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Dear Ar thur :  

Bob w e l l s  has shown me a p r e p r i n t  
and Kornberg on the involvement o f  RIlA 
1413 DNA. I n  add i t i on ,  Doug Bru t l ag  t o  
Spring Harbor, and has now sent me h i s  

o f  a paper by 
polymerase i n  
d me about t h  
manuscript. 

Brut lag,  Shekman, 
the r e p l i c a t i o n  o f  
s work a t  Cold 

I f i n d  t h i s  paper very e x c i t i n g  because i t  def ines the involvement 
o f  R!!A synthesis i n  DNA r e p l i c a t i o n  ( i n i t i a t i o n ? )  i n  a very clean way; 
I expect t h a t  the study o f  the molecular bas is  o f  the coupl ing w i l l  proceed 
we l l  i n  t h i s  case. Also, I f i n d  the e x p l i c i t  statement o f  the p o s s i b i l i t y  
o f  an RNA pr imer  t o  be very cons t ruc t i ve  (;.e. t es tab le ) .  I am w r i t i n g  
because I t h i n k  t h a t  the  manuscript may not  communicate in fo rmat ion  on the  
g e n e r a l i t y  o f  the phenomenon being described. 

I n  the  i n t r o d u c t i o n  and d iscuss ion you present good reasons f o r  
s tudy inq the  p o s s i b i l i t y  o f  an RNA pr imer ;  however, the  average reader 
may not  be aware t h a t  the  involvement o f  RNA synthes is  i n  the  i n i t i a t i o n  
o f  DNA r e p l i c a t i o n  has been stud ied ex tens i ve l y  i n  A (mainly by us) and 
has been suggested f o r  E .  - c o l i  by Lark (1969 review). I n  the  case of A ,  
the  evidence extends t o t h e  p o i n t  imp1 i c a t i n g  i n i t i a t i o n  ra the r  than the  
movement o f  r e p l i c a t i o n  fo rks .  Fur ther ,  i t  i s  found t h a t  the  t r a n s c r i p t i o n  
necessary f o r  i n i t i a t i o n  must l i e  near the o r i g i n  o f  r e p l i c a t i o n .  F i n a l l y  
(as i s  now i m p l i c i t  i n  the  c l a s s i c a l  experiment o f  Rene Thomas and 
E l izabeth  Ber tan i ) ,  t he  t r a n s c r i p t i o n  which ac t i va tes  i n i t i a t i o n  of h 
r e p l i c a t i o n  i s  subject  t o  repress ion -- a f a c t  which you can see has broad 
b i o l o g i c a l  import.  

I enclose our publ ished work on the  A case so t h a t  you can evaluate 
t h i s  po in t .  A s  I s ta ted  a t  the ou tse t ,  I f i n d  your manuscript t o  be a 
va luable breakthrough i n  these s tud ies,  and i n  r a i s i n g  t h i s  p o i n t  I do 
no t  in tend t o  d e t r a c t  f r o m  i t s  value. 

S incere ly ,  

W i l l i am F. Dove 

WFD/cw 


