bristol-
Myers Squibb, study accrual will therefore be increased to 60 patients. '

153  Analyses
15.3.1 Demographics and Bascling Characteristics

Demogrﬁphic and baseline disease characteristics will be summarized using descriptive stafistics for all treated
patients. : . :

15.3.2 Efficacy Analyses : : ) ' .
The primary efficacy endpoint for this trial is pathological complete response rate, which is defined as the total
number of patients with complete pathological response divided by the number of response-evaluable patients.
A corresponding 95% two-sided confidence interval will also be provided. : '

Secondary efficacy measures include the median progression free survival (PFS) and the median overall survival

and 1-Year survival rate. PFS is defined as tlie time from start of treatment.until the date of disease progression

or death. A patient who Has reseived study treatment but has neither progressed nor died will be censored on the

date of the last tumor assessment. Estimates of median PFS, median survival and the one year survival rate will

be calculated using the Kaplan-Meier product-limit method, along with corresponding 95% confidence intérvals, .
: : Administrative Change #C 02/01/06
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15.3.3 Safety Analyses

All adverse events will be summarized without regard 10 causal relationship and by causal
relationships to study drug, based on the Investigator's opinion. Worst toxicily grades per subject will
be tabulated for adverse events and lab toxicities. Any serious adverse event or adverse event resulting
in premature and permanent discontinuation of study drug will be described in detail.

" BrUOG-E/G-203 is a Brown University study piloting the regimen of cetuximab, paclitaxel,
carboplatin and radiation for a proposed Radiation Therapy Oncology Group (RTOG) phase 1II
trial. In the CTEP review of the proposed RTOG phase III trial, it was requested that ESO-203
accrual be increased to include at least 40 patients to gather additional safety data. Following
discussions with CTEP, the RTOG and Bristol-Myers, study accrual will therefore be increased
to 40 patients.

16.0 PROTECTION OF HUMAN SUBJECTS

i6.1 Informed Consent :

The investigator will obtain written informed consent from all participating patients or their authorized
representatives. The Brown University Oncology Group will review the proposed informed consent
form from each site and will ensure the informed consent form conforms with FDA guidelines. The
form must be signed, witnessed and dated. A sample consent form is contained in Appendix A. Copies
of the signed document should be given to the patient and filed in the Brown University Oncology
Group Central Office, as well as the patient’s medical record, if in conformance with the institution’s

standard operating procedures.

The Investigator must ensure that patients or their legally acceptable representatives are clearly and
fully informed about the purpose, potential risks and other critical issues regarding clinical trials in
which they volunteer 10 participate. Preparation of the consent form is the responsibility of the
Investigator and must include all elements required by CFR 21 Part 50.25 and the local IRB.

16.2 Institutional Review Board

This protocol, consent procedures and any amendments must be approved by an institutional review
board (IRB) operating in compliance with current regulations of the Food and Drug Administration
(FDA). A letter of approval will be sent to the Brown University Oncology Group {BrUOG) Central
Office prior to initiation of the study and when any subsequent modifications are made. The IRB will
be kept informed by the investigator as to the progress of the study, as well as to any unexpected
serious or unusual adverse events.

16.3 Compliance with the Protocol and Protocol Revisions

The study must be conducted as described in this approved protocol. All revisions to the protocol must

be provided to BMS. The Investigator should not implement any deviation or change to the protocol

without prior review and documented approval/favorable opinion from the IRB/IEC of an Amendment,

except where necessary to climinate an immediate hazard(s) to study patients.

Documentation of approval signed by the chairperson or designee of the IRB(s)/IEC(s) must be sent to

BMS.If the revision is an Administrative Letter, Investigators must inform their IRB(s)YTEC(S).
Administrative Change #B 10/3 1/05
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17.0 DATA SAFETY MONITORING BOARD

« All trials by the Brown University Oncology Group (BitUOG) are subject to oversight by the Data -
Safety Monitoring Board (DSMB). This board meets three times per year with any additional
meetings scheduled when needed. The responsibilities of the DSMB are as follows:

o Familiarize themselves with the research protocol(s).

o Review interim analyses of outcome data and cumulative toxicity data  summaries to determine
whether the trial should continue as originally designed; should be changed, or be terminated based
on these data. The DSMB reviews trial performance information such as accrual information. The
DSMB also determines whether and to whom outcome results should be released prior to the
reporting of study results.

o All adverse events are reviewed by the committee with assurance that these have in fact been sent
for review to all pertinent IRBs. ,

e Review of reports of related studies to determine whether the monitored study needs to be changed
or terminated. ' : - ‘

» Review major proposed modifications to the study prior to their implementation (e.g., termination,
dropping an arm based on toxicity results or other reported trial outcomes, increasing target sample
size). o

e Following each DSMB meeting, provide the study leadership with written information concerning

findings for the trial as a whole related to cumulative toxicities observed and any relevant

recommendations related to continuing, changing or terminating the trial. The study leadership

~will provide information on cumulative toxicities and relevant recommendations to the local
principal investigators to be shared with their IRBs.
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APPENDIX A
Suggested Consent Form

BrUOG-E/G-203

CETUXIMAB, PACLITAXEL, CARBOPLATIN AND RADIATION FOR
ESOPHAGEAL, GASTROESOPHAGEAL JUNCTION AND GASTRIC CANCER

You are being asked to take partin a research project. All research projects carried out at
institutions are covered by the rules of the Federal Government as well as rules of
the State and each institution. Under these rules, the researcher will first explain the project and
then ask you to participate. You will be asked to sign this agreement which states that the
project has been explained, that your questions have been answered, and that you agree to
participate.

