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Dear Bob: 

I enjoyed your r e c e n t  v i s i t  h e r e  and t h i n k  ou r  symposium was a g r e a t  h i t .  
S ince  your depa r tu re  I ' v e  had many conve r sa t ions  about  t h e  r e c e n t  work on com- 
plementat ion a s s a y s  i n  your  l ab ,  and w e  have g iven  some s e r i o u s  thought  t o  t h e  
k inds  o f  t h i n g s  w e  should  send t o  you. 
firm dec i s ion  about  some o f  t h e s e  r e a g e n t s  may reflect a misguided ambi t ion  on 
t h e  pa r t  o f  some o f  u s  h e r e  t o  c o n s i d e r  s e t t i n g  up t h e  complementation a s s a y  t o  
e x p l o i t  some o f  t h e  more s p e c i a l i z e d  r e a g e n t s  w e  have on hand. Furthermore,  
some of these r e a g e n t s  were made a t  some c o n s i d e r a b l e  e f f o r t  and r e p r e s e n t  
unique materials y e t  t o  be f u l l y  r e p o r t e d .  L e t  me run down the  list and perhaps 
we can t a l k  on t h e  te lephone  a b o u t  your  f e e l i n g s  about  each o f  these items. 

P a r t  of t h e  d i f f i c u l t y  i n  coming t o  a 

( 1 )  I have t a l k e d  t o  Roe1 i n  Amsterdam and he i n t e n d s  to  attempt t o  t r y  
t r ans fo rma t ion  a s s a y s  w i t h  new c l o n e s  o f  t h e  E - 1  l o c u s  l i n k e d  t o  p r o v i r u s e s  

, more a p p r o p r i a t e l y  pos i t i oned  i n  t he  z - 1  l o c u s  than i n  t h e  c lones  c u r r e n t l y  
. ' \ a v a i l a b l e .  I b e l i e v e  a p p r o p r i a t e  c l o n e s  could be Made from t h e  a v a i l a b l e  ma- 

te r ia l s  s imply by adding  r e t r o v i r a l  or SV40 r e g u l a t o r y  r eg ions  t o  c l o n e s  t h a t  t ,  

c o n t a i n  what we b e l i e v e  t o  be t h e  e n t i r e  - i n t - 1  t r a n s c r i p t i o n a l  u n i t .  I would be 
w i l l i n g  t o  cons ide r  making these here. A l t e r n a t i v e l y ,  w e  would be happy t o  send  
t h e  w-1 lambda c l o n e s  from the  normal mouse l i b r a r y .  These would probably  n o t  
be expressed un le s s  a promoter o r  enhancer  were in t roduced .  

f2 f  We have, as 1 mentioned, plasmids i n  which t h e  v-E gene is  under t h e  
c o n t r o l  of the MMTV LTR. These plasmids c o n t a i n  enhancer  sequences and t h e  con- 
s t i t u t i v e  l e v e l  is  s u f f i c i e n t l y  h igh  i n  most of o u r  t ransformed cells t o  cause  
morphological t r ans fo rma t ion  wi thou t  anchorage independence. These c l o n e s  un- 
dergo 4- t o  5-fold induc t ion  o f  i n  t he  presence  o f  dexamethasone r e s u l t i n g  
i n  anchorage independence. 
er sequences of E and are l i k e l y  t o  have lower c o n s t i t u t i v e  l e v e l s  of expres-  
s i o n ,  bu t  t h e s e  have not  y e t  been tested d i r e c t l y .  As you know, we have y e t  t o  
d e s c r i b e  t h e  c o n s t r u c t i o n  of t h e  dexamethasone-regulated v i r a l  gene,  b u t  we 
would c e r t a i n l y  be w i l l i n g  t o  d i s c u s s  f u r t h e r  t h e  p o s s i b i l i t y  of sending  you ei- 
t h e r  of t h e  two descr ibed  plasmids.  

We have also made s i m i l a r  plasmids t h a t  lack enhanc- 

( 3 )  A s  you know, Richard Pa rke r  has e-= under the c o n t r o l  o f  SV40, 
r e s u l t i n g  i n  e f f i c i e n t  expres s ion .  H e  is mul l ing  o v e r  t h e  q u e s t i o n  o f  whether 
he would l i k e  t o  cons ide r  s e t t i n g  up t h i s  kind of a s say  when he a r r i v e s  a t  
Columbia, o r  whether he should  offer you that  reagent .  
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( 4 )  We have a p o t e n t i a l l y  i n t e r e s t i n g  c-myc c l o n e  that you might want t o  
c o n s i d e r  for f u r t h e r  testing. 
gene i n  a l o c u s  c o n t a i n i n g  a p r o v i r u s  p o s i t i o n e d  backwards and upstream, and has  
found that somatic mutat ions must have occurred  i n  t h e  coding sequence because a - Sac I s i te  has  been altered i n  a n  a l l e l e  which c o n t a i n s  t h e  Sac I s i te  i n  t h e  
germ l i n e  of t h e  same animal.  It might be worthwhile t o  c o n s i d e r  t e s t i n g  t h e  
l o c u s  cloned f r o m  t h i s  tumor w i t h  and w i t h o u t  the  s u b s t i t u t i o n  of an u n a l t e r e d  
c-Q coding domain. 

Dave Westaway has  sequenced p a r t  of t h e  c-Q 

(5) L a s t l y ,  I ga ther  from c o n v e r s a t i o n s  w i t h  Manfred that he is p r e p a r i n g  
t o  send you a c lone  of  the  N-E gene,  t he  =-related gene t h a t  is a m p l i f i e d  i n  
neuroblastomas. 

I hope t h i s  i s n ' t  a l l  too complicated, and t h a t  we can soon have some use- 
f u l  materials flowing i n  your d i r e c t i o n .  1'11 be o u t  of town n e x t  week, b u t  
perhaps you can g ive  me a ca l l  t h e  week of t h e  27th  t o  d i s c u s s  these t h i n g s  
f u r t h e r .  

I no te ,  by the  way, t h a t  you w i l l  be c o i n c i d e n t  w i t h  me i n  P a r i s .  L e t  me 
recommend Hote l  Saint-Simon, 14, r u e  de Saint-Simon. 1'11 be s t a y i n g  there from 
t h e  7 t h  t o  t he  10th o f  September and, as you know, my taste i n  ho te l s  i s  i n -  
d i s p u t a b l e .  

Look forward t o  s e e i n g  you soon, 

Harold E. Varmus, M.D. 
P r o f e s s o r  

HEV/ j m  


