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CONF I DEXTIAL 

MEXO To: Mr. J .  C. Fedoruk 
' M r .  A .  P. McGuire 

FROM : W .  A .  Knapp 

There  w a s  c o n s i d e r a b l e  c o n f u s i o n  a t  t h i s  meeting 
a s  t o  agreement t o  r e t a i n  c o n f i d e n t i a l i t y  of t h e  daLa. 
When Dr. H a r r i s  a r r i v e d  i n  I t a l y ,  it w a s  d % s c o v e r e d - t h a t  
Mr. B e s t ' s  (MCA) agreement  w i t h  Mr. L i n d s e l l  (ICI, Direc to r  
of European Monomer Group) w a s  n o t  s a t i s f  a c t o r p .  Consequently,--. 
Dr. Harris was shown t h e  equipment  and g i v e n  o n l y  t h e  t e s t  
p r o t o c o l ,  n o t  t h e  r e s u l t s .  The p r o t o c o l  is a t t a c h e d .  

on c o n f i d e n t i a l i t y  ( p a r t i c u l a r l y  a s  i t  may r e l a t e  t o  
d i s c l o s u r e  r e q u i r e m e n t s  i n  Food A d d i t i v e  p e t i t i a n s )  b u t  
most t h o u g h t  d i s c l o s u r e  r e s t r i c t ions  a d e t a i l ,  d i f f i c u l t i e s  
c o n c e r n i n g  which  were v e r y  u n l i k e l y  t o  o c c u r .  A f t e r  r a t h e r  
weak r e a s s u r a n c e s ,  M r .  Don M. E l l i o t  (ICI) decided t h a t  he  

r e q u e s t e d  t h a t  no n o t e s  b e  t a k e n  (which r e q u e s t  was honored)  
so t h a t  summary of r e s u l t s  a t t a c h e d  may be s u b j e c t  t o  some 
i n a c c u r a c i e s  b u t  is g e n e r a l l y  c o r r e c t .  F u r t h e r ,  w i t h  r e s p e c t  
to c o n f i d e n t i a l i t y  of d a t a ,  i t  is r e p o r t e d  t h a t  a D r .  Capu'to" 
a t  t h e  Univ.  of F l o r e n c e  (a c o h o r t  of D r .  Vio la?)  w i l l  p r e s e n t  
a c o n t i n u a t i o n  of Dr. Viola ' s  r e s u l t s  a t  a meet ing  i n  1974 
which  w i l l  t h e r e b y  r educe  c o n f i d e n t i a l i t y  of r e s u l t s .  Ap-- 
P a r e n t l y ,  D r .  V i o l a ' s  p r e s e n t a t i o n  a t  Houston about 2 y e a r s  
ago w a s  made w i t h o u t  Solvay . ' s  p e r m i s s i o n  t h a t  Europeans a r e  
v e r y  s e n s i t i v e  abou t  d i s c l o s u r e  condi t ions .  

of tumors were formed a t  19,000 ppm and s i n g l e  tumors  a t  
c o n c e n t r a t i o n s  a s  low a s  500 and 250 pprn. I t  is t o  b e  n o t e d  
t h a t  e x p o s u r e s  were f o r  one  y e a r  and are  now comple ted  
e x c e p t  where  r e p l a c e m e n t s  were made for ea . r ly  d e a t h s .  How 
many s u c h  r e p l a c e m e n t s  were n e c e s s a r y  was ,not  c lear .  The 
f a c t  is e x p o s u r e s  have been comple ted  and an imals  a r e  now 
b e i n g  r e t a i n e d  a w a i t i n g  d e a t h  f rom wha teve r  c a u s e .  One t h i n g  
n o t  c l e a r  in t h e  p r o t o c o l  is whethe r  f o o d  ;and w a t e r  for t h e  

_ -  

At o u r  meet ing ,  a f e w  wanted l i m i t a t i o n s  p l a c e d  

- would t a k e  it upon h imsel f  t o  d i s c l o s e  what  he knew. H e  c 

The major  d i s c l o s u r e  is t h a t  s u b s t a n t i a l  numbers 

/ 
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a n i m a l s  remained i n  t h e  c a g e  d u r i n g  t h e  exposure  p e r i o d ;  the  
a n i m a l s  were a p p a r e n t l y  n o t  remcved from exposure chambers 
between e x p o s u r e s .  I t  is the  f e e l i n g  of t h e  w r i t e r  t h a t  
a b s o r p t i o n  o n  f u r  and s u b s e q u e n t  l i c k i n g  p l u s  s o l u t i o n  of 
g a s  i n  w a t e r  o r  i n  f a t  com;,onent o f  f o o d  can be t h e  g r e a t e s t  
s o u r c e  of i n t a k e  and must .,e moni tored  i f  r e s u l t s  a r e  t o  be. 
meaningfu l .  Xany q u e s t i o n 5  w i t h  r e s p e c t  t o  p r o t o c o l  and 
r e s u l t s  c o u l d  n o t  be answered.  

s u f f i c i e n t l y  d i s c o n c e r t i n g  t o  prompt immediate r e c o n s i d e r a t i o n  ' 
of t h e  U.S. I n d u s t r y  Program. A c c o r d i n g l y ,  t h e  Task Force  w a s  
t o  meet d i r e c t l y  fo l low- ing  o u r  s e s s i o n .  Among t h i n s  t o  be 
reconsidered a r e  metabol ism s t u d i e s  and t h e  epidemiology 
deleted from first program because  of c o s t .  