The researcher will explain the purpose of the project. He or she will explain how the project
will be carried out and what you will be expected to do. The tescarcher will also explain the
possible risks and possible benefits of being in the project. You should ask the researcher-any
questions you have about any of these things before you decide whether you wish to take part in
the study. This process is called informed consent.

This form also explains the research project. Please read the form and talk to the researcher
about any questions you may have. Then, if you decide to be in the project, please sign this form
in front of the person who explained the project to you. You will be given a copy of this form to
keep.

1. Nature and Purpose of the Project

Vou have been asked to take part because you have esophageal or stomach cancer.
Previous studies have evaluated the use of radiation therapy and chemotherapy
(anticancer drugs) in esophageal and gastric cancer. To try to improve on these results,
cetuximab will be given in addition to the chemotherapy drugs paclitaxe] and carboplatin
and radiation therapy. Cetuximab is an antibody that attaches to the epidermal growth
factor receptor on cancer cells. Cetuximab in combination with radiation increases
lifespan for patients with inoperable head and neck cancer. This is one of the first studies
using cetuximab with radiation for patients with esophageal and gastric cancer. The main
objectives of this study are to determine the effectiveness of the combination of
cetuximab, paclitaxel, carboplatin and radiation as a treatment for patients with

esophageal and stomach cancer.

Your doctors are studying the combination of cetuximab, carboplatin, and paclitaxel in an
effort to improve the treatment of patients with espophageal and gastric cancer. This trial




is supported by Bristol Myers Squibb (the maker of cetuximab, carboplatin and
paclitaxel) through the Brown University oncology Group (BrUOG).

Explanation of Procedures

You will receive cetuximab, paclitaxel and carboplatin with radiation for six weeks. You
will get radiation treatments five days a week for 28 treatments. Radiation treatments take
about 10 minutes and are given as an outpatient. Starting the same day as,your first dose
of radiation, you will be given cetuximab, carboplatin and paclitaxel by vein as an
outpatient. You will get decadron, diphenhydramine and ranitidine by vein over 30
minutes before each dose of chemotherapy to lower the risk of an allergic reaction to the
paclitaxel and cetuximab. You will get cetuximab over 1-2 hours. Then you will receive
paclitaxel over one hour and carboplatin over 30 minutes. When vyou receive
chemotherapy, you will get medicines to prevent nausea. You will get cetuximab
paclitaxel, and carboplatin once a week for six weeks with the radiation.

Blood tests, taking about two teaspoons of blood, will be done each week to check your
blood counts before the chemotherapy is given. If your blood counts are too Iow, the dose
of paclitaxel and carboplatin will be decreased or a dose of chemotherapy will be
omitted; if your blood count is very low, radiation may also be stopped temporarily until
the blood count rises.

Three weeks afier the paclitaxel, carboplatin and radiation are completed your physicians
will evaluate you for surgery with additional blood tests, a CAT scan of your chest and
abdomen and an endoscopy. You and your doctors will decide whether you will have
surgery 4-6 weeks after completion of chemotherapy and radiation to try to remove the
cancer.

Following completion of all of your treatments you will have a CT scan of the chest and
abdomen and blood tests every 6 months to find out if and when your cancer starts 1o
grow again. These tests are not experimental and are part of routine check-ups of patients
with your disease.

Cetuximab will be supplied at no charge by Bristol Myers Squibb.

Because of potential harm to the unborn child, if you are a woman of childbearing
potential, you must agree 10 use adequate birth control measures before the start of the
trial and throughout your participation in this trial. If you are a man, you should avoid
fathering children, while receiving treatment on this study. If you become pregnant or
father a child while participating in this study, you will need to notify your physician
immediately.




If you have any questions regarding this study, you may contact the Dr. Howard Safran at
(401) 793-7151.

RISKS OR DISCOMFORTS

You will receive radiation and three drugs in this study, paclitaxel, carboplatin and
cetuximab, that may cause the following side effects; some are common (occurring in
more than 10% of people) and some are uncommon (occurring between 1-10%) and rare
(occurring in less than 1%). |

Paclitaxel: (Taxol)

Common (more than 10% of patients are expected to have these side effects):

Low blood counts, susceptibility to infection and/or bleeding with possible need to a blood
transfusion. If you develop a fever or other signs of infection when your blood counts are
low, you may need to be hospitalized to get intravenous antibiotics to help your body fight
the infection; infections in patients with low blood counts are dangerous and potentially fatal.
Nausea and vomiting, loss of appetite, and weight loss. You will be given medicine to help
avoid these. _
Hair loss: You may lose some or all of your hair about three weeks after the first dose of
chemotherapy. It will grow back after chemotherapy is stopped. Hair color will not change,
but sometimes hair is curlier.

Flu-like symptoms: fever, chills, muscle aches, fatigue. Tylenol is helpful in relieving these
symptoms.

