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Dear i’eter: 

The re  see 1 t o  be three d i  q t i n c t  q u e s t i o n s  about  t h e  noi?cnclnture  p r o p o s a l  t h p t  
need tc :  bc ag reed  ripon: t h e  s c i e n t i f i c  q u e s t i o n ,  o f  how the i n s e r t e d  s e q u e n c e s  
a r e  t o  be o p e r a t i o n a l l y  dcfined; t h e  l e x i c a l  ~ u ~ ~ s t i c ~ n ,  of lshich names w i l l  bc 
c lcarcs t  awl e a s i e s t  t o  URC; and t h e  p o l i t i c a l  q u e s t i o n ,  of who i s  t o  d o  t h e  
iim i 11:; . 

cnt i f i c  q i i z q t i o n ,  r a i s e d  by scvcr,tl “ p u r i s t s ” ,  i s  whether  one can 
d e f i q , .  ‘1 gcne as , I  n i i c 1 r . i ~  a c i d  scquencr  cod jng  f o r  a p r o t e i n  p r o d u c t ,  and  a l l e l e s  
as  ri? 3ted o r  ho.qol ogous sequ<,nces: t l ie c l a s s i c a l  g e n e t i c i s t  \ J O i : l d  d e f i i i c  2:ci:cs 
by co. ,)I i m n n t a t i  o ,  t e s t s ,  and a1 1 e les  by s e g r e g a t i o n  tes ts .  Givcn  t h a t  nuclc- ic  
a c i d  t echno logy  i c ,  now s o  iuich no t ’ ?  powerful t h a n  c l a s s i c a l  i iet ics,  b o t h  f o r  
v i r a l  genes and cvvn n3re s o ,  f o r  ce l lu l a r  genes, i t  scci’is LlcTnr t h a t  c lass ica l  
c l e € i n i t j  ons can no long ,> r  be rezarcled a:; n e c e s s a r y  o r  s o l e  c r i t e r i a .  Ilowever 
one w i l l  1 1 2 ~ 2  t o  be c a r  E111 abou t  h o . ~  t? ic  sequences a r e  defined. The r e v i s e d  
Co€€in-Varmus maniiscr i p t  cover:; t he  most i m p o r t a n t  p o i n t s ,  i n  p a r t i c u l a r  t h a t  
viriis-rr.1 ~ t e +  seqti’nc‘rs s u r h  ;I$ t h e  r a t  305 sequences  i n  KiSV and  t h e  x e n o t r o p i c  
PfuLV sequenLes i n  SFEV s l i o ~ ~ 1  ct not be incli i : icd a s  cel l u l a r  i n s c x i  t 5 ,  and t h a t  
i i i d ~ ~ p e n d e i i t l y  expressed s c q u e a c c s  s1;ould be d i s t i n g u i s h e d  ( e  .g.  c r b - a ,  -- erb-b)  . 
One prGblem which i s  n o t  e x p l i c i t l y  d j  scu:;sed i s  how d i s t a n t l y  r c l a t r d  
sequences  f 3 - 0 0 1  d i s t i n L t  s p e c i e s  ( e . g . ,  fps and __ fes) s l ~ o u l r ?  h,. t r e a t e d ;  I w o u l d  
f < l V O J -  k e e p i n g  the,?  d i s t i n c t .  F u t u r e  11’-oblems which nay  a r i se  i n c l  tide how onr% 
i s  t o  d e f i n e  and r e f e r  t o  s p a c e r  a n d l o r  i n t e r v e n i n g  sequences i n  c e l l u l a r  genes; 
o r  r e a r r a n g e m e n t s ;  o r  pene f n n i l i e s ;  o r  seqwnc.es  d i r e c t l y  i s o l a t e d  f r o n  t h e  
c e l l u l a r  genolw by c lo : l iug ,  r,J.ther t h a n  a s  i n s e r t s  i n t o  a v i r a l  genomr: 
p r o b a b l y  one shou ld  p o s t p o n c  c o n s i d e r a t i o n  of tliese q u e s t i o n s  u n t i l  th( .  occasion 
a r i s e s .  

As f a r  as  the  nanics themse lves  a r e  conce rned ,  t h e  Cof fin-Varmus p r o p o s a l  s t i l l  
seems p r e f e r a b l e  t o  e i t h e r  t h e  Duesb or  t h e  Robirison p r o p o s a l s .  The Duesberg 
p r o p o s a l ,  t o  name t h e  onc g e n e s  by t h e  i n i t i a l s  of t h e  p r o t o t y p e  v i r u s ,  i s  
l i k e l y  t o  l e a d  t o  c o n f u s i o n  between v i r u s  and scquerlce, s ince i t  depends s o l c l y  
on t h e  d i f r e r e n c t .  between upper  and lower  cases t o  d j  s t i n g i i i s h  the t w o  ( e . g . ,  
AEV/aev) ; t h i s  t.rould c e r t a i n !  y l ead  Lo c o n f u s i o n  i n  c o n v e r s a t i o n  and p r o b a b l y  
even in p r i n t .  1 t h i n k  i t  i s  b e t t e r  t o  g i v e  d i f f e r e n t  naines t o  v i r u s  and gcnr’. 
The Robinson p r o p o s a l  s t r i k e s  rie as  t o o  cumbersome f o r  p r a c t i c a l  u s e ,  and t h e  

~ 



-2- 

Eest r e g a r d s ,  

Yours ,  

G.  S t even  Tlni-t i n  

GS?I: t ta--0 


