
1 .0  BACKGROUND 

Because of p r o x i r i t y  to  t h e  s h i p y a r d s  d g r i n g  World War 11, a 
n u m b e r  of CALGB i n s t i t u t i o n s  a r e  t r e a t i n g  a r e l a t i v e l y  l a r g e  
number of p a t i e n t s .  Se r i e s  from t h e  M a s s a c h u s e t t s  G e n e r a l  
Hospital ( l ) ,  t h e  DFCI (21, and Mount S i n a i  ( 3 ) ,  h a v e  been  
r e p o r t e d  r e c e n t l y .  

The median s u r v i v a l  a f t e r  d i a g n o s i s  of p a t i e n t s  w i t h  m a l i g n a n t  
mesothe l ioma i n  most s e r i e s  r a n g e s  be tween  f i v e  and  t w e l v e  
n lonths  ( 1 - 6 ) .  Host p a t i e n t s  w i t h  mesothelioma d i e  of l oca l  
c o m p l i c a t i o n s  of p r i m a r y  d i s e a s e  and n o t  of d i s t a n t  m e t z s t a s e s ;  
t h e r e f o r e ,  a g r e a t e r  e m p h a s i s  o n  a c h i e v i n g  l oca l  c o n t r o l  seems 
i nd i c a  t e d  . 
A s m a l l  p e r c e n t a g e  of se lec ted  p a t i e n t s  a t  a number of i n s t i t u -  
t i o n s  who have  unde rgone  s u b t o t a l  s u r g i c a l  r e s e c t i o n ,  f o l l o w e d  
by r a b i o t h e r a p y  a n a  chemothe rapy ,  h a v e  a c h i e v e d  a f i v e - y e a r  
d i s e a s e - f r e e  s u r v i v a l  (7-1 0 )  . Of 6 6  p a t i e n t s  s e e n  a t  blemorial 
H o s p i t a l ,  5 4  were exalored and 3 3  r e s e c t e d  ( 2 8  pleurectomies 
and 5 p l e u r o p n e u m o n e c t o m i e s ) .  Of tne 3 3  r e s e c t e d  p a t i e n t s ,  7 
were d i s e a s e - f r e e  a t  1 7  t o  69  months ( m e d i a n  2 4 ) .  I n  a d c j i t i o n ,  
5 r e l a p s e d  b u t  s u r v i v e d  f i v e  y e a r s  or more ( 9 ) .  

I 

O f  7 1  p a t i e n t s  t r e a t e d  by r a d i c a l  e x t r a p l e u r a l  pneumonectomy by 
t h e . C h i c a g o  y r o u p ,  t h e r e  were 2 d i s e a s e - f r e e  s u r v i v o r s  a t  2 and 
4 y e a r s  ( 8 ) .  A t h i r d  s t u d y ,  f rom E n g l a n a ,  r e p o r t e d  2 9  p h t i e n t s  
r a d i c a l l y  r e s e c t e d ;  t w o  o f  t h e s e  a r e  d i s e a s e - f r e e  at 3.5 a n a  6 
y e a r s  ( 7 ) .  W h i l e  n e i t h e r  of t h e  f i r s t  two s t u d i e s  reported a n y  
o p e r a t i v e  m o r t a l i t y ,  a n  u n a c c e p t a b l e  h o s p i t a l  m o r t a l i t y  of 31% 
was o b s e r v e d  i n  t h e  t h i r d  (a  p e r c e n t a g e  which  t h e  a u t h o r s  f e l t  
c o u l d  be d e c r e a s e d  c o n s i d e r a b l y  by b e t t e r  p a t i e n t  s e l e c t i o n )  
( 7 ) .  I n  a d d i t i o n  t o  d i s e a s e - f r e e  s u r v i v o r s ,  r e s e c t i o n  r e s u l t e d  
i n  a l o n g e r  med ian  s u r v i v a l  (compared to p a t i e n t s  t r e a t e 6  w i t h  
r a d i o t h e r a p y  a n d / o r  chemothe rapy  a l o n e ) ,  and d e c r e a s e a  morbid i -  
t y  from c h e s t  p a i n  and recur ren t  p l e u r a l  e f f u s i o n s .  The mo:t  
e f f e c t i v e  t r e a t m e n t  f o r  d i f f u s e  mesothelioma h a s  n o t  b e e n  
e s t a b l i s h e d .  

ECOG, SWOG, a n d  S E C S G  a re  c u r r e n t l y  u n d e r t a k i n g  a s t u d y  o f  
p r i m a r y  r a d i o t h e r a p y ,  w i t h  p a t i e n t s  t h e n  raGdomize6 t o  r e c e i v e  
Adriamycin or n o  f u r t h e r  t h e r a p y .  Chemotherapy  of m e s o t h e l i o -  
mas h a s  been  r e v i e w e d  r e c e n t l y  by A i s n e r  ( 1 1 ) .  Adriamycir .  and  
cyc lophosphamide  a p p e a r  e f f e c t i v e  i n  a p p r o x i m a t e l y  o n e  i n  t h r e e  
p a t i e n t s  ( 2 ) ;  t h e  e f f i c a c y  of DTIC i s  b e i n g  a s s e s s e d  by t h e  
S o u t h w e s t  Onco logy  Group. The a c t i v i t y  o f  most s t a n e a r d  s i n g l e  
a g e n t s  i n  t h i s  d i s e a s e  is unknown. A c t i v e  a g e n t s  or combina-  
t i o n s  a r e  o b v i o u s l y  r e q u i r e d .  

