
L 

. ' 

.- 

November 30, 1970 

Dr. Evelp V. H c s s  
Chairman 
Faculty Coomittee on Research 
Division of Immunology 
J- 4 

UCMl.95 1214.01 51 

Dear Evelyn: 

Wnks f o r  your l e t t e r  of November 19, 1970 and I nrut again 
apologize f o r  our i n a b i l i t y  t o  meet with your connittee on 
I w m b e r  3. 

I am, however, appreciative of the s t r ingant  r equ i rmen t s  which 
a l l  human research must f u l f i l l .  I have reviewed tha protocol 
which was sent  you and I do not coruider i t  sa t i r f ac to ry l  
blush t h a t  I permitted my name t o  be rubst i tuted f o r  Ben Pried- 
man's when i t  wae sen t  up t o  you a t  your requast. It  i o  indeed 
out of date and I am current ly  rewrit ing i t  to t a l ly .  
t a k e  a couple of weeks because I am simultaaeouely preparing an 
a r t i c l e  on our improved technique f o r  marrow traruplautat ion and 
wi l l  do t h e  two concurrently. 
of a l l  pat ients  with whom I have worked s ince my a r r i v a l  her.. 
The fact that two of the first three pat ients  whom I treated 
died indicates only t h a t  I selected poor candidate8 fo r  i r r ad i -  
a t ion  whore conditio- were terminal at  the t ima  of the therapy. 
The doses given t o  each weren't su f f i c i en t  t o  account for  t h e i r  
deaths, fo r  nei ther  w i l l  c a w e  l i f e  threatening hematologic 
depression. 

I 

Thio may 

I am including the survival  rasult6 

The prorpectus which you received mentions protocols A and b 
which I w i l l  t r y  to  dig o u t  of Gene Saenger'e old f i l e r .  
uncertain as t o  what thcy are. 

I'm 
Protocol C l e  yours, of courao. 

Tumor pa l l i a t ion  is t o  be masured by constructing life t a b l u  
t o  compare the per  cent of those a t  r i s k  surviving each par 
v i t h  available da t a  on untreated pat ients .  I do not f e e l  that. 
w e  have enough data  t o  prepare  such tables  after ouly twu 
years of work. However, ArOQ w i l l  concur t h a t  a r t r l k h g  
number of our pa t i en t s  60 
Whether this hu baen the result of pat ient  r e l ec t ion  or our 
therapy we do not hw yet .  

a remarkably benign course. 
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The pa l l i a t ion  by bone marrow t ranrp lan t r t ion  o f  hanatopoiotic 
daprerrion induced by radiat ion ir t o  be  measured by poriphetal  
blood cwnte  a8 you noted. 

Ilccaure r tor ing  bone marrow a t  low temperature decreases tho 
survival  of the ce l l a  somewhat, and because the technique8 
employed by my predecersor had given no clear evidanco of 
r u c c e a r r f u l ~ ? m ~ u  t r amplan t ,  I have elected 
marrm a t  th i8  t h e ,  
general  anerthesia,  and when the  pa t i en t  i r  avakc the radio- 
therapy l e  given; then about four hour8 a f t e r  the marrow i r  
removed it i e  reinfueed intravenously. 
cell survival  and heme optimum c l i n i c a l  resu l t s .  Harrow I s  
given the ram0 day a s  the i r r ad ia t ion  rather  than waiting until 
t h e  blood counts have dropped. 
d i f f e ren t i a t e  na tura l  marrow recovery from the e f fec t  of t h e  
g r a f t  . 
The psychological problem of pa t ien ts  i n  Life Islands are 
w e l l  known t o  both of us. We a re  e t i l l  planning t o  obtain a 
laminar flow uni t  a t  eom8 time In the fu ture  but t h i r  is  not 
ava i lab le  at t h i s  t i m e .  

t o  s tore  bone 
Marrow I s  removed from the patient undnr 

This give6 tu optimum 

I f  one walte, then oae can not 

There a re  no risks of c l i n i c a l l y  o r  pathologically e igni f icant  
pulmonary emboli with the techni,ueo used. In fac t ,  in Ben 
Fhlrdman'e protocol which you now have he notes on page 7 
t ha t  the three pa t ien ts  t o  whom unf i l te red  marrow vae given 
intravenously had been studied poet mrtem short ly  a f t e r  the 
infusion by Drs. Gall and Yamachuchi. According t o  h i e  report ,  
"no evidence of pulmonary embolt, pulmonary infarct ion o r  
other  disease as a result of marrow infusion was found by 
microscopic examination."" I have been obtaining electro- 
cardimgrsms, lung ecane 8nd a r t e r i a l  gaaes o n  our marrow 
tranrplant  pat ients  before and nfter infusion of the umrrov 
and there  haa never been a change. 

In pat ien ts  who have been previouely i r rad ia ted  there  i e  e m  
evidence fo r  a serum fac tor  which breaks the chrornosomer of 
normal people but the experiments showing th i s  are  flawed. 
We have done extensive ex-perimentation to  confirm these find- 
iage and have not been able t o  do so. 

I shn l l  rewrite the voluntary consexit form t o  have one f o r  
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total body radiation 8nd ono for bono rnnrrow ttaruplaat8tioa. 

Again, l o t  mo &poligiro for allowing tha old protocol to bo 
rent you. I permitted my nama to roplacm that of Ben Frlod8aa 
on what vas errsntially tho old protocol before I had had UI 
opportunity to acquaint lapaolf IU fully with tho f io ld  u I 
have oov. Tho tevi8od protocol, which rhould be dona withia 
tw webs ehould roflect 8 b i t  bottar the quality of our work. 
I r d l y  didn't underatand the thrust of your latter of Now 
a b e t  19 until  I had t o r a d  tho old protocol1 
l o t  to  bo derired. 

It  l u v w  a 

Very sioccrdp, 

Edv8rd B. Silberstain, H.D. 
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