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September 3, 1974 

D r .  Lui r  M. de l a  Ma- 
Dep8rtment of Laboratory Medicine and Pa thology 
Unfversity of Minnesota 
Box 198, Way0 Memorial Building 
Minneapolis, Minnesota 554S5 

Dear Dr. de l a  mza, 

I have j u s t  received and read your (our) manuscript and i n  general  I think 
i t  makes 8 nice  s to ry .  
a note to Virology, o r ,  a s  you suggert ,  ar a r h o r t  paper to al. 
could a l m  be a l e t te r  t o  Nature. 

I have three  criticisms of the  paper. (1) I think s l i g h t l y  more experimental 
d e t a i l  should be provided i n  p laces  I have noted i n  the  manuscript. 
information about the f r ac t iona t ion  f a  required.  A Table along the  l i n e s  of 
the one I have suggested (see ms.) would he lp  ruimwrise the data ava i l ab le ;  
i n  add i t ion ,  i t  would be he lp fu l  to the reader t o  know how much of th DNA 

What wae the composition of the intermediate fractions? Was the f r ac t iona t ion  
done severa l  times? Was the  ex ten t  of f r ac t iona t ion  reproducible? I am 
troubled by the r a t h e r  poor f r ac t iona t ion  of the  heterochromatin i n  the 
trrnrformed and r eve r t an t  M. a g r e s t i r .  
f r a c t i o n s  are (presumably, un less  you have evidence to  the contrary) 
euchranatin,  I don't see why come v i ra l  sequencer are not de t ec t ab le  i n  those 
f r ac t ions .  I think the conclusions you draw ( a )  about a "preferen t ia l"  
i n t e g r a t i o n  o i t a  and (b) about the l ike l ihood of "post- t ranscr ip t iona l"  
cont ro l  are completely unwarranted. 
i n  the cells  descended franr only hso i n fec t ed  cells - l . e . ,  the  3T3 c e l l s  
o r i g i n a l l y  in fec t ed  with 877 and the M. a g r e o t i s  cel l  o r i g i n a l l y  transformed 
by B77 ( the  rever tan t  cells  baing daughters of t h i s  cell) .  Hence wa have 
looked only a t  two i n t e g r a t i o n  w a n t s  (unless one prerunes tha t  v i r a l  DNA 
can be excised end r e in t eg ra t ed ,  a hgpotheais f o r  which there  i a  no ev idencd  
and i t  happens t h a t  both events  occurred i n  euchroraetifj f r a c t i o n s .  That does 
not cncludhathe pos s i b i l i t y  t h a t  the  event is randam. 
could come from looking a t  many clonee, o r  a t  D M  from mass c u l t u r e s  of 
acute ly- infec ted  cells  i n  which a €erg@ f r a c t i o n  of the  cells have acquired 
v i r a l  I N A .  (b) There i r  no evidence here to aubetan t ia te  the assumption 
tha t  t he  e i t e  of i n t e g r a t i o n  determines t r ansc r ip t ion  and that therefore  
v i r u s  exprersion must be regulated e t  a pos t - t r ansc r ip t iona l  level. 

It would seem appropr ia te  to me t o  submit i t  a s  
It 

(2) Wore 

ended up i n  each of the  f r a c t i o n s  ( i n c b d i n g  the intermediate f r a c t i o  s 
Since a n r b o u n t i a l  po r t ion  of these 

(3) 

( a )  Viral DNA ha6 been found i n  euchromatin 

An aarwer t o  that 

On the 



cont rary ,  i n  our s t u d i e s  of the r eve r t an t s  derived from RSV- tranaformed 
h a t e r  c e l l a  (aee the enclored p r e p r i n t ,  I n  pram I n  Viroloap), the 
reverted cells have lower concentrat ions of v i r a l  RNA. 
be t rue  t h a t  In the hamrter or the Wlcrotua cells t h a t  pos t - t r ansc r ip t iona l  
f a c t o r s  may be operat ive.  But I don’t want t o  r ign  my nsme to t h e  proposal 
without r o m e  evidence for i t .  

It may of course 

Thanks f o r  sending thi8 t o  me, and plea- l e t  uta roe the  f i n a l  vers ion  before  
i t  i o  submitted f o r  publ icat ion.  

Yours, 

Harold E. V8rmu8, H.D. 
Aarociate Professor  of Microbiology 

W%V:js 
encl . 