Intestinal irritation with mild diarrhea

Mouth ulcers

Abnormalities in liver function tests, which are usually temporary

Numbness, pain and tingling of hands and feet that sometimes worsens with additional
treatment and may not disappear after the drug is stopped
Joint pain

Mild allergic reaction including skin rash, itching, flushing.
Changes in blood pressure

Uncommon (1-10%):

Fainting

Irregular heart beats or a decreased heart rate

Severe allergic reaction including chest pain, a rapid heart rate, difficulty breathing and low
blood pressure

Rare (Less than 1%):

Seizures

Neurologic abnormalities including rare occurrence of flashing light, blurry vision, confusion
and disorientation

Inflammation of the pancreas




e Rare occurrence of bowel ischemia (lack of oxygen supply to the bowel) or typhlitis (severe
infection of the large bowel)

s Liver failure _

e Death has been reported in patients receiving paclitaxel

Carboplatin

Commeon: .

» Nausea, vomiting, and loss of appetite. You will be given medicine to help avoid these side
effects.

e Low of blood counts. Low white blood cell counts may increase your risk of infection. If
vou develop a fever or other signs of infection when your blood counts are low, you may
need to be hospitalized to get intravenous antibiotics to help your body fight the infection.
Low platelets may increase the risk of bleeding or bruising.

e Hair foss. You may lose some or all of your hair beginning about three weeks after your first
treatment. Your hair will grow back after treatments stop.

e Mouth and throat sores. These can be treated with a soothing mouth rinse.

Uncommon:

¢ Allergic reactions. These are usually mild with a skin rash or itching,

s Abnormalities of liver function tests. This is usually temporary.

¢ Diarrhea.

Rare:

s Hearing loss.

e Neurologic abnormalities including weakness, blurred vision or dizziness

» Kidney damage. This may be permanent and sometimes can be associated with loss of
magnesium and potassium in the urine.

Cetuximab:

Common: '

o Acne-like rash. Especially on the face, upper chest and back. This occurs in 9 of 10 patients.
The acne-like rash is often pustular. There may be skin drying and cracking. In about I in
20 patients the rash can be very severe. The rash generally gets better over 1-2 months and
almost never results in permanent scarring. The rash can be itchy or painful and sometimes
can become infected and need antibiotics to treat. If the rash is severe, the dose of cetuximab
will be reduced or held until the rash gets better.

s  Weakness.
e Nauses.
e Vomiting.

e Diarrhea which can be severe.

o  Weight loss.

e Fever with or without chills.

¢ A decrease in the number of red blood cells, which may make you short of breath, weak and
fatigued.




Headache.
Mouth sores that may result in difficulty swallowing.

Uncommon;

Nail disorder in which the folds on the sides of your nails, especially thumbs and big toes,
will swell.

Mild allergic reaction, which occurs, while receiving cetuximab or up to 1 hour after getting
cetuximab and includes chills, shaking and lowered blood pressure. .

Loss of appetite.

A decrease in the number of platelets, which may resuit in easy bruising or bleeding for a
longer time. :

A decrease in the number of white blood cells, which may cause you to get an infection.
Dizziness.

Feeling of prickling or tingling on your skin.

Mild rise in the value of blood tests that measure liver function.

Difficuity breathing.

Flushing.

Pain in your muscle or joints.

Hives

Low Magnesium

Infusion reaction af site of injection

Rare:

Kidney failure

Inflammation in your brain, which may cause you to have a headache, confusion, fever or
stiff neck.

Severe allergic reaction, which may cause you to have trouble breathing, hives and/or low
blood pressure (making you feel faint or dizzy or could be fatal).

Inflammation and scarring of the lung which can give shortness of breath and be serious and
result in death.

Cardiac arrest which can be fatal

Radiation Therapy — Side effects which have been observed in some patients
undergoing radiation therapy include pain, difficulty swallowing and difficulty eating.
You may develop redness or peeling of the skin (like a sunburn) in the area receiving
radiation. Other side effects include fatigue, nausea and vomiting, diarrhea, increases in
temperature and pulse rate, a drop in blood pressure, rash, hair loss, and loss of appetite.
There is also a possibility of inflammation of the lungs, and a decrease in the white blood
cell count, and/or red blood cell count and/or platelet count which may cause an
increased risk of infection, fever, chills, bruising, bleeding or anemia.

Antiemetic (anti-Nausea Medication): Various medications used to prevent nausea and
vomiting may cause drowsiness, dry mouth, diarrhes, constipation, headache,




restiessness, agitation, anxiety, dizziness, involuntary tremors, skin rash, and possible
allergic reaction.

Venipuncture (inserting a needle into a vein to obtain blood or give medication) may
cause inflammation, pain, bruising, bleeding, or infection.

When you receive chemotherapy by vein there is slight risk that some of the drug may
leak out around the needle at the injection site. A skin burn may result. Most skin burns
are treatable and heal well. ’

A number of established chemotherapeutic agents have an inherent risk of causing
secondary cancers and/or jeukemias. Whether cetuximab, paclitaxel or carboplatin causes
secondary malignancies is unknown. Certain agents in use today, not currently known 10
" be associated with this risk may be shown at a later time to result in the development of
these secondary cancers and/or leukemia.

There may be other side effects that have not been reported. If you bave any unusual
symptoms you will report them immediately to your doctor OT nurse or go to the nearest
Emergency Care Facility. Your doctors will be carefully monitoring your condition 10
minimize any possible risks. If your doctors feel that the side effects are t00 severe in
your particular case, they will lower the dose of the chemotherapy drugs or even sLop
them.

For women of childbearing age, if you become pregnant, you cannot participate in this
research study. You must us¢ a form of birth control approved by your doctor while you
participate in this study. If you become pregnant, you must tell your doctor immediately.

Surgery — You will sign a separate consent form for the surgery.

