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D e c e m b e r  21,  1973

H e a r i n g  C l e r k
F o o d  and D r u g  A d m i n i s t r a t i o n  
5600  F i s h e r s  L a n e  
R o c k v i l l e ,  M a r y l a n d  20852

D e a r  S i r :

A s  m a n u f a c t u r e r s  of  b i o l o g i c a l  p r o d u c t s ,  ho ld ing  e s t a b l i s h m e n t  
l i c e n s e  n u m b e r  140,  we w i s h  to c o m m e n t  on the P r o p o s e d  Rule  
c o n c e r n i n g  A s b e s t o s  P a r t i c l e s  in F o o d  and  D r u g s ,  p u b l i s h e d  at  
38 F R  2707 6 on S e p t e m b e r  28,  197 3.

We would  l ike  to point out that:

1. T h e r e  i s  no e v id e n c e  that  a s b e s t o s  in the q u a n t i t i e s  p u r p o r t e d  
to be p r e s e n t  in s o m e  p a r e n t e r a l l y  a d m i n i s t e r e d  d r u g s  h a s  e v e r  
c a u s e d  a d v e r s e  e f f e c t s  in h u m an  r e c i p i e n t s ,  d e s p i t e  the f a c t  that  
a s b e s t o s  h a s  b e e n  a co m p o n en t  of  m a t e r i a l s  u s e d  in p r o c e s s i n g  
su c h  d r u g s  fo r  m a n y  d e c a d e s .  The only e v id e n c e  of i l l  e f f e c t  
f o l l o w s  e x p o s u r e  by  inha la t ion  and ( p o s s i b l y )  by  c o n tac t  and in g e s t io n ,  
and then only fo l low in g  r e l a t i v e l y  high e x p o s u r e  b e c a u s e  of o c c u p a ­
t ion  o r  u n u s u a l  e n v i r o n m e n t .

2. A s b e s t o s  i s  u b iq u i to u s ,  a s  noted  in the p r e a m b l e  of the p r o p o s a l .

3. T h e r e  i s  no a c c e p t e d  p r a c t i c a l  m e th o d  to  d e m o n s t r a t e  the p r e s e n c e  
( o r ,  m o r e  i m p o r t a n t ,  the a b s e n c e )  of a s b e s t o s  in p a r e n t e r a l  d r u g s .

We h av e  no o b jec t io n ,  h o w e v e r ,  to a t t e m p t  to p r e v e n t  u n n e c e s s a r y  
e x p o s u r e  to the p r e s e n t l y  unknown h a z a r d ,  p r o v id in g  that  the qu a l i ty  
and e f f i c a c y  of often l i f e - s a v i n g  d r u g s  a r e  not i m p a i r e d  in s u c h  an  
a t t e m p t .  In a c c o r d a n c e  with  th i s  a t t i tu d e ,  we h av e  had  an  a c t i v e  p r o j e c t ,
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opened  in O c t o b e r  1972,  to f ind w a y s  of e l i m i n a t i n g  a s b e s t o s  and 
a s b e s t o s - c o n t a i n i n g  m a t e r i a l s  f r o m  a l l  s t a g e s  of the p r o c e s s i n g  
of the in j e c t a b l e  p r o d u c t s  we m a k e .  We h av e  no m e a n s  to d e m o n ­
s t r a t e  e i t h e r  the p r e s e n c e  or  a b s e n c e  of a s b e s t o s  in our p r o d u c t s ;  
t h e r e f o r e  the s tu d y  h a s  b e e n  d i r e c t e d  s o l e l y  to the e l im i n a t i o n  of 
a s b e s t o s - c o n t a i n i n g  m a t e r i a l s  ( f i l t e r s )  s o  f a r  a s  p o s s i b l e  f r o m  a l l  
p r o c e s s i n g  s t e p s .

Our i n j e c t a b l e  p r o d u c t s  a r e  a l l  d e r i v a t i v e s  of h u m an  p l a s m a  and the 
d i lu e n ts  with  which  su c h  p r o d u c t s  a s  a r e  f u r n i s h e d  in d r y  f o r m  a r e  
r e c o n s t i t u t e d  fo r  a d m i n i s t r a t i o n .  The d i luents  a r e  a l l  p r e p a r e d  w ith­
out the u s e  of a s b e s t o s  or a s b e s t o s - c o n t a i n i n g  m a t e r i a l s .  A s b e s t o s -  
con ta in in g  f i l t e r s  h av e  b e e n  u s e d  f o r  y e a r s  to a c h i e v e  the s h a r p  
s e p a r a t i o n s  of f r a c t i o n s  of h u m a n  p l a s m a  p r o t e i n s  n e e d e d  fo r  p u r i ty  
and p h y s i c i a l  s t a b i l i t y  of p r o d u c t s  and  to r e a c h  the f in a l  p r o d u c t  c l a r i t y  
r e q u i r e d  b y  p r e s e n t  F D A  r e g u l a t i o n s .

