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A Dual biopsy studies confirm the relevance of NASH in fibrosis progression
Pais JHepatol2013,Mc Pherson JHepatol2015
A Baseline activity and changes in activity during FU predicted fibrosis progression
Kleiner Sanyal AASLD 2016
A Patients with NASH on the index biopsy progressed at twice the rate of those with steatosis (]

Singh CGH2014
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H AABRANOR ¢ Phase IIb GOLDEN trial
Dual PPARN /4

274 adult patients with histological evidence of NASH ;
International RCT (Europe, US

I
Hafibranor 80 mg

Resolutionof any of:

steatosis or ballooning or [ 1year
lobular inflammation 1 Endpoint. 204 Endpoint:
Resolution of NASH with no Change in NAS, fibresis, liver
. . . enzymes, lipids, metabolic markers,
worsening of fibrosis afety

Ratziu, Gastroenterology 2016
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Protocol defined vs. modified NASH resolution Response according to baseline fibrosis

NAS

Placebo, n (%)

Population Selection, n Placebo

Protocol-defined primary outcome
Total
NAS >4 (moderate and severe)
NAS 3 (mild)

Modified definition of response
Total
NAS >4 (moderate and severe)
NAS 3 (mild)

Ratziu, et alGastroenterology2016

92 (17)

76 (11)
16 (50

92 (12)

76 (9)
16 (25

All NAS >4

NAS >4 with fibrosis (any stage)

NAS >4 with moderate/advanced
fibrosis (F2, F3)

b - all patients; ethose with EOT biops
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