Benefits

Cetuximab, paclitaxel, carboplatin and radiation are given to try to decrease the size of
your esophageal or stomach cancer. The addition of the cetuximab may or may not be
beneficial to you. There may or may not be direct medical benefits for you. How well

and how long your esophageal or stomach cancer will respond to this treatment are not
known.

Alternative Therapies

Other treatments include surgery alone or treatment with radiation therapy alone, or
treatment with a combination of chemotherapy and radiation therapy. There is no clear
evidence that other treatments are significantly more offective than those used in this
study.




Confidentiality

All of your records from this study will be treated as private health care records. The
records will be protected according {0 the rules of institutions. The

institutions privacy practices and policies are based on the rules about
protection of private health care information contained in Rhode Island law and in the
Federal Health Insurance Portability and Accountability Act of 1996 and its regulations
(“HIPAA”). )
A record of your progress with treatment will be kept in a confidential form at the
institution and at the headquarters of the Brown University Oncology
Group.Signing the informed consent allows access to the patients records by

institution staff and affiliates, regulatory agencies such as the FDA, and
" Bristol Myers Squibb ) There is a possibility that your medical records may be inspected
or photocopied by the Food and Drug Administration, Brown University Oncology
Group, a federal or state Govermnmental agency, and Bristol Myers Squibb, or its
designees, in the ordinary course of carrying out their respective functions.

The results of this trial may be published. 1f they are published, the identity of individual
patients will remain confidential in these publications.

As required by HIPAA, you will be given a separate Research Authorization Form that
will be tell you the people and organizations thal may use, receive and share information
learned about you during the Study. Signing the Authorization Form means you give
permission for your health care information to be used and shared for the Study purposes.

You should also know that there are times when the law might require or permit
institutions to release your bealth information without your permission. The
Privacy Notice explains when this might happen. To give you some examples, State law
requires health care workers to report abuse or neglect of people age 60 and older to the
Department of Elderly Affairs. .
Refusal/Withdrawal
You decide whether or not, you want to be in the study. Participation is voluntary. 1f
you decide now 10 participate, you can change your mind later and quit the study.

If you decide not to participate, or if you quit the study, it will not affect the health care
services that you normally receive. If the researcher ot your doctor feels it is in your best
interest, they may choose to take you out of the study at any time before you complete the
study.

As soon as it becomes available, the researcher will give you new information about the
study that may or may not affect your decision to stay in the research study.

Medical Treatment/Compensation in Case of Injury




We do not expect that you will be hurt by taking part in this research study. However, if
you are hurt as a result of taking part in this study, institutions will provide
without charge to you, what it feels is fair and proper treatment. institutions
does not however, have any plan or money set aside to pay you (for “pain or suffering”)
if you are hurt. Signing this agreement does not lessen or take away any of your lawful

rights. For more facts about these terms, please contact in the Office of
Research Administration at phone.
9. Rights and Complaints y

If you have any complaints about your taking part in this study, or would like more facts
about the rules for research studies, or the rights of people who take part in research
studies, you may contact in the institutions Office of Research

© Administration at phone.

Signatures
I ACKNOWLEDGE THAT I HAVE READ THE ABOVE EXPLANATION OF THIS PROJECT THAT
ALL OF MY QUESTIONS HAVE BEEN SATISFACTORILY ANSWERED. AND 1 AGREE TO

PARTICIPATE IN THIS RESEARCH PROJECT.

Signature of participant/authorized representative® Date

I ACKNOWLEDGE THE PROCESS AND/OR SIGNATURE OR STATEMENT SET FORTH ABOVE.

Signature of witness (required if consent is presented Date
orally or at the request of the IRB)

I CERTIFY THAT I HAVE EXPLAINED FULLY TO THE ABOVE PATIENT THE NATURE AND
PURPOSE, PROCEDURES AND THE POSSIBLE RISK AND POTENTIAL BENEFITS OF_THIS
RESEARCH PROJECT.

Signature of researcher or designate Date

Consent form copy: participantld medical recordd  researcherld  other(specify)ld
*If signed by agent other than participant, please explain below

Amendment #1 12/14/04

Amendment #2 2/28/05

Amendment #3 6/15/05

Amendment #4 4/25/06

-




SUGGESTED RESEARCH AUTHORIZATION FORM FOR PARTICIPATION IN
BruOG TRIALS

Committee # Name of Study Volunteer

Name of Principal Investigator
(Insert study title here)

You have agreed to participate in a research study. A researcher has already explained the
purpose of the study to you. The purpose of this form is to provide you with some more
information about how the information learned about you during the study will be used and
shared.

We understand that your medical information is very personal and we will work hard to keep it
private. However, as part of the research process, as has already been explained a little bit in the
research study consent form, some of this information will need to be used and shared. We want
you to understand and feel comfortable with this process. Please read this form very carefully
and ask questions about anything you do not understand. IF YOU SIGN THIS FORM YOU
ARE GIVING US PERMISSION TO USE AND SHARE YOUR PERSONAL HEATH
INFORMATION IN THE WAYS DESCRIBED IN THIS FORM.

A representative of {Hospital] must fill in this form completely before providing it to you. DO
NOT SIGN A BLANK FORM. You or your authorized representative should read the
descriptions below before signing this form.

You will be given a copy of this form to keep. Please put it in a safe place so you can re-read it
if you want.

