
C U T T E R  L A B O R A T O R I  E S

December  27 ,  1973

H e a r i n g  C l e r k
Food and Drug A d m i n i s t r a t i o n  
Room 6-86
5600 F i s h e r ' s  Lane 
R o c k v i l l e ,  M a ry l a n d  20852

RE: 38 F .R .  27076 Se p te m b e r  28,  1973
A s b e s t o s  P a r t i c l e s  i n  Foo d  a n d  D rug s

S i r :
We s u b m i t  i n  q u i n t u p l i c a t e  comments on t h e  r e f e r e n c e d  p r o p o s a l .
R e c e n t  p u b l i c a t i o n s ,  i n c l u d i n g  t h e  F e d e r a l  R e g i s t e r  n o t i c e  i t s e l f  have s p u r r e d  
many d rug  m a n u f a c t u r e r s  t o  i n v e s t i g a t e  t h e  p o s s i b i l i t i e s  o f  e l i m i n a t i n g  a s b e s t o s  
f i l t e r s  f rom t h e i r  p r o c e s s e s .  The i n v e s t i g a t i o n  o f  n o n - a s b e s t o s  f i l t e r s  s e e k s  
t o  p ro v e  t h a t  t h e  s u b s t i t u t e  f i l t e r  w i l l  do t h e  f i l t e r i n g  job  n e e d e d  and  t h a t  
i n  s o  d o i n g ,  i t  w i l l  n o t  have  an  u n d e s i r a b l e  e f f e c t  on t h e  p r o d u c t .  Such i n ­
v e s t i g a t i o n s  t a k e  t i m e .  Once an a l t e r n a t e  f i l t e r i n g  s u b s t a n c e  i s  found s u i t a b l e ,  
i t  and  i t s  r e l a t e d  equ ipm en t  must  be o r d e r e d .  W i th  t h e  i n t e n s e  i n t e r e s t  i n  
n o n - a s b e s t o s  f i l t e r  m a t e r i a l s ,  t h e r e  i s  o f t e n  a  s i g n i f i c a n t  l e a d  t im e  t o  a c q u i r e  
t h e  eq u ip m en t  and  f i l t e r  m a t e r i a l  f rom s u p p l i e r s .  We f e e l  t h a t  f i n a l  r e g u l a t i o n s  
s h o u l d  a l l o w  a l e a d  t im e  o f  12 months  o r  more b e f o r e  becoming  e f f e c t i v e  i f  a l l  
d ru g  m a n u f a c t u r e r s  a r e  t o  be a b l e  t o  c o n v e r t  t o  n o n - a s b e s t o s  f i l t e r s  i n  t i m e .
I n  a d d i t i o n ,  f i n a l  r e g u l a t i o n s  s h o u l d  t a k e  i n t o  a c c o u n t  t h e  f a c t  t h a t  a s b e s t o s  
f i l t r a t i o n  may be v i t a l  t o  c e r t a i n  p r o d u c t i o n  p r o c e s s e s  and  t h a t  f i n a l  f i l t r a t i o n  
by membrane f i l t e r s  may h a v e  u n to w a rd  e f f e c t s  on t h e  p r o d u c t .  F o r  exam ple ,  
d u r i n g  t h e  m a n u f a c t u r e  o f  p lasm a p r o d u c t s  by t h e  c o l d  e t h a n o l  p r o c e s s e s  d e v e l o p e d  
by E. J .  Cohn and  c o l l a b o r a t o r s ,  f i l t r a t i o n  p r o c e d u r e s  a r e  employed a t  v a r i o u s  
p r o c e s s  p o i n t s  t o  s e r v e  two o b j e c t i v e s :

1 0 To r e n d e r  a l c o h o l i c  s u p e r n a t a n t s  f rom c o n t i n u o u s  f l o w  c e n t r i f u g a t i o n
f r e e  o f  p r e c i p i t a t e d  p r o t e i n  w h ic h  was n o t  t o t a l l y  removed by c e n t r i f u g a t i o n