D o z e n s  of c an d id a te  s u b s t i t u t e s  fo r  a s b e s t o s - c o n t a i n i n g  f i l t e r  m a t e r i a l  
h av e  b e e n  found i n e f f e c t iv e  in our  s tudy .  Only in r e c e n t  m o n th s  h a s  
p a r t i a l  s u c c e s s  b e e n  a c h i e v e d .  We have b e e n  a b le  to u s e  f in a l  m e m b r a n e  
f i l t r a t i o n  f o r  a l l  o u r  p r o d u c t s ,  and f o r  s o m e  p r o d u c t s  we h av e  b e e n  ab le  
to e l im in a t e  a s b e s t o s - c o n t a i n i n g  f i l t e r s  e n t i r e l y .  H o w e v e r ,  fo r  o ther 
p r o d u c t s ,  we hav e  not yet b e e n  ab le  to  f ind an a c c e p t a b l e  s u b s t i tu te  
d u r in g  the p r o c e s s i n g .

We sho u ld  a g a i n  m e n t io n  that we h av e  no i n f o r m a t i o n  a s  to w hether  or 
not the n u m b e r  of a s b e s t o s  p a r t i c l e s ,  i f  p r e s e n t ,  h a s  b e e n  r e d u c e d  by 
the f in a l  m e m b r a n e  f i l t r a t io n .

Although it i s  not c l e a r ,  the d e s c r i p t i o n  of the F D A  s u r v e y  and  s tudy  
in the p r e a m b l e  of  the p r o p o s a l  ( p a g e  27077 ,  c o lu m n  3, to p a g e  27078» 
top of c o lu m n  1) s e e m s  to s a y  that  a s b e s t o s  w a s  d e m o n s t r a t e d  in m a n y  
p r o d u c t s  which w e r e  n e v e r  e x p o s e d  to a s b e s t o s  d u r in g  p r o c e s s i n g .
T hus  it m a y  be  fu t i le  to e x p e c t  to a c h i e v e  c o m p le t e  a b s e n c e  of  a s b e s t o s .
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T he p r e s e n t  F D A  r e g u l a t i o n s  and r e q u i r e m e n t s  f o r  c l a r i t y  and  s t a b i l i t y  
of p a r e n t e r a l l y - a d m i n i s t e r e d  h u m an  p l a s m a  d e r i v a t i v e s  a r e  b a s e d  on 
what h a s  b e e n  p o s s i b l e  with the u s e  of a s b e s t o s - c o n t a i n i n g  f i l t e r s ,  not 
upon an y  know ledge  of h a r m f u l  e f f e c t s  or l a c k  of e f f e c t i v e n e s s  of p r e p ­
a r a t i o n s  l e s s  c l e a r  or  l e s s  s t a b l e  with r e s p e c t  to the f o r m a t i o n  of 
in s o lu b le  m a t e r i a l  on a g in g .

B a s e d  upon the a b o v e  c o n s i d e r a t i o n s ,  we f e e l  that the i s s u a n c e  of any  
r e g u l a t i o n s  s u c h  a s  th o se  in p r o p o s e d  S e c t i o n  133.  3 ( j )  i s  p r e m a t u r e  
and should  aw a i t :

1. P r a c t i c a l  m e t h o d s  o f  d e m o n s t r a t i n g  and  q u an t i ta t in g  
a s b e s t o s  p a r t i c l e s  in s u c h  b i o l o g i c a l s  a s  h u m an  p l a s m a  
d e r i v a t i v e s .

2.  K n o w le d g e  that  the p r e s e n t  p r e p a r a t i o n s ,  which m a y  
or  m a y  not conta in  v e r y  s l i g h t  t r a c e  a m o u n t s  of a s b e s t o s ,  
h av e  any  u n d e s i r a b l e  s id e  e f f e c t s  a t t r i b u t a b l e  to a s b e s t o s .