UNDERSTANDINGS AND NOTIFICATIONS

We are asking you to give permission to use and/or release the information described below 1n
connection with the research study called [insert complete titlej (the “Study”).
The Study was explained to you during the informed consent process and is described in the
research consent form that you already signed. Very briefly, the general purpose of the Study is:
[insert brief description of study]. The main purpose of permitting the use and release of your
information is to allow the research project to be conducted and to ensure that the information
relating to that research is available to all parties who may need it for research purposes. Your
information may also be used as necessary for your research-related treatment, to collect
payment for your research-related treatment (when applicable), and to run the business
operations of the hospital.




All health care providers are required to protect the privacy of your information. However, most
persons or entities {(i.c., businesses, organizations) that are not health care providers are not
bound by law to protect the privacy of your information. You understand that if the person or
entity that receives your information is not a health care provider bound to protect your privacy,
such person or entity might re-release your health information."

You have the right to refuse to sign this form. If you do not sign this form, none of your health
care outside the study, nor the payment for your health care, nor your health care benefits will be
affected. However, if you do not sign this form, you will not be able to enrol! in the research
study described in this form, and you will not receive treatment as a study participant

If you sign this permission form, you may cancel it in writing at any time. If you cancel your
permission, it will not apply to actions already taken or information already collected about you
by the hospital or the researchers before you canceled your permission. This information or
action, may be needed to complete analysis and reports of this research. This permission will
never expire unless you cancel it. To cancel this permission, please write to [insert name of
Principal Investigator/Researcher].

Optional Statement: You will not be allowed to see or copy the information described on this
form as long as the research is in progress. You may see and copy the information upon
completion of the research in accordance with (insert institutions name) policies.

You have a right to receive a copy of this form after you have signed it. If after you have signed
this form you have any questions relating to your rights, please contact [insert relevant contact
information].

USES AND RELEASES COVERED BY THIS AUTHORIZATION (PERMISSION)

Who will release, receive, and/or use vour jnformation? This form will allow the following
person(s), class(es) of persons, and/or organization(s)* to release, use, and receive the
information listed below in connection with this Study, or as required by law: .
e Tvery research site for this study, including this hospital, and including each site's
research staff and medical staff
e Health care providers who provide services to you in connection with this study
e Laboratories and other individuals and organizations that analyze your health
:nformation in connection with this study, in accordance with the study’s protocol
« The following research sponsors and the people and companies that they use to
oversee, administer, or conduct the research:
e The United States Food and Drug Administration, Department of Health and Human
Services, Office of Inspector General, Office of Civil Rights.
e The members and staff of the Institutional Review Board(s) or Ethics Committee(s)
that approves this study
e Principal Investigator and other Investigators
¢ Study Coordinator




s Additional members of the Research Team

» The patient advocate or research volunteer protector:

e Members of the hospital's administrative staff responsible for administering clinical
trials and other research activities

o Contract Research Organization (A contract research organization is an independent
organization that agrees to oversee and make possible, various aspects of the clinical
research process for the research sponsor.)

¢ Data and Safety Monitoring Boards and others that monitor the condugt of the Study,
for example a Clinical Events Committee

e The members and staff of the hospital's affiliated Privacy Board (if such a board is
used)

e Others (as described below)

* If, during the course of the research, one of the companies or institutions listed above merges
with or is purchased by another company or institution, this permission to use or release
protected health information in the research will extend to the new company or institution.

What personal health information will be used or released? The appropriate boxes should be
checked below and the descriptions should be in enough detail so that you (or any organization
that must release information to carry out this authorization) can understand what information
may be used or released.

) The entire research record and any medical records held by the hospital may be used and
released.

1 The following information:

SIGNATURE -
I have read this form and all of my questions about this form have been answered. By signing

below, I give my permission for the described uses and releases of information

Signature of Study Volunteer or Authorized Representative Date

Print Name of Study Volunteer or Authorized Representative

Description of Authorized Representative’s Authority

I also confirm that I have been given a copy of the (insert institutions name) Privacy notice




Signature of Study Volunteer or Authorized Representative
CONTACT INFORMATION

The contact information of the study volunteer or authorized representative who signed (his form
should be filled in below.

Address: - Telephone:

(daytime)
{evening)

Email Address (optional):

THE STUDY VOLUNTEER OR HIS OR HER AUTHORIZED REPRESENTATIVE MUST
BE PROVIDED WITH A COPY OF THIS FORM AFTER IT HAS BEEN SIGNED.

Privacy Officer/Designee Approval: By signing below, I certify that this Research
Authorization complies with the hospital’s policy Use and Disclosure of Protected Health
Information for Research Purposes and with the Health Insurance Portability and Accountability
Act of 1996 and implementing regulations.

Print Name of Privacy Officer or Designee,

Signature of Privacy Officer or Designee Date




BrUOG-E/G-203-CETUXIMAB, PACLITAXEL, CARBOPLATIN AND RADIATION FOR ESOPHAGEAL,
GASTROESOPHAGEAL JUNCTION AND GASTRIC CANCER

ELIGIBILITY CRITERIA: ALL MUST BE YES FOR THE PATIENT TO BE ELIGIBLE FOR PROTOCOL

1. Pathologically confirmed adenocarcinoma oOr SGUAMOUs celt carinoma of the esophagus, gastroesophageal
junction, or stomach. Patients may have mediastinal, celiac adenopathy, peri-portal and regional gastric

lymphadenopathy

State Date Dx: State Disease Site: State Cell Type:
____2. There must be no evidence of distant organ metastases.
____3. No prior radiation for gastric or esophageal cancer.