2 .  To o b t a i n  s o l u t i o n s  o f  p la sm a  p r o t e i n  p r o d u c t s  w h ic h  a r e  b a c t e r i o l o g i c a l l y  
s t e r i l e  and  s u i t a b l e  f o r  p a r e n t e r a l  a d m i n i s t r a t i o n .
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F i l t r a t i o n  media  c o n t a i n i n g  a s b e s t o s  i n  v a r y i n g  amounts  have  b e e n  s u c c e s s f u l l y  
u s e d  f o r  some 30 y e a r s  i n  t h e s e  a p p l i c a t i o n s  and c o n t i n u e  t o  be s o  u s e d  t o d a y .  
However ,  new er  a d v a n c e s  i n  f i l t r a t i o n  t e c h n o l o g y  have  p e r m i t t e d  d u r i n g  the  p a s t  
s e v e r a l  y e a r s  t h e  i n t r o d u c t i o n  o f  membrane f i l t e r s  o f  a b s o l u t e  p o r o s i t y .  These 
have b een  a p p l i e d  and fo und  p a r t i c u l a r l y  e f f e c t i v e  f o r  s t e r i l i z i n g  t h e  more 
r e c e n t l y  d e v e l o p e d  p lasm a p r o d u c t s  s u c h  a s  F a c t o r  IX Complex (Human) and a n t i ­
h e m o p h i l i c  F a c t o r  (Human).
Long y e a r s  o f  e x p e r i e n c e  have amply d e m o n s t r a t e d  t h a t  f i l t r a t L o n  o f  p r o t e i n  
s o l u t i o n s  t h r o u g h  a s b e s t o s  c o n t a i n i n g  media  r e s u l t s  i n  e f f e c t s  a d d i t i o n a l  t o  
p a r t i c u l a t e  m a t t e r  r e m o v a l .  A s b e s t o s  i s  a  w e l l  known a d s o r b e n t  o f  p r o t e i n a c o u s  
s u b s t a n c e s  and as  su ch  i s  i n s t r u m e n t a l  i n  removing  t r a c e  c o n t a m i n a n t s  f rom p r o t e i n  
f r a c t i o n s .  Some o f  t h e  s u b s t a n c e s  a d s o r b e d  c a n  be d e s c r i b e d  a s  w e l l  a s  t h e  
c o n s e q u e n c e s  of  t h e i r  r e m o v a l .  However , b e c a u s e  o f  t h e  c o m p l e x i t y  and h e t e r o g e n e i t y  
o f  p lasm a p r o t e i n  f r a c t i o n s ,  i t  must  be  assumed t h a t  n o n - i d e n t i f i e d  c o n s t i t u e n t s  
a r e  a l s o  a d s o r b e d  by a s b e s t o s ,  t h e  e f f e c t s  o f  w h ich  a r e  n o n - p r e d i c t a b l e  in  t h e  
f i n a l  p r o d u c t .
As i s  w e l l  known i n  t h e  f i e l d ,  t h e  Cohn c o l d  e t h a n o l  p r o c e d u r e  f o r  plasma  f r a c t i o n a ­
t i o n  does  n o t  r e s u l t  i n  p u r e  f i n a l  p r o d u c t s .  T r a c e s  o f  many plasma components  
c a n  be fo und  i n  a l l  t h e r a p e u t i c  m a t e r i a l s  so  p r o d u c e d .  One p a r t i c u l a r l y  t r o u b l e ­
some i m p u r i t y  i s  t h e  p r o t e o l y t i c  a c t i v i t y  w hich  i s  o f t e n  c o n t a i n e d  in  f r a c t i o n  I I  
p r o d u c t s ,  t h e  immune serum g l o b u l i n s .  T h i s  p r e s e n c e  can l e a d  t o  p r o t e o l y t i c  
c l e a v a g e  of  t h e  immune g l o b u l i n  m o l e c u l e  w hich  s e r i o u s l y  compromises  t h e  e f f i c a c y  
o f  t h e  p r o d u c t .  e x p e r i e n c e  has  t a u g h t  t h a t  f i l t r a t i o n  t h r o u g h  a s b e s t o s  d u r i n g  
t h e  f r a c t i o n a t i o n  o f  immune g l o b u l i n s  and o f  t h e  f i n a l  b u lk  s o l u t i o n s  t o  p r e p a r e  
s t e r i l e  p r o d u c t s ,  r e s u l t s  i n  s i g n i f i c a n t  a d s o r p t i o n  o f  p r o t e o l y t i c  a c t i v i t y .
