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Denifanstat significantly improves liver fibrosis in difficult-to-treat MASH patients — Results from conventional and

Al-based pathology from the phase 2b FASCINATE-2, a 52-week randomized, double-blind, placebo-controlled trial
R. Loomba?, E. Martins?, K. Grimmer?, W.W. Tsai?, M. O’Farrell?, W. McCulloch?, G. Kemble?, P. Bedossa3, J. Cobiella%, E. Lawitz>, M. Rudraraju®, S.A. Harrison’2

1. University of California, San Diego, US, 2. Sagimet Biosciences, San Mateo, US, 3. Liverpat, Paris, France, 4. Global Research Associates, Homestead, US, 5. The Texas liver Institute, San Antonio, US, 6. Pinnacle Clinical Research, San Antonio, US, 7. University of Oxford, Oxford, UK, 8. In Memoriam

Introduction

SAGIMET

BIOSCIENCES

Results

Hepatocyte
2 4 NLRP3 Inflammasome : : : - - - - - -
. Denifanstat (TVB-2640) is an oral, once daily, Baseline Characteristics — Population with Paired Liver Biopsies
ve FASN infibitar in clin N P _piacebo, n=i5___penifanstat n=s1_ in Liver Fibrosi gi
selective FASN inhibitor In clinical development 5 o7 " \oovil gp S A8 P e s Improvement in Liver Fibrosis* (Al-Based Digital Pathology)
for MASH Age, years 59.6 (+/- 10.9) 56.1 (+/- 10.8) D
Sex, female 27 (60%) 48 (59%) | oFibrosi - N QFibrosis 4 ctage i t_
. s : : : . o G Pathologist Reading IDrosSIS Pathologist Reading | | | 2 1-stage improvement in
- FASN inhibition targets 3 hallmarks of MASH: P Ethnicity, Hispanic or Latino LD (25 20 (B0 | All patients with Steatosis Correction F3 population with Steatosis Correction liver fibrosis
T : : & signaling BMI, kg/m? 36.5 (+/- 6.7 34.6 (+/- 6.1 ' ' '
- Inhibits liver fat synthesis & accumulation T ng, - o ((60% ) cc ((68% ) T All patients =3 population cg(;::ﬂp;oe%utl)atflr)\
(hepatocytes) Dietary Sugars ype labéetes 0 0 A y
hibits fib s (h fic stellat 1 ALT, U/L 67 (+/- 33) 57 (+/- 29) 1
- Inhibits Tibrosis (hepatic stellate cells
. . . AST, U/L 52 (+/- 27 48 (+/- 29
require DNL for activation) ELF (E /h d Liver Fibrosis| t/-27) (+/-29)
. - nnance iver riorosis
- decreases inflammation (inflammasome Activated HSC Score 9.8 (+/-0.8) 9.6 (+/-0.8) E
activation by palmitate)- Liver Fat Content (MRI-PDFF), % 19.0 (+/- 7.0) 16.6 (+/- 7.1) A
Auieseent 58 Baseline liver biopsy NAS 25 34 (76%) 63 (78%) D
Baseline Fibrosis | 0%
F3 23 (51%) 47 (58%) G Placebo Denifanstat Placebo  Denifanstat Placebo  Denifanstat Placebo Denifanstat Placebo Denifanstat
. 9ty : : - : - =45 =81 n=45 n=81 =23 =47 =23 =47 - -
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including fibrosis improvement without worsening of MASH, and MASH resolution without worsening of fibrosis?

« The objective of the analyses described herein was to assess the effect of denifanstat on fibrosis in the overall
study population and difficult-to-treat subsets by conventional histopathology and second harmonic generation
(SHG) Al-based digital pathology (Histolndex)

Data are mean (SD), or n (%)
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- Improvement in liver fibrosis =1 stage « Denifanstat demonstrated a statistically significant improvement in liver fibrosis without worsening of MASH, including in difficult-to-treat subpopulations.
without worsening of MASH « The fibrosis improvement was independently demonstrated by conventional reading and Al-based pathology, and denifanstat had a strong anti-fibrotic effect in the F3 population.
Irl—lr';":Pch\?lzggcin(;;Oij’cr:?\:ion-to-treat - Digital artificial intelligence (Al)  These data demonstrate the uniqgue mechanism of action of denifanstat and support the initiation of phase 3 trials for denifanstat in MASH.
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