4. Patients must be > 18 years of age ECOG performance status 0-2..and not pregnant

State age in years Date of Birth ECOG PS: State Numerical Value

___ 5. Women of childbearing potential must have a negative pregnancy test within 7 days prior to start of therapy. Men
and women of clifldbearing potential must be willing to consent to using effective contraception while on
treatment and for at least three months thereafter. (Postmenopausal woman must have been amenorrheic for at
least 12 months to be considered of non-childbearing potential). '

Beta HCG: Stafe results: Date of test

6. Patients must not have significant infection or other coexistent medical condition that would preclude protocol
therapy. '

7 Patients with Acute hepatitis or AIDS are not eligible

8. Patients with Significant history of uncontrolled cardiac disease; i.e., uncontrolied hypertension, unstable
angina, and congestive heart failure. are not eligible :

9. Patients with Prior therapy which specifically and directly targets the EGFR pathway. are not eligible

10.Patients with Prior severe infusion reaction to a monoclonal antibody are not eligible

11.The following minimum required laboratory data done within 15 days of treatment should be present for

eligibility upon study:
Test; Absolute Neutrophil Count > 1500/pL Numerical value Date of test
Test; Platelet count > 100,000ul . Numerical value Date of test
Test: Total Bilirubin < 1.5 x ULN
Numerical value institution ULN Date of test

Test: Creatinine < 2 x upper limit normal (ULN

Numerical value institution ULN Date of test
Test: SGOT <3xULN

Numerical value institution ULN__ Date of test

_12. Any concurrent chemotherapy not indicated in the study protocol or any other investigational agent(s).




s mmv e e m = T T

s ———

Test: Chest/Abdomen: Date test obtained

14. Required Pre treatment evaluations within 6 weeks of treatment)

Test: Endoscopy Date test obtained

15. Signed informed cons

must willingly consent after being informed of the procedure to

ent: The patient must be aware of the neoplastic nature of his/her disease and

be followed, the experimental nature of

the therapy, alternatives, potential benefits, side effects, risks, and discomforts.

16. The support documentation, per the requirements under the study parameters section of each

individual protocol; as well as the consent form an

d this checklist, must be faxed to the BrUQG Central

Office at the time of registration. Please check it “Enclosed”, state reason when “Not Enclosed,” or

check if “Not Applicable."

a. Signed Consent Form Enclosed Not Enclosed Not Applicable

~ b. On-Study Form (applies Enclosed Not Enclosed Not Applicable

to outside institutions) . :

¢. Pathelogy Report(s) Enclosed Not Enclosed Not Applicable
d. Lab Report(s) " Enclosed Not Enclosed Not Applicable
e. Bone Scan Report(s) Enclosed Not Enclosed : Not Applicable
f. Cat Scan Report(s) Enclosed Not Enclosed __ Not Applicable
g. MRI Report(s) Enclosed : Not Enclosed Not Applicable
h. Upper GI Series Enclosed “Not Enclosed ' Not Applicable

i, Barium Swallow Enclosed Not Enclosed Not Applicable
j- Barium Enema Enclosed Not Enclosed Not Applicable
k. Quality of Life Form(s) Enclosed Not Enclosed Not Applicable
L. Protocol Diagrams Enclosed ‘Not Enclosed Not Applicable
m. Radiation Quality Assurance Docitmentation :

(Please indicate where patient is being treated.)

n. Data Manager notified Radiation Therapy Department to send RT Quality Control material Yes

No
o. Specimens (as applicable) Date Sent Type of Specimen Sent To
. p. Other Enclosed Not Enclosed
IRB approval date of protocol: Hospital where patient wilk be treated:
—_—
Date patient will begin treatment: Primary Physician: SR

The patient (full name)

has met the above protocol criteria on

and is assigned BrUOG sequence number

Your signature:

PLEASE FAX THESE FORMS TO THE BrUOG CENTRAL OFFICE, (401) 383-3001, TO REGISTER THE

Amendment #1 12/14/04

PATIENT.

R







BrUOG ELIGIBILITY CHECKLIST FOR PATIENT REGISTRATION
APPENDIX -B

BrUOG-E/G-203-CETUXIMAB, PACLITAXEL, CARBOPLATIN AND RADIATION FOR ESOPHAGEAL,
GASTROESOPHAGEAL JUNCTION AND GASTRIC CANCER

ELIGIBILITY CRITERIA: ALL MUST BE YES FOR THE PATIENT TO BE ELIGIBLE FOR PROTOCOL

1. Pathologically confirmed adenocarcinoma or squamous cell carinoma of the esophagus, gastroesophageal
junction, or stomach. Patients may have medijastinel, celisc edenopathy, peri-portal and regional gastric
lymphadenopathy
State Date Dx: State Disease Site: State Cell Type:
2, There must be no evidence of distant organ metastases.
3. No prior radiation for gastric or esophageal cancer.
4, Patients niust be > 18 years of age ECOG performance status 0-2, and not pregnant
State age in years Date of Birth ECOG PS: State Numerical Valne
____5.Women of childbearing potential must have & negative pregnancy test within 7 days prior to start of therapy, Men
and -wormen of childbearing potential must be willing to consent to using effective contraception while on
treatment and for at least three months thereafter. (Postmenocpausal woman must have been amenorrheic for at
least 12 months to be considered of non-childbearing potential).

