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1.0 INTRODUCTION 

1.1 Adenocarcinoma of the  b reas t  remains an important medical problem i n  
the United S t a t e s ,  with no s i g n i f i c a n t  change i n  the death r e t e  per 
100,000 wmen s i n c e  1930 (1 ) .  :.pproxirnately 27% of a l l  cancer8 i n  
women (excluding basa l  ce l l  carcinoma8 of the skin and 
carcinoma-in-situ of the  ce rv ix )  a r i s e  i n  the b r e a s t  (1). 

1.2 The results of s u r g i c a l  treatment of loca l ized  carcinoma of t h e  
breast remain unsa t i s f ac to ry ,  with a recurrence rate of up to  90% i n  
pa t i en t s  with >4 p o s i t i v e  a x i l l a r y  nodes and a 10 year disease-free 
surv iva l  of only 76% f o r  Stage I d i sease  (2 ) .  Of 716 consecutive 
operable p a t i e n t s  followed a t  t he  I n s t i t u t o  Nazionale Tumori, Milan, 
52 .9% had relapsed by 10 years  ( 3 ) .  

1.3 Estrogen receptor  p ro te in  (ERP) negat ive tumors appear t o  be more 
aggressive than ERP p o s i t i v e  l e s ions ,  with c l i n i c a l  re lapses  
occurring a f t e r  a s h o r t e r  disease-free i n t e r v a l  ( 4 , 5 , 6 ) .  Whether the  
presence of the  s t e r o i d  hormone receptor  modif ies  the response of t h e  
tumor t o  cy to toxic  therapy remains unclear  (7 ) .  
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1.4  Preliminary r e s u l t s  of adjuvant treatment of high-r isk pa t i en t s  
demonstrate an increase  i n  the  disease-free s u r v i v a l  i n  both 
premenopausal (8-10) and post-menopausal p a t i e n t s  (11-14). 
Unfortunately,  d i sease- f ree  surv iva l  a f t e r  adjuvant treatment does 
not approach 100% ( 1 5 ) .  Pa t i en t s  who re lapse  have a l r eady  received 
severa l  of  t he  most a c t i v e  agents  aga ins t  b r e a s t  carcinoma and 
u l t ima te ly  r equ i r e  therapy wi th  new non-cross-reactive drugs. 

1 . 5  The treatment of p a t i e n t s  with an inoperable primary or metastases 
remains discouraging (16). Although o b j e c t i v e  respouses t o  
chemotherapy vary  from 40-75%, the median dura t ion  of response is 
w e l l  under two years .  Ultimately a l l  p a t i e n t s  r e l a p s e ,  and a smaller 
f r a c t i o n  of p a t i e n t s  respond to each subsequent treatment regimen. 
Nore e f f e c t i v e  non-cross-reactive drugs a r e  required.  

2.0 OBJBCTIVES 

This protocol  o u t l i n e s  the  procedure f o r  Phase I1 s t u d i e s  t o  eva lua te  
s ing le  or mult ip le  agents  for  s i g n i f i c a n t  anti-tumor a c t i v i t y  i n  the 
treatment of inoperable ,  advanced o r  recur ren t  carcinoma of the breas t .  
Act iv i ty  w i l l  be determined by the frequency of complete or partial 
remission. ,The dura t ion  of response,  su rv iva l ,  and the  qua l i t y  of 
surv iva l  w i l l  be balanced aga ins t  t o x i c i t y  a s  provided by c l i n i c a l  and 
1 abo r a  to ry  d a t a .  

3.0 ELIGIBILSTP CRITERIA: P a t i e n t s  m u s t  f u l f i l l  the following c r i t e r i a  for 
( d e . ?  also s e c t i o n  B 3.0 f o r  e l i g i b i l i t y  criteria rpecific to e l i g i b i l i t y :  

t h i s  protocol .  Sec t ion  B 3.0 supercede8 A 3.0 i f  difference.  exist.) 

3.1 EListoLogically conf irmed adenocarcinoma of t h e  b rea r t  , rkicb 
is inoperable,  r ecu r ren t  or metastatic. 
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4.62 Cutaneous reactions to Ara-C include rash, crythro- 
derma, or desquamation. Oral steroids during subse-  
quent cycles may ameliorate moderate s k i n  toxicity. 
Discontinue Ara-C if desquamation or progressive 
toxicity occurs despite steroid coverage. 

5.0 REQUIRED MTA 

5.1 

5.2 

Tests and Observations 

H 1 s t o r y  
Ph ys 1 ca I Exam I n a t  I on 

Pu Ise, Blood Pressure, 
He Ight f ie I ghtf iur face Area 
Perfortrance S t d t u S  
Tumor M oar- ur  emen t s  

La bora t o r t  

CSC, D l f f e r e n t l a l ,  d P l s t e l e t  Count 
BUh. Cras t ln lne  
SGOTIAIk. ?hoS1/81 I1,Electrolytes Mg++ 
Ur l c  Acld, Ca ,Pod, Glucose 
Tota l  Proteln, Albumln 
U r l n a l p l s  
EKG 
Audl ogram 
Crea t I n 1 ne C I ear ance 

S t a g l n q  

Chest x-ray 
L l v e r  Scan 
Bone Scan 

- 

P r  lor Day 1 of 
t o  Study Each Cycle 

X 
X 
X 
X 
X a  

X X b  
X X b  
X X 
X PRN 
X X 
X PRN 
X PRN 
X PRN 
XC X 

X 

X 
Xd 

X e  
X" 
xe 

Xa I f  x c e s s l b t e  t o  physical  examlnatlon, otherwise ob ta in  every 2 cycles. 
Xb Weekly x 4 then d 1 and 14 of each cyc le  
X C  Creatinine clearance 3 ml/min requ i red  p r l o r  t o  entry. 
Xd Required I f  e l t h e r  hepatomegaly or abnormal LFT's a re  present. 
Xe I f  abnormal, every two cycles dur lng  treatment. 

Madlflcatlons of thls protocol: I t  Is recognlred t h a t  t h l s  p ro toco l  s t l pu la tes  an Ideal 
c l l n i c a l  design whlch fo r  a number of reasons may no t  be approached perfect ly.  P a t l e n t  
ccnnpl lance, physician, and t e s t  aval lab1 I l ty ,  hot Idays, and other fac to rs  my necess i ta te  
mlnor changes In scheduling, doslng, and other aspects of the pro toco l  whlch do no t  substan- 
t l a l l y  change the  experimental deslgn. The conduct of the study Is under the  d l r e c t l o n  of the  
pa t l en t ' s  physlclan and It I s  the  o b l l g a t l o n  of the Study Chair and the Cunmittee Chalr  to 
ascer ta ln  whether cases have been t rea ted  In accordance w l th  the In ten t  of t h l s  protocol. 

FRN I f  c l l n l c a l  l y  Indlcated. 
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