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Clinical trial design 
pooled or meta -analysis
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An  a lte rna tive  approach  for phase  3 NASH drug  
deve lopm ent p resen ted  by the  FDA**

**FDA. Matsubayashi T. Drug Development for Nonalcoholic Steatohepatitis (NASH) with Fibrosis: A Regulatory perspective. 2021.Available from NASH-Webinar-January-2021.pdf 
(sbiaevents.com)

*Study 1: 5150 pa tien ts fo llowed  for 8 yea rs is  based  on : a  haza rd  ra tio  of 0.8 (20% risk reduction), an  annua l even t 
ra te  of 3%

Accumulation of the required number of 
events depends on three things:

Number 
of 

subjects

Study 
duration

Annual 
event 
rate

Large & long due to low event rate
5150 pa tien ts fo llowed  for up  to  8 yea rs

Small & fast
1000 pa tien ts a ll fo llowed  

for 1.5 yea rs

Study 1 in F4c*:
Clin ica l endpoin t u sing  
com posite  live r ou tcom e  
even ts

Study 2 in non -cirrhotic:
Surroga te  endpoin t u sing  
h isto logy, i.e ., no  clinca l
even ts

Subm ission  of m arke ting  
app lica tion  for acce le ra ted  
/  cond itiona l  approva l in  

non-cirrhotic

Subm ission  of m arke ting  
app lica tion  for fu ll approva l 

in  non-cirrhotic & F4c

https://sbiaevents.com/files2/NASH-Webinar-January-2021.pdf
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If we pool separate F3 and F4 studies?

Drug A

Placebo

Trial 1
• Tim e  d riven  by b iopsy/h isto logy 
• NASH with  F3

Trea tm en t dura tion  xx m onths

Random isa tion  (2:1) End  of trea tm en t

Drug  A 

Placebo

Trial 2 
• Even t d riven
• NASH with  F4c

Trea tm en t dura tion  xx /  yy m onths

Random isa tion  (2:1) End  of trea tm en t

Pool end  poin ts
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Aspects to  de libe ra te  in  the  working  g roup  
4

Pros Points to consider and discuss
• Sim ultaneous F3+F4 tria l
• Im pact on  requ ired  pe rsons in  tria l
• Com prehensive  approva l
• No repea ted  b iopsy in  F4c

• What end  poin ts to  pool ? 
• Longer tim e  to  approva l (even t-d riven)
• Defin ing  dura tion  of both  tria ls 
• How to  power stud ie s ind ividua lly accord ing  to  

ou tcom es? 
• Sta tistica l Vs Num erica l supe riority 
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