Removal o f  t h i s  a c t i v i t y  i s  e s s e n t i a l  t o  t h e  q u a l i t y  o f  t h e  p r o d u c t  and no methods  
a r e  now known s h o r t  o f  re v am p in g  the e n t i r e  f r a c t i o n a t i o n  -process  t o  e f f e c t  i t s  
r em ova l  w a th o u t  u s i n g  a s b e s t o s .
S i m i l a r l y  i t  i s  w e l l  known t h a t  component s  o f  t h e  complex  k a l l i k r e i n  s y s t e m  o c c u r  
i n  f r a c t i o n  IV and  V p r o d u c t s .  The c o n s e q u e n c e s  o f  t h e i r  p r e s e n c e  i s  n o t  f u l l y  
u n d e r s t o o d  b u t  i t  i s  known t h a t  t h e r e  i s  an  i n t r i c a t e  i n t e r a c t i o n  o f  a c t i v a t o r s ,  
i n h i b i t o r s  a n d  k i n i n s  and  t h a t  we Ivavc e m p e r i c a L l y  p ro d u c e d  p r o d u c t s  w h ic h  have  
accommodated to  t h e i r  p r e s e n c e .  X I i n m a t i n g  a s b e s t o s  f i l t r a t i o n s  would be 
e x p e c t e d  to  u p s e t  t h i s  f r a g i l e  e q u i l i b r i u m  l e a d i n g  t o  p r o d u c t s  \ d i i c h  migh t  
e l i c i t  p o t e n t i a l l y  new a n d / o r  d i f f e r e n t  c l i n i c a l  e f f e c t s .
T hese  exam ples  e r e  b u t  t\;o w h ich  i l l u s t r a t e  t h e  p r e c a r i o u s  n a t u r e  o f  plasma 
f r a c t i o n a t i o n  p r o c e s s e s  and  the  p o s s i b l e  e f f e c t  o f  a s e e m i n g l y  s i m p l e  change  
a s  removing  a s b e s t o s  f i l t r a t i o n .
P r e l i m i n a r y  e x p e r i m e n t s  i n  o u r  l a b o r a t o r i e s  liave d e m o n s t r a t e d  t h e  f e a s i b i l i t y  o f  
em p lo y in g  n o n - a s b e s t o s  c o n t a i n i n g  membrane f i l t e r s  a s  f i n a l  s t e r i l i z i n g  f i l t e r s .  
T h e r e f o r e ,  we can  s u p p o r t  t h e  p r o p o s a l  t h a t  a s b e s t o s  f i l t e r s  w i l l  be  p e r m i t t e d  
i f  n e c e s s a r y ,  p r o v i d i n g  an  a d d i t i o n a l  n o n - 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 h a l l  s u b ­
s e q u e n t l y  be u s e d  t o  r e d u c e  t h e  c o n t e n t  o f  any a s b e s t o s - f o r m  p a r t i c l e s .  We 
s u b m i t  t h a t  t h e  t o t a l  e l i m i n a t i o n  o f  a s b e s t o s  f i l t e r s  would s e r i o u s l y  j e o p a r d i z e  
t h e  a b i l i t y  t o  m a n u f a c t u r e  human p la sm a  p r o t e i n  p r o d u c t s .
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S i n c e  t h e  f e a s i b i l i t y  o f  u t i l i z i n g  membrane f i l t e r s  on a m a n u f a c t u r i n g  s c a l e  
f o r  a l l  p lasm a p r o t e i n s  h a s  n o t  been  p r o v e n ,  t im e  f o r  t e c h n i c a l  d e v e lo p m e n t  i s  
r e q u i r e d .  We s u g g e s t  a p e r i o d  o f  a t  l e a s t  e i g h t e e n  months  w i l l  be  n e c e s s a r y  to  
a c q u i r e  t h e  n e c e s s a r y  e q u ip m e n t  and c a r r y  o u t  t h e  dev e lo p m en t  e f f o r t  n e e d e d  to  
a d o p t  membrane f i l t e r s  a s  f i n a l  f i l t e r s .
R e s p e c t f u l l y  s u b m i t t e d ,
CUTTER LABORATORIES, INC.

By,
Edw ar d  A. C u t t e r
S e c r e t a r y  a n d  C o r p o r a t e  C o u n s e l
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