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1 .  TTTLE:  E v a l u a t i o n  of t h e  L-17M F r o t o c o l  i n  t h e  
Management  of P a t i e n t s  w i t h  L y m p h o b l a s t i c  Lymphoma, P h a s e  
1 1 ,  P i l o t  

2 .  BACKGROUND: L y ~ ~ i p h ~ b l ~ s t i c  lyinphoma ( L L )  is  a d i s t i n c t  
s u b g r o u p  among d i f f u s e  p o o r l y  d i f f e r e n t i a t e d  l y m p h o c y t i c  
l ymphomas .  C l i n i c a i  f e a t u r e s  o f  t h e  d i s e a s e  i n c l u d e :  1)  
f r e q u e n t  o c c u r r e n c e  i n  c h i l d r e n  a n d  a d o l e s c e n t s ,  2 )  
p r e s e n t a t i o n  w i t h  a m e d i a s t i n a l  m a s s  i n  a b o u t  50% of  c a s e s ,  
3 )  p r e s e n t a t i o n  w i t h  e x t r a n o d a l  d i s e a s e  i n  t h e  a b s e n c e  o f  a 
m e d i a s t i n a l  m a s s  i n  a b o u t  58X of c a s e s ,  4) h i g h  i n c i d e n c e  of 
b o n e  m a r r o w  a n d  p e r i p h e r a l  b l o o d  i n v o l v e m e n t ,  5) c l e a r l y  
r e c o g n i z a b l e  i m m a t u r i t y  of t h e  n e o p l a s t i c  c e l l s ,  6 )  
i n c r e a s e d  i n c i d e n c e  i n  males r e l a t i v e  t o  f e m a l e s ,  7 )  t h e  
p r e s e n c e  o f  T c e l l  m a r k e r s  on  t h e  m a l i g n a n t  l y m p h o c y t e s .  

' The  d i s t i n c t i o n  b e t w e e n  LL a a n c i  T c e l l  acu te  l y m p h o c y t i c  
l e u k e m i a  (T-ALL) i s  o f t e n  d i f f i c u l t  t o  d e t e r m i n e .  
C l i n i c a l l y .  t h e  two d i s e a s c s  are d i s t i n g u i s h e d  b y  t h e  degrBae 
of b o n e  m a r r o w  i n v o l v e m e n t  a t  t h e  t i m e  of d i a g n o s i s .  
A l t h o u g h  T-ALL a n d  LL appear t o  be o n e  d i s e a s e ,  t h e y  a r e  
d i f f e r e n t  d i s e a s e  e n t i t i e s  c o r r e s p o n d i n g  t o  m a l i g n a n t  
p r o l i f e r a t i o n  o f  in in ia ture  T l y m p h o c y t e s  a t  d i f f e r e n t  s t a g e s  
o f  m a t u r a t i o n .  
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W h i l e  t h e  p r e c i s e  p h e n o t y p i c  c h a i - a c t e z i i s t i c s  of  LL are 
unknown a n d  w h i l e  t he  c l i n i c a l  d i s t i n c t i o n  f r o m  ALL may n o t  
a l w a y s  b e  clear, i t  is: g e n e r a l l y  a c c e p t e d  t h a t ,  c o n v e n t i o n a l  
t h e r a p e u t i c  a p p r o a c h e s  u s e d  i n  o t h e r  non-Hodgk in  ' s  lymphomas 
are i n a d e q u a t e  f o r  . t h e  t r e a t m e n t  of L L .  In  a d d i t i o n ,  t h e r e  
h a s  b e e n  r e l a t i v e l y  l i t t l e  r e p o r t e d  i n  t h e  l i t e r a t u r e  
r e g a r d i n g  the t r e a t m e n t ;  of a d u l t  p a t , i e n t s  wit,h LL. 

