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Dea r  Docke ts B r a nch  R e p r e s e n ta t ive: 

Th is  letter se rves  a s  a  c o m m e n t o n  th e  Draft  G u i d a nce  fo r  In d u s try: E l ig ib i l i ty D e te rm i n a tio n  
fo r  Dono r s  o f H u m a n  Cel ls ,  T issues,  a n d  Ce l l u l a r  a n d  T i s sue -Based  P roduc ts  (HCT/Ps) .  T h e  
Docke t N u m b e r  is FR  D o t 04 - l  1 2 4 6 , a n d  c o m m e n ts a r e  d u e  A u g u s t 2 3 ,2 0 0 4 . 

R e g a r d i n g  th e  s ta tement  o n  p a g e  3  1  c once r n i n g  Nuc le i c  Ac i d  Tes t i ng  (NAT) :  T h e  p a r a g r a p h  
s hou l d  b e  c h a n g e d  to  i n c l ude  th e  n o t i f icat ion th a t s uch  tes t i ng  h a s  b e e n  a p p r o v e d  fo r  
cadave r i c  samp les .  A n d , s i nce  N A T  tes t i ng  is r e c o m m e n d e d  by  F D A  fo r  l i v ing  d o no r s  u s i n g  
l i c ensed  b l o o d - d o no r  s c r een i n g  tests, w e  be l i e ve  it s h ou l d  b e  r e qu i r e d  fo r  cadave r i c  d o n o r s , a s  
wel l .  T o  fa i l  to  d o  s o  w o u l d  b e  incons is ten t  a n d  n o t i n  th e  b e s t in te rests o f th e  g e ne r a l  pub l i c  
to  e n s u r e  th e  safety o f p r o d u c ts th a t c ou l d  h a r b o r  in fect ious d i seases .  

R e g a r d i n g  th e  h e m o d i l u tio n  i ssues  fo r  tes t i ng  cadave r i c  s amp l e s ’o n  p a g e s  2 7  a n d  2 8 : W e  d o  
n o t be l i e ve  th e s e  r e c o m m e n d a tio n s  s hou l d  a pp l y  to  Nuc le i c  Ac i d  Tes t i ng  (NAT )  fo r  th e  
fo l l ow i ng  r easons :  

1 . S i nce  c i rcu la t ing  l eve ls  o f H IV  a n d  H C V  r a m p  u p  ve ry  qu ick ly  (- 1 1  days )  it 
w o u l d  b e  un l i ke ly  th a t e v e n  a  d i l u t i on  o f 1 5 X  w o u l d  l owe r  th e  v i ra l  l o a d  b e l o w  
d e tectab i l i ty  o f th e  ve ry  sens i t i ve  N A T  tests (de tec t i ng  <  5 0  cop i es  /m l). 

2 . T h e  p robab i l i t y  o f a ‘t issue d o n o r  w i th  a n  H IV  o r  H C V  w i n d o w  in fect ion  is ve ry  
l ow  ( i n  C o l o r a d o : H IV : - l / 700  X  1 0 6 a n d  H C V : -I/7  X 1 0 6 ) . T h e  poss ib i l i ty  o f a  ve ry  
ea r l y  w i n d o w  in fect ion  i n  wh i c h  a  1 5 X  h e m o d i l u tio n  w o u l d  d r o p  th e  v i ra l  l o a d  
b e l o w  cu r ren t  d e tectab i l i ty  is ex t r eme ly  low.  

3 . T h e  F D A  l i c ensed  N A T  is u s e d  i n  m in i poo l s  o f 1 6  b l o o d  d o n o r  samp les ,  a n d  th e  
o th e r  N A T  b e i n g  c ons i d e r e d  fo r  l i censu re  is u s e d  i n  p oo l s  o f 2 4 ; th e s e  a r e  
a n a l o g o u s  to  1 6 x  a n d  2 4 X  h e m o d i l u te d  b l o o d  d o no r s . 

4 . T h e  F D A  h a s  a l r e ady  a p p r o v e d  h e m o d i l u tin g  s amp l e s  u p  to  5 X  i n  o r de r  to  
o v e r c o m e  s a m p l e  inh ib i to rs;  b a s e d  o n  th is  a l o n e , d o n o r s  u p  to  5 X  h e m o d i l u te d  
s h ou l d  b e  a c c ep ta b l e  a s  a  N E A T  s a m p l e . 
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5. Since the FDA licensed test allows for a 16X hemodilution for blood donors, 
tissue donors could be hemodiluted up to 3X and then if necessary diluted 5X with 
normal saline to overcome sample inhibitors, and still fall under the tolerated 16X 
hemodilution of the package insert. 

6. Since the detection of HIV and HCV window infections in tissue donors is the 
same as in blood donors, there is no scientific reason to impose the same cadaveric 
hemodilution algorithms used for serological assays. 

Thank-you for your consideration of these recommendations. We would be happy to speak 
with anyone from your office should you deem it profitable. 

Sincerely, 

Steven S. Gkier, PhD 
Director of Immunogenetics 
Assoc. Director Clinical Laboratory 

Michael J. Bauer, MD 
Associate Medical Director 