Beta HCG:  State results: - Dnte of test

6. Tumor tissue available for assessment of EGFR status by THC

7. Patients must not have significant infection or other coexistent medical condition that would preclude protocol
. thempy.

8. Patients with Acure hepatitis or AIDS are not -cligiblc

8. Patients with Significant history of uncontrolled cardiac disease; i.e., uncontrolled hypertension, unsiable
angina, and congestive heart failure, are not eligible

10. Patients with Prior therapy which specificatly and directly targets the EGFR pathway. are not eligible

11.Patients with Prior severe infusion reaction to a monoclonal anﬁbody are not eligible

12.The following minimum required laboratory data done w:tlun 15 days of treatment should be present for
eligibility upon study: ,

Test; Absolute Neutrophil Count > 1500/ul.  Nuomerical value Date of test
Test; Platelet count 2> 100,000ul Numerical value Date of test
Test: Total Bilirubin< 1.5 x ULN . :
Numerical value frgtitntion VLN Date of test

Test: Creatinine < 2 x upper limit normal (ULN

Numerice] value_ insfitution ULN Date of test
fest: SGOT <3 x ULN '

Numerical valne institutfon ULN Date of test

13. Any concurrent chemotherapy not indicated in the study protocol or any other investigational agent(s).
TOTAL P92,




Test: Chest/Abdomen: Date test obtained

1S. Required Pre treatment evaluations within 6 weeks of treatment)

Test: Endoscopy Date test obtained

16. Signed informed consent: The patient must be aware of the neoplastic nature of his/her disease and
must willingly consent after being informed of the precedure to be followed, the experimental nature of
the therapy, alternatives, potential benefits, side effects, risks, and discomforts.

17. The support documentation, per the requirements under the study parameters section of each
individual profocol, as well as the consent form and this checklist, must be faxed to the BrlUOG Central
Office at the time of registration. Please check if “Enclosed”, state reason when “Not Enclosed,” or
check if "Not Applicable.”

a. Signed Consent Form  Enclosed __ Not Enclosed Not Applicable
b. On-Study Form (applies Enclosed Not Enclosed Not Applicable
to outside institutions)
¢. Pathology Report(s) Enclosed Not Enclosed Not Applicable
d. Lab Report(s) Enclosed Not Enclosed Not Applicable
e. Bone Scan Report(s) Enclosed Not Enclosed Not Applicable
f. Cat Scan Report(s) Enclosed Not Enclosed ' Not Applicable
g MRIReport(s) Enclosed Not Enclosed Not Applicable
h. Upper GI Series Enclosed Not Enclosed Not Applicable
i. Barium Swallow Enclosed Not Enclosed Not Applicable
j- Barium Enema Enclosed Not Enclosed Not Applicable
% Quality of Life Form(s) Enclosed Not Enclosed Not Applicable
I. Protocol Diagrams Enclosed ___Not Enclosed Not Applicable
m. Radiation Quality Assuarance Documentation

(Please indicate where patient is being treated.)

n. Data Manager notified Radiation Therapy Department to send RT Quality Control material Yes

No
0. Specimens (as applicable) Date Sent Type of Specimen Sent To
p- Other Enclosed Not Enclosed
IRB approval date of protocol: Hospital where patient will be treated: —
e e
Date [iatient will begin treatment: Primary Physician:
The patient (full name) has met the above protocol criteriaon _____  ————

and is assigned BrUOG sequence number

Your signature: : . ——

PLEASE FAX THESE FORMS TO THE BrUOG CENTRAL OFFICE, (401) 383-3001, TO REGISTER THE
PATIENT.




APPENDIX: C
MEMORANDUM

TO: BrUOG Physicians
Clinical Research Nurses
Clinical Research Associates

FROM: Teresa A. Kennedy, RN., C.CRA.
Administrative Director
Brown University Oncology Group
RE: Adverse Reaction Reporting Guidelines
Attached are Adverse Reaction reporting guidelines which have been adopted from the FDA/NIC
guidelines to be utilized for all patients on BrTUOG protocols. Included are guidelines for:
Commercial Agents
Investigational Agents: Phase 1l and 111 protocols
Investigational Agents: Phase I protocols
Reporting of Secondary Primary Cancers
All Adverse Redction reporting should be based on the Common Toxicity Criteria, It is the respousibility
of the physician te notify hisfher protocol office when a reportable foxicity occurs and to grade and
sign the report. '

NOTE: Just for your information, hospitalization for a patient on protocol does not necessarily in
itself require an ADR form to be filled in. It is the type and grade of toxicity for which the
patient is hospitalized that determines if an ADR form is completed.

Adverse Event Definitions

An Adverse Event is.any new, undesirable medical experience or change of an existing condition which

occurs during or after treatment, whether or not considered product-related. ‘

Life Threatening Adverse Event is any adverse event that places the patient or subject in view of the
investigator, at the immediate risk of dedth from the reaction.

A Serious Adverse Event (cxperience} or.reaction is any untoward medical occurrence that at any dose:
results in death, is life-threatening, requires inpatient hospitalization or prolengation of existing
hospitalization, results in persistent or significant disability/ incapacity or causes a con genital anomaly/birth
defect.