B e c a u s e  of t h e  s i m i l a r i t y  b e t w e e n  LL a n d  ALL, a d u l t  p a t i e n t , s  
w i t h  LL h a v e  b e e n  t r e a t e d  on  v a r i o u s  ALL p r o t o c o l s  a t  
Memorial  S l o a n  I i c t t e I - i n g  C a n c e r  1 n s t i . t i i t e  (MSKCC)  . A 1  1 
p a t i e n t s  w e r e  p r e v i o u s l y  i - i r i t r ~ ~ a t , e d  a n d ,  f o r  t h e  p u r p o s e  o f  
a n a l y s i s ,  were d i v i d e d  in l ,o  l e u k e m i c  and n o n - l e u k e m i c  
subg : -oups .  The  c o m p o s i  {;e C!3 ratas fez- the  n o n - l e u k e m i c  a n d  
l e u k e m i c  LL p a t i e n t s  on a l l  p r o t o c o l s  w e r e  80% a n d  77X 
r e s p e c t i v e l y .  W h i l e  t h e r e  w a s  no  d i f f e r e n c e  i n  CE b e t w e e n  
t h e  e a r l i e r  V S .  t h e  l a t e r  p r c , - t o c o l . s ,  t h e r e  w a s  a n  
i m p r o v e m e n t  i n  o v e r a l l  s u r v i v a l  when p a t i e n t s  on  t h e  e a l - l y  

'Y v s .  t h e  l a t e r  p r o t o c o l s  w e r e  c o m p a r e d .  



MSICCC protocols have been used extensively by the Sout,hwest, 
Oncology Group niembers in t he  treatment of adult patients 
with acute lyniyhoblastic leukemia. Because of t,he results 
obtained at, MSKCC in the treatment of LL and because of 
SWOG's familiarity with these protocols, the L17M protocol 
will be used in this Phase I 1  study. 
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The objectives of this study are: 11 to assess the response 
rate and response duration o f  LL treated with the L-17M 
protocol; 2 )  to assess the qualitative and quantitative 
toxicities of the L-17M protocol administered in a Phase I1 
study; 3 )  to a s s e s s  the immunophenotypic characteristics of 
adult lymphoblastic lymphoma. 

3 .  BIBLIOGRAPHY: The bibliography for the studies sited as 
well as for the entire p~otocol is found in Section 18.U on 
page 4 0  of the protocol. 

4. TECHNICAL APPROACH: Eligible patients will be thoso with 
biopsy proven lymphoblastic lymphoma. Patients cannot have 
received prior chemotherapy or radiation. All patients must 
have a performance status of 8 - 2  and adequate renal and 
hepatic function. Patients must be 15 years of age or 
older. Fakients cannot; have a histoi-y of impaired cardiac 
status. Patients with AIDS or H I V  associated complex are 

in this study. Patients of reproductive potential must 
agree to use effective c0nt;raception. No prior malignancy 
is allowed except for adequately treated basal or squamous 
cell skin cancel-, i n  situ cervical cancer or other cancer 
for which the patient has been disease-frsee for five years. 

'U ineligible. Pregnant or lactating women may nor participate 

The t,reat,nienI, p l a n  is q u i t e  Pstensive. All patients will 
1-eceive the same inducttion and therapy. If patients remain 
eligible, they will a l s o  xteceive consolidation and 
ma.intenance therapy. T a b l e s  suiiiniarieing induction, 
c o n ~ o l  idation and maint,enarii-e treatment plans are a t t a c h e d  
at the end of this summary. 

5. EQUIPMENT Conventional laboratory and clinical equipment, 
and drugs will he utilized. 

6. INVESTIGATIONAL, SCHEDULE: This study will begin as soon 
as approved by the I R B  and signed by the Commander. A total 
of 50 eligible patients will be accrued to this study, at 
which time accrual will be permanently discontinued. Fifty 
patients are sufficient to estimate the complete response . 

probability or the probability of a particular toxicity. In 
addition, time to treatment failure and survival will be 
investisated. The Southwest Oncology Group expects to 
accrue 2 5  patients per year based on previous studies. 
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*- 7 .  EXPERIMENTAL SUBJECTS : Coiiipl iance with Ail- Force 
Regulation 169-6 and Medical Center Regulation 169-1 will be 
carried o u t .  

8. TJSE OF DRTJGS: All F D A  and NCI requirements will be 
followed. 

9. PERSONNEL DATA: 

Principal Lt Col, USAF, MC 
Faci 1 i ty Commander: 

Investigator: 
Data Manager: 

Colonel, U S A F ,  MC 