2 . 0  OBJECTIVES: T h i s  p r o t o c o l  o u t l i n e s  t h e  p r o c e d u r e  fo r  P h a s e  I1 
s t u d i e s  t o  e v a l u a t e  t h e  e f f i c a c y  of i n t e n s i v e  t r e a t m e n t  of 
p a t i e n t s  w i t h  h i s t o l o g i c a l l y  p r o v e n  m a l i g n a n t  m e s o t h e l i o m a .  
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. c t i v i t y  w i l w e  d e t e r m i n e d  by t h e  f ic>ncy of complete or 
i , , ! r t  i a l  remis T h e  d u r a t i c n  of t - e s a s e ,  s u r v i v a l ,  and  the 
q , . ; a l i t y  of s u r v i v a l  w i l l  be b a l a n c e d  a g a i n s t  t o x i c i t y  a s  
p r o v i d e d  by c l i n i c a l  a n d  laboratory d a t a .  

3-0 ELIGIBILITY CRITERIA: P a t i e n t s  m u s t  f u l f i l l  t h e  f o l l o w i n g  
c r i t e r  i 3  for e l i g i b i l i t y :  

3 . 1  H i s t o l o g i c a l l y  c o n f  inned m a l i g n a n t  m c s o t h e l  ioma: 

n .  

Epj t h e l i a 1  , S a r c o m a t o i d ,  or Mixed. 

3.2 - M e a s u r a b l e  or E v a l u a b l e  Disease 

3 - 2 1  M e a s u r a b l e  d i s e a s e :  Any mass r e p r o d u c i b l y  
m e a s u r a b l e  i n  t w o  p e r p e n d i c u l a r  d i a m e t e r s  by X- ray ,  
n u c l e o t i d e  s c a n ,  computed  tomography,  o r  u l t r a -  
sonagram ( U S G )  . 
3.211 A p r e v i o u s l y  i r r a d i a t e d  l e s i o n  a f t e r  

documented  d i s e a s e  p r o g r e s s i o n .  

3 . 2 1 2  H e p a t i c  d i s e a s e :  A c l e a r l y  d e f i n e d  mass o n  
l i v e r  scan, v l t r a s o u n d  or c o m p u t e r i z e d  
t o m o q r a p h i c  ( C T )  scan c o n s i d e r e d  to  r e p r e s e n t  

. m e t a s t a t i c  d i s e a s e :  or h i s t o l o g i c a l l y  
documented h e p a t i c  m e t a s t a s i s  w i t h  a n  
e n l a r g e d  l i v e r  > S  cm. below t h e  c o s t a l  
margin. 

3.22 E v a l u a b l e  Disease: L e s i o n s  apDaren t  o n  c h e s t  x - r a y ,  
CT,  ar  USG which  do n o t  f i t  t h e  c r i t e r i a  for 
m e a s u r a b i l i t y .  P a t i e n t s  w i t h  b c t h  m e a s u r a b l e  and  
e v a l u a b l e  d i s e a s e  w i l l  be e v a l u a t e d  by c r i t e r i a  f o r  
measurable d i s e a s e .  

3.221 I l l - d e f i n e d  post  s u r g i c a l  mzsses, 
3.222 D i f f u s e  p a r e n c h y m a l  m a l i g n a n t  d i s e a s e ,  
3.223 One d i m e n s i o n a l  m e d i a s t i n a l  or h i l a r  

3.224 P l e u r a l  l e s i o n s  m e a s u r a b l e  i n  one d i m e n s i o n  
a d e n o p a t h y .  

o n l y  . 
3.23 P l e u r a l  or p e r i t o n e a l  e f f u s i o n s  a re  n e i t h e r  

m e a s u r a b l e  n o r  e v a l u a b l e .  

3 . 3  P e r f o r m a n c e  score 0-2 ( ( 5 0 %  of waking h o u r s  i n  b e d ) .  
Life e x p e c t a n c y  >2 months .  
A d e q u a t e  n u t r i t i o n  (>lo00 c a l ) .  

3 . 4  Prior T r e a t m e n t :  
> 2  weeks  s i n c e  s u r g e r y .  
N o  p r i o r  c h e m o t h e r a p y  
> 4  weeks  s i n c e  prior RT: 

2 wks i f  measurements  document  p r o g r e s s i o n ,  and t o x i c i t y  
r e s o l v e d  from pr ior  RT.  Detail on f l o w  sheets 
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