The definition of serious adverse event (experience) also includes important medical event. Medical and
scientific judgement should be exercised in deciding whether expedited reporting is appropriate in other
situations, such as important medical events that may not be immediately life-threatening or result in death
or hospitalization but may jeopardize the patient or may require intervention to prevent one of the other
autcomes listed in the definition above. These should also usually be considered serious. Examples of
such events are intensive treatment in an emergency room of at home for allergic bronchospasm; blood
dyscrasias or convulsions that do not result in hospitalization; or development of drug dependency or drug
abuse.

The definition of “related” being that there is a reasonable possibility that the drug caused the adverse -

experience.




BrUOG Guidelines for Adverse Reaction Reporting
The following guidelines should be followed in reporting adverse reactions to the BrUQG Central Office.
ADR Reporting should be based on Common Toxicity Criteria. The BrUOG Central Office will report all

toxicities to the NCI, pharmaceutical companies, and BrUOG Physicians, Clinical Research Nurses, and
Clinical Research Associates as applicable.

Commercial Apents:

Death due to
Instructions Grade1-5 Rx or within
unexpected! 30 days of Rx?
ADR Form to BrUOG Central
Office within 10 days ‘
X X
Copy will be sent to NCI by
BrUOG Central Office X X
Notify local IRB within 10 days _
X X

I Any unexpected toxicity not reported in the fiterature or the package insert must be reported.

2 Any death fiom any cause while 4 patient is receiving treatment on this protocol or up to 30 days after
the fast dose of protocol treatment, or any death which occurs more than 30 days after protocol
treatment has ended but which is felt to be treatment related, must be reported.

MedWatch Form is acceptable. This form must be signed by the treating physician.

Non-Treatment Related Toxicities
If a toxicity is felt to be outside the definitions listed above and unrelated to the protocol treatment, this

must be clearly documented on the BruOG Flow Sheets.




Investigational Agents: Phase I and i

Death due to

Instructions Grade 2-3 Grade 4-5 Grade 4 Rx or within
unexpected! unexpected] expected? 30 days of Rx>

Call BrUOG Central Office '
within 24 hours X X
ADR Form to BrlUOG Ceritral
Office within 10 days

X X X X
BrUOG Central Office will send
report to NCI within 10 days

X X X X
BrUOG Central Office will send
report to drug manufacture within
10 days as applicable X X X X
Notify local IRB within 10 days

X X X X

| Any unexpected toxicity not reported in the literature or the package insert must be

reported.

Grade 4 expected myelosuppression need not be reported but should be documented on flow sheets.

3 Any death from any cause while a patient is receiving ireatment on this protocol or up to 30 days after
the last dose of protocol treatment, or any death which occurs more than 30 days after protocol
treatment has ended but which is felt to be treatment related, must be reported.

These ADRs are to be reported on the Adverse Reaction (ADR) Form for Investigation Drugs
The form must be signed by the treating investigator.

Non-Treatment Related Toxicities

If a toxicity is felt to be outside the definitions listed

must be clearly documented on the BrUOG Flow Sheets.

above and unrelated to the protocol treatment, this




[nvestigational Agenis: ADR Reporting Phase [ Studies

Grade I - § first occurrence of Death due to
previously unknawn clinical Rx or within
Instructions event! Grade 4 30 days of Rx?

Call BrUQG Central Office
within 24 hours X X X
BrUOG Central Office will
notify NCI within 24 hours. X X X
BrUOG Central Office will calt
drug sponsor within 24 hours

X X X
Investigational Agent ADR Form '
to BrUOG Central Office within
16 days. . X X X
PBrUOG Central Office will send | '
ADR Form to NCI within 10
days X X X
BrUOG Central Office will send
ADR Form to drug manufacture
- within 10 days : X X x
Notify local IRB within 10 days

X X X

_ 1 Any unexpected toxicity not reported in the literature or the package inset must be reported.
2 Any death from any cause while a patient is receiving treatment on this protocol or up to 30 days after
the last dose of protocol treatment, or any death which occurs more than 30 days after protocol
treatment has ended, but which is felt to be treatment related, must be

These ADRs are to be reported on the Adverse Reaction (ADR) Form for Investigational Drugs. The

formt must be signed by the treating investigator.

MNon-Treatment Related Foxicities

1f a toxicity is felt to be outside the definitions Tisted above and unrelated to the protocol treatment, this

must be clearly documented on the BFUOG Flow Sheets.




Appendix -D

NCI Common Terminology Criteria for Adverse Events (CTCAE)
Version 3.0
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APPENDIXE

ECOG PATIENT PERFORMANCE STATUS

SCALES ZUBROD-
STATUS KARNOFSKY | ECOG-WHO STATUS
No complaints 100 0 Normal activity
Able to carry on normal activities 90 I Symptoms, but futly
ambulatory
Normal activity with effort 80
Cares for self. Unable to carry on 70 2 Symptomatic, but in bed <50%
notmal activity or to do active work ' of the day
Requires occasional assistance, but 60
able to care for most of his needs
Requires considerable assistance and 50 3 Needs to be in bed >50% of the
frequent medical care day, but not bedridden
Disabled, requires special care and 40
assistance
Severely disabled. Hospitalization 30 4 Unable to get out of bed
fndicated though death non imminent
Very sick. Hospitalization 20
Necessary. Active support treatment
necessary
Moribund 10
Dead 0

From: Minna J.D., Higgins G.A and Glapstein E.J. Cancer of the lang: In: DeVita V,
Hellman S., Rosenberg S., (Eds.). Cancer: Principles and Practice of Oncology,
Lippincott, Philadelphia, 1984, p. 536,




