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has f a i l e d  t o  document enhanced t o x i c i t y  of these  agen t s .  

NAVl.954476.004 

2.0 OBJECTIVES OF R E  STUDY 

2 . 1  To determine t h e  t o x i c i t y  of adding a calcium channel  b l o c k e r  t o  

t h e  c i s  P l a t i n  and 5 - F l u o r o u r a c i l  regimen. 

2.2 To determine t h e  response r a t e  o f  p a t i e n t s  v i t h  c o l o r e c t a l  cance r  

t o  a regimen cons i - s t ing  of  c i s  P l a t i n  and 5 -F luorourac i l  and the 

calcium channel  b l o c k e r  d i l t i a z e m .  

3.0 d€LECTION OF PATIENT 

3 . 1  Z l i s i b i l i t y  

P a t i e n t s  v i t h  advanced c o l o r e c t a l  cancer  t h a t  is i n c u r a b l e  b y  

s u r % e r y ,  r a d i a t i o n  or chenotherapy  

3 . 2  Entrance requi rements  

a .  Yeasurable  d i s e a s e  b y  routine r a d i o l o g i c  s t u d i e s  o r  p h y s i c a l  

examinat ion 

b .  ECOC performance of  0-2 

c .  Est imated s v r v i v a l  o €  a t  l e a s t  3 months 

J .  Xeaoglobin - >9.0, FBC - >4,000, p l a t e l e t  count - >100,000, C r  c l  

- ? & O n 1  /ruin 

e .  A b i l i t y  t o  give informed consen t  



3.3 Exclusions 

a .  Prior hircoty of congartfvt heart failure or cardiac rrrhythmtaa 
_c 

J b. Concomitent treatment vi-th Beta blockers or digoxin ' 

c. EKG findings conaistant-vith Cirat ,  eecond or third degree heart 

block or sinus bradycardia (HR < 6 0 )  

d .  

e .  

Left ventricular ejection fraction 9 5 %  

P r i o r  treatment vith hrdiamycin at a dose L350mg/m2 
Y 

f. 

g. Chemotherapy administration vithin 4 veeks of treatment ( 6  weeks' 

Prior history of renal disease (serum c t  22.0) 

f o r  nitrosourea) 

h. Radiation therapy aaministercd to a signal lesion within 6 weeks 

of treatment 

3 . 4  Pre-Treatment Testing 
\ 

Prior to entering the study, a l l  patients vi11 undergo physical 

examination, C B C / D i * f f / P l t s . ,  SMA 6-12, appropriate radiographic 

study of s ignal  lesion(s) (CXR, CT scan etc), EKG, MUGA scan, Cr C1, 

and CEA 

4 . 0  D E T A I L E D  D E S C R I P T I O N  OF STUDY 

Patients entered on protocol vi11 begin taking Di l t lazem 2 days 

p r i o r  to admission to allow for adequate levels at the start of chemotherapy. 

The initial starting dose vi11 be 3Omg by mouth every 6 hours.  This 

dose will be escalated by 3Omg in sequential sets of 5 patients assuming 

no untoward effects are noted at the previous dose l e v e l .  A maximum 

dose  o f  9Omq b y  mouth every 6 hours will be attempted. Dilciarem will 

"v be continued at the same dose until 2 4 O  after completion of chemotherapy. 

-. 


