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D r .  Joshua Lederberg, President 
The Rockefeller University 

Dear Josh, 

I n  answer t o  your Menx> of Apri 

t ha t  carcinogens preferen t ia l ly  damage DXA i n  t h e  extended state, as 

i n  the  spacer regions between nucleosmes. 

t h i s  is sumnarized b r i e f ly  i n  a recent  review (copy enclosed: pp. 523- 

Sane of the  evidence for 

526) .  There is good evidence tha t  t h e  t ranscr ip t iona l ly  ac t ive  regions 

of chranatin i n  eukaryotic cells exist i n  an  extended configuration, 
.-. .- - 

and are therefore  mre prone t o  damage by alkylat ing carcinogens. 

This is especial ly  t r u e  f o r  t h e  ribosctnal genes, i n  which the IXA is 

nearly f u l l y  extended; t h e  work of Fahy and F-y ( r ep r in t  enclosed) 

shows the r l X A  t o  be especial ly  vulnerable t o  a var ie ty  of carcinogens. 

There is scme disagreement m n g  workers in the  f i e l d  on t h e  changes i n  

d i s t r ibu t ion  of INA damage as a function of time a f t e r  exposure to  the 
* .  

carcincgen, but many ulorkers have observed t h e  type of i n i t i a l  distri- 

bution described, f o r  example, by Jahn and Litman ( r ep r in t  enclosed). 

It g e t s  more canplicated when one analyzes DNA r epa i r  processes and 

m u s t  consider d i s t r ibu t ions  'of endonucleases , r epa i r  enzymes and poly- 

ADP-ribosylated proteins  

d i f f e ren t  regions of the 

-9% 

(which appear to  act as s igna ls  f o r  r epa i r )  i n  

chranat in .  

With warm regards, 

I 
\ i k e  

Vincent G. Allfrey 
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