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PART A: MASTER SECTION FOR PHASE II STUDIES IN ADVANCED BREAST CANCER

1.0

2.0

3.0

Master Date: November, 1984

INTRODUCTION

1.1 Adenocarcinoma of the breast remains an important medical problem in
the United States, with no significant change in the death rate per
100,000 women since 1930 (1). .pproximately 27% of all cancers in
women (excluding basal cell carcinomas of the skin and
carcinoma-in-situ of the cervix) arise in the breast (1).

1.2 The results of surgical treatment of localized carcinoma of the
breast remain unsatisfactory, with a recurrence rate of up to 90% in
patients with >4 positive axillary nodes and a 10 year disease-free
survival of only 76% for Stage I disease (2). Of 716 coasecutive
operable patients followed at the Instituto Nazionale Tumori, Milanm,

52.9% had relapsed by 10 years (3).

1.3 Estrogen receptor protein (ERP) negative tumors appear to be more
aggressive than ERP positive 1lesions, with clinical relapses
occurring after a shorter disease-free interval (4,5,6). Whether the
presence of the steroid hormone receptor modifies the response of the
tumor to cytotoxic therapy remains unclear (7).

1.4 Preliminary results of adjuvant treatment of high~risk patients
demonstrate sn increase in the disease-free survival in both
premenopausal  (8-10) and post-menopausal patients (11-14).
Unfortunately, disease-free survival after adjuvant treatment does
not approach 100% (15). Patients who relapse have already received
several of the most active agents against breast carcinoma and
ultimately require therapy with new non-cross-reactive drugs.

1.5 The treatment of patients with an inoperable primary or metastases
remains discouraging (16). Although objective respouses to
chemotherapy vary from 40-75%Z, the median duration of response is
well under two years. Ultimately all patients relapse, and a smaller
fraction of patients respond to each subsequent treatment regimen.
More effective non-cross-reactive drugs are required.

OBJECTIVES

This protocol outlines the procedure for Phase II studies to evaluate
single or multiple agents for significant anti-tumor activity in the
treatment of inoperable, advanced or recurrent carcinoma of the breast.
Activity will be determined by the frequency of complete or partial
remission. _The duration of response, survival, and the quality of
survival will be balanced against toxicity as provided by clinical and
laboratory data.

ELIGIBILITY CRITERIA: Patients must fulfill the following criteria for
eligibility: (f.~ also section B 3.0 for eligibility criteris specific to
this protocol. Section B 3.0 supercedes A 3.0 if differences exist.)

3.1 Histologically confirmed adenocarcinoma of the breast, which
is inoperable, recurreat or metastatic.
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4.62 Cutaneous reactions to Ara-C include rash, erythro-
derma, or desquamation. Oral steroids during subse-
quent cycles may ameliorate moderate skin toxicity.
Discontinue Ara-C if desquamation or progressive
toxicity occurs despite steroid coverage.

5.0 REQUIRED OATA

6.0

5.1

5,2

Prior Day 1 of
Tests and Observatlons to Study Each Cycle
History X
Physical Examination X X
Pulse, Blood Pressure, X X
He IghtMelght/Surface Area X X
Pertormance Status X X
Tumor Maasurements X x®
Laboratory
CSC, Offferentlial, & Plateiet Count X xg
BUN, Craatinine " X X
SGOT/A Ik, Phoi /MBli11,Electrolytes Mg X X
Urlc Acid, Ca” ,PO4, Glucose X PRN
Total Proteln, Albumln X X
Urinalysis X PRN
EKG X PRN
Audiogram X PRN
Creatinine Clearance X¢ X
Staging
Chest x-ray X xe
Liver Scan xd xe
Bone Scan X xe

X2 1f accessible to physlcal examination, otherwlse obtaln every 2 cycles,
XD Weekly x 4 then d | and 14 of each cycle

X€ Creatinine clearance >60 m!/min required prior to entry,

x9 Required if either hepatomegaly or abnormal LFT's are present.

X€ [f abnormal, every two cycles during treatment,

PRN If clinlically indicated,

Modifications of this protocol: It is recognized that this protocol stipulates an Ideal
clinical design which for a number of reasons may not be approached perfectly, Patlent
compiiance, physician, and test avaltabliity, holidays, and other factors may necessitate
minor changes in schedullng, dosing, and other aspects of the protoco! which do not substan-
tially change the experimental deslgn, The conduct of the study Is under the dlrectlon of the
patient's physlclan and It Is the obllgatlon of the Study Chair and the Committee Chalr to
ascertaln whether cases have been treated In accordance with the Intent of thls protocol,
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