3. K n o w led ge  a s  to w h eth e r  or  not the p r e s e n t l y  r e q u i r e d  
d e g r e e  of c l a r i t y  and p h y s i c a l  s t a b i l i t y  a r e  nee de d  f o r  
r e a s o n s  o th er  than  e s t h e t i c .

If it sho u ld  be  d e t e r m i n e d  that  s o m e  kind of r e g u l a t i o n s  in th i s  m a t t e r  
i s  n ee de d ,  we have  the fo l lo w in g  c o m m e n t s  c o n c e r n i n g  the p r o p o s e d  
f o r m  of S e c t io n  133.  8 ( j ) :

F i r s t  s e n t e n c e :  T h i s  s e n t e n c e  would  r e g u l a t e  the f i l t e r ,  not the u s e  
of the f i l t e r .  A b e t t e r  c h o ic e  of s e n t e n c e  f o r m  m ight  be ;  " F i l t e r s  
which  r e l e a s e  f i b e r s  s h a l l  not be u s e d  in the m a n u f a c t u r e ---------------- . "

S e c o n d  s e n t e n c e :  T h i s  d i r e c t l y  c o n t r a d i c t s  the f i r s t  s e n t e n c e ,  s a y i n g  
that  su c h  f i l t e r s  m a y  be  u s e d  u nder  c e r t a i n  c i r c u m s t a n c e s .  F u r t h e r ,  
d e m o n s t r a t i o n  that s o m e t h i n g  i s  not p o s s i b l e  i s  an  a l m o s t  i m p o s s i b l e  
t a s k ;  the p o s s i b i l i t y  c h a n g e s  with a d v a n c e m e n t  of the a r t ,  a  m a t t e r  
l a r g e l y  in the hands  of the f i l t e r  m a n u f a c t u r e r s ,  not  the b i o l o g i c a l  
m a n u f a c t u r e r s ,  a l tho u gh  the l a t t e r  a d m i t t e d l y  c a n  s t i m u l a t e  the f o r m e r .
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T h i r d  an d  fou rth  s e n t e n c e s ;  The p r o p o s e d  r e q u i r e m e n t  to  f u r n i s h  e v i ­
dence  that  the f in a l  ( m e m b r a n e )  f i l t e r  a c t u a l l y  r e d u c e s  the content of 
a s b e s t o s  p a r t i c l e s  s e e m s  u n r e a s o n a b l e ,  and we f e e l  it i s  a m p l e  to 
r e q u i r e  that su c h  a f i l t e r  be  u s e d .  T he  d e m o n s t r a t i o n  of r e d u c t io n  
r e q u i r e s  e q u ip m e n t  not e a s i l y  or  u s u a l l y  a v a i l a b l e  to a b i o l o g i e s  m a n u ­
f a c t u r e r ,  and the r e f e r e n c e  c i te d  i s  a l m o s t  e n t i r e l y  c o n c e r n e d  with 
m u c h  l a r g e r  n u m b e r s  of p a r t i c l e s  than  m ig h t  be  e x p e c t e d  u nd e r  any  
cond i t io n  in a p a r e n t e r a l  so lu t io n .

T h i s  p r o p o s e d  r e q u i r e m e n t  would  r e q u i r e  p r o o f  only that  s a f e t y  or 
e f f e c t i v e n e s s  i s  ( o r  m ig h t  be  - a  p u r e l y  s u b j e c t i v e  c o n j e c t u r e )  c o m ­
p r o m i s e d .  It d o e s  not c o n s i d e r  that c l a r i t y  and p h y s i c a l  s t a b i l i ty ,  
which  a r e  a p a r t  of the p r e s e n t  r e q u i r e m e n t s  fo r  our  p r o d u c t s ,  m ig h t  
be  a f f e c t e d  with no e f f e c t  on s a f e t y  or e f f e c t i v e n e s s ,  yet p r o d u c t s  
would  not be  s a t i s f a c t o r y  by  p r e s e n t  r e l e a s e  s t a n d a r d s .

In s u m m a t i o n ,  we f e e l  that  a  g r e a t  d e a l  of i n f o r m a t i o n  n e e d s  to be 
g a t h e r e d  b e f o r e  r e g u l a t i o n s  s u c h  a s  t h o s e  p r o p o s e d  f o r  S e c t io n  133.  8(j) 
c a n  be  c o n s i d e r e d .

R e s p e c t f u l l y ,

Jo h n  W. P a l m e r ,  Ph .  D.
V ic e  P r e s i d e n t  and D i r e c t o r  of L a b o r a t o r i e s
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