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G entlem en:

R e g a rd in g  the P ro p o se d  R u le s  su b p a r t  D , "E q u ip m e n t" , re g u la t io n  
2 1 1 .7 2 , p a r a g r a p h s  a ,  b and  c in  the above p u b lic a t io n , w e w ould  
lik e  to comment on th is su b je c t  re la t iv e  to o u r m an u factu re  of 
R e p o sito ry  C ortico trop in  In jection  USP XIX (o u r  NDA # 1 0 -8 3 1 ).

In the h ea t d e g rad a tio n  of g e la t in , w hich  i s  u se d  a s  a  re p o s ito r y  
v eh ic le  in  R e p o sito ry  C o rtico tro p in , a  v e ry  m inute am ount of m uco- 
p ro te in  i s  p re c ip ita te d  a s  a  h a z e .

We rem ove the h aze  b y  f ilte r in g  the h eat d e g ra d e d  g e la t in  th rou gh  an  
a sb e s to s  f i l te r .  A fter the ge la tin  h as b een  p o lish e d  b y  f iltra t io n  the 
a p p ro p r ia te  am ount of co rtico trop in  con cen trate  i s  ad d e d  to the ge latin  
and  the g e la tin  con cen tration , volum e and  poten cy  a r e  a d ju s te d  to 
100% of the la b e le d  p oten cy  fo r  the p a r t ic u la r  s tre n g th  in v o lv e d  ( i . e .  ,
40 u n it o r  80 u n it p e r  m l . ) .  T h e  p ro d u c t  in  ge la tin  a t 2 5 ° C  i s  then 
f i lte re d  th rou gh  a s te r i le  0 .4 5  m icron  m illip o re  m em brane fo r  s te r iliz a tio n  
p r io r  to f illin g  in to  s te r i le  v i a l s .

Upon exam ination  of the g e la tin  m ic ro sco p ica lly  u s in g  a  300 m agn ification  
le n s  w e a re  u n ab le  to detect any s ig n s  o f a sb e s to s  f ib e r s .  H ow ever, 
it  i s  p o s s ib le  that th ere  a re  a sb e s to s  f ib e r s  o f su ch  m inute s iz e  that 
the o rd in a ry  m icro sco p e  w ill not p ic k  them u p .
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We a r e ,  th e re fo re , su b m ittin g  at random  sa m p le s  to an  o u tsid e  
lab o ra to ry  fo r  stu d y  u n d e r  e lectro n  m icro sco p y  for the p u r p o se  of 
determ in in g  w h eth er m inute a sb e s to s  f ib e r s  do o r  do n ot e x is t  in  
o u r p ro d u c t .

A s soon  a s  the in form ation  on the electron  m icro sco p y  i s  a v a ila b le  
w e w ill fo rw ard  co p ie s of the r e s u lt s  to y ou .

In the m eantim e, w e h av e  in v e s t ig a te d  o th er m ethods o f f iltra tio n  
su c h  a s  th ose  s u g g e s te d  b y  M illip ore  C o rp oration  in v o lv in g  filtra tion  
th rou gh  a f ib e r g la s s  elem ent and su b se q u e n tly  th rou gh  a  0 . 4 5  m icron 
m em b ran e .

A lthough  the new sy ste m  w o rk s eq u a lly  w ell a s  o u r f iltra t io n  system  
i t ,  n e v e r th e le s s ,  p r e s e n ts  the p o s s ib il i ty  of f ib e r g la s s  p a r t ic le s  
e x is t in g  in  the f in a l p ro d u c t , w hich  w e fee l w ould  b e  a s  detrim ental 
a s  a sb e s to s  f ib e r s .

F u rth e rm o re , w e w ould  lik e  to p o in t out that the p ro d u c t  w h ich  we 
m ark et n ation ally  th rou gh  d is tr ib u to r s  i s  lab e le d  "F o r  In tram u sc u la r  
o r  S u b cu tan e o u s In jection  O n ly " . Of c o u r se , w e h av e  no con tro l 
o v e r  a h o sp ita l , doctor o r  c lin ic  g iv in g  ou r p ro d u c t in tra v e n o u s ly .

In ou r m in ds it  i s  ex trem ely  d ou btfu l that u ltra - fin e  p a r t ic le s  of 
a sb e s to s  o r  f ib e r g la s s  w ould  e v e r  g e t into the v a s c u la r  sy ste m  and 
th e reb y  come in  contact w ith  lung t i s s u e .

T h e re fo re , w e w ould  lik e  to p ro te s t  the above p ro p o se d  ru le  p a r t ic u la r ly  
w h ere in  it  in v o lv e s the filtra tio n  of sm all volum e p a r e n te r a ls  that are  
ad m in iste re d  in tra m u scu la r ly  o r su b cu tan e o u sly  b e c a u s e ,  in  o u r  e x p e r­
ie n c e , it  i s  ex trem ely  dou btfu l w h eth er any o th er sy s te m  of filtra tion  
w ould  accom p lish  b e tte r  f iltra tio n  than that w hich  w e now u s e .

O ther p o s s ib le  m ethods fo r  the filtra tio n  of su c h  p a r e n te r a ls  m igh t 
p o s s ib ly  in v o lv e  the u se  of a c id -w a sh e d  (iro n  fre e )  h y f lo - su p e r c e l  to 
acco m p lish  the rem oval o f m u c o -p ro te in s , b u t c e rta in ly  ex trem ely  fin e  
p a r t ic le s  of su ch  a f i lte r  m edia w ould  b e  fa r  m ore lik e ly  to p a s s  th rou gh
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e ith er a 0 .45  m icron  o r a 0 .22  m icron  m em brane than w ould  a sb e sto s  
f ib e r s  o r  f ib e r g la s s  f ib e r s  b e c a u se , g e n e ra lly  sp e a k in g , they are  
sp h e r ic a l  in n a tu re  w h ereas the f ib e r s  a re  lon g itu d in al in  n a tu re .

Y our com m ents w ould  b e  a p p re c ia te d .

V ery  tru ly  y o u r s ,

ORGANICS, IN C.
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