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The  views expressed in  t h is present a t ion  a re  ba sed on broa d 
indust ry com m ent a ry a nd should not  be  in t e rpre t ed a s unique  or 

specific t o Via t ris Inc. or it s subsidia rie s unless specified. 
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Cu r re n t  s t a t e : wha t a re  som e  of the  cha llenges for com plex generic 
d rug deve lopm ent today?
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Tod a y’s  p re se n t a t ion  w ill 
focu s  on  ch a lle n ge s  
su r rou n d in g:
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Ir r it a t ion  o r  Ad h e s ion  |  Hypersensitivity of the  Origina l FDA Crite ria

• In  situa tions of low or m in im al irrita tion  

re sponse  or ve ry good adhesion , the  

m argins a llowed a re  fa r lower than  would  

be  pe rm itted  re la tive  to  products with  

worse  pe rform ance  (i.e ., scores >1).

• Origina lly, sta t crite ria  based  on  an  upper 

non-infe riority m argin  of 25% of Ref.
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95% 𝑈𝑈𝑈𝑈𝑈𝑈 (𝑀𝑀𝑀𝑀𝑀𝑀𝑀𝑀 𝑇𝑇𝑇𝑇𝑇𝑇𝑇𝑇 ≤ 0.25*Mean RLD
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Age n cy Ad op t e d  Cr it e r ia  fo r  Adhesion or Irrit a t ion  Re la t ive  t o 
Origina l FDA Lim it  

• Or igin a l suggestion  – absolu te  m argin  of 0.25 
(green) up  to  Ref Mean  of 1; then  re sum e  re la tive  
sca le  (+25%)

• FDA Adopted  Irrita tion  – absolu te  m argin  of 0.20 
adopted . (orange)

• FDA Adopted  Adhesion  – absolu te  m argin  of 0.15 
adopted . (ligh t purp le )

• Both  cases accom m odate  low scores, bu t 
pena lized  h ighe r scoring com parisons, particu la rly 
above  Ref score  of 1.

• Thus, we  now see  poten tia l cha llenge  for m ee ting 
non-in fe riority for p roducts with  Refe rence  Means 
tha t exceed  1 for Irrita tion  or Adhesion .

95% 𝑈𝑈𝑈𝑈𝑈𝑈 𝑀𝑀𝑀𝑀𝑀𝑀𝑀𝑀 𝑇𝑇𝑇𝑇𝑇𝑇𝑇𝑇−𝑀𝑀𝑀𝑀𝑀𝑀𝑀𝑀𝑀𝑀𝑀𝑀𝑀𝑀 
1

≤  (or )

The  issue  has been  re solved  a t lower leve ls of irrita tion  bu t the re  is now an  exace rba ted  cha llenge  a t h ighe r leve ls.
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Pa t ie n t  BE Ch a lle n ge s

• PK sa m p lin g in  p a t ie n t s   Issues with  recru itm ent, va riab ility with in  

     m ulticen tric stud ies

• Pa t ie n t  com p lia n ce    Protocol com pliance , m issing sam ples, d rop-outs,

     anom alous da ta . 
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Bios t a t is t ics  |  Som e  Cha llenges

• Com plex in jectab les som etim es have  pAUC requirem ent tha t can  occasiona lly be  ove rly 

sensitive .  Sligh t sh ifts  in  profile  m ay not be  clin ica lly re levant, pa rticu la rly in  chronic 

adm inistra tion  with  accum ula tion .

• For Highly Variab le  Drug products, tha t a re  ve ry-h igh ly va r ia b le , m ee ting a  ra tio  

requirem ent appears to  be  m ore  subject to  chance .  In  theory, these  crite ria  should  be  

re laxed .
• Possib le  conside ra tions, for poin t e stim ate  crite ria  (PEC) re laxa tion :

• Partia l coverage  of 80-125 by CIs.
• Widening PEC for ve ry-h igh ly variab le  p roducts: e .g. 

For ISCVs 60-90%, m ove  ra tio  to  75-133
For ISCVs >90, m ove  ra tio  to  70-143
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 Su gge s t ion  fo r  a d d re ss in g ir r it a t ion  a n d  a d h e s ion  
scor in g a cce p t a n ce  cr it e r ia : a  fixed  absolu te  m argin  when  
Refe rence  m ean  ≤ 1 bu t then  switch  to  a  re la tive  m argin  
when Refe rence  m ean  > 1.

Re com m e n d a t ion s

 For  ve ry h igh ly va r ia b le  d ru g p rod u ct s , we  
suggest reconside ring the  crite ria  a round  poin t e stim ate  
constra in t. 
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