To t h e  most knowledgeable  p e o p l e ,  t h e  r e s u l t s  w e r e  

R e c i p i e n t s  of t h i s  memorandum a r e  reminded t h a t  
by  agreement  w i t h  the  European Group, w e  w i l l  exert eve ry  
r e a s o n a b l e  e f f o r t  t o  r e t a i n  c o n t e n t s  i n  s t r ic t  conf idence  
w i t h i n  company p e r s o n n e l .  To t h i s  end ,  i t  is r e q u e s t e d  t h a t  
d i s c l o s u r e  n o t  b e  made beyond r e c i p i e n t s  o f  t h i s  memorandum 
w i t h o u t  p r i o r  n o t i c e  t o  t h e  w r i t e r .  O n l y  t h i s  w i l l  r e a s o n a b l y  
r e t a i n  t h e  s tr ict  c o n f i d e n t i a l i t y  r e q u i r e d .  0 

WAK : md 

cc: Hr. W .  S. Fqrguson . H. L. Noble 
S.  R .  S t e v i n s o n  
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V i n y l  Chloride Monomer - Eurooean Pro iec t  Protocol 

A n i m a l  housing and handling: A l l  animals o f  one+ 
group were i n  one=c'namber which hcd t h r e e  le%els 
with two cages of 10 or  =ore anLzals each a t  
the beginning of t he  experimenc. 0: the  o r i g -  
inal 577 aninals a t  the s t a r t  of exposure, 275 
have d ied  of  n a t u r a l  causes. There i s  a s epa ra t e  
mixing device f o r  each chernber., ThG VC a i r  
mixture  is fed through a l a r g e  pipe i n t o  eech 
of the three l e v e l s  of the chambers. A gas sam- 
p l e  tube  l eads  frm each metering device ca a 
c e n t r a l  gas chromacggraph. Per iodic  samples 
a f e  a l s o  taken f r o m  the chaabers cs maintain 

Records a r e  complete and nczt .  Professor  XaltonF 
is i n t ima te ly  acquainted c i t h  every phase of  
t h e  work. 
che work. A s tandard  balanced laboratory,  is 
suFpl ied  by a feed company according K O  hLs for-, 

the  dosage very c l o s e  to  the des i red  l e v e l s .  .- 
Oi 

Three ?h. D's work on chis pha;:c!:of 

- ~ ! mula. 

Obsemacion and pathology: 
Weighed every two weeks. 
Observed ind iv idua l ly  s e v e r a l  times da i ly .  
Ca re fu l  c l i n i c a l  exaninacions weekly. 
On death  complete autopsy. Those with tmors 

a r e  x-rayed-whole body by a s p e c i a l  technique 
which shoss cancerous cissue.  A l l  orsans 
examined c a r e f u l l y .  Professor  Maltoni'  
personal ly  reads  a11 sl . ides.  Color phocos a r e  
made of t m o r s .  

Animal spec ie s :  Sprague-Dawley r a t s ' o f  thoroughly 
docuncnted pedizree e spec ia l ly  v i t h  regard to  
cancer  incidence i n  vhrious t i s sues .  

Dosages: 10,000, 6,000, 2,500, 500, 250, and 50ppm. 
65-95 animals p e r  group. 

*. 

Time of exposure: 4 hours r e a l  t i m e / d a y ,  5 days 
per  week f o r  one year.  Animals a r e  observed 
u n t i l  n a t u r a l  death.  P ro fes so r  Maltoni €eels 
t h a t  one year  is b e t t e r  than lon3e r  exposure s i n c e  
t o x i c i t y  may k i l l  animals be fo rc  cancer develops 
e s p e c i a l l y  a t  h igher  dosagesi 

European Pro jec t  Sponsors: 
I r rper ia l  Chemical Indusc r i e s  

Hontcdison I %one-Progil 

Research Inve 9 t f g a c  or  I n  charge : 
Professor Cesare ?fa1Koni 
InstiCuco D i  Ancologia 
Bo'togna, I t a l y  
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il) . 
Vinyl  Chlor ide  Monomer 

I n h a l a t i o n  Study , 

N o .  a t  s t a r t /  
G* - Conc.(ppm) s u r v .  
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I ( tota9,  do nr 
remember 
d i s t r i b .  

.- * Exposure 4 hrs/day, 5 days/wk f o r  one y e a r ;  animals now 
72 wks. o l d .  Gross and microscopic  autopsy made a s  
animals d i e .  

‘ G *  - ceruminosa g land  in e a r  

IC* - kidney 

L* - l i v e r  


