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Denifanstat: Differentiated Mechanism Targets Key Drivers of NASH

Denifanstat is a FASN inhibitor
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FASCINATE-2 Phase 2b Biopsy Trial: Measuring Histological Improvement

FASCINATE-2 Phase 2b Trial Design Primary endpoints (biopsy)

Fully enrolled: 168 patients in U.S., Canada, and Europe

C oo
—[ Placebo ]

Screening

I Study weeks I
0 26 52
Baseline Interim Final
v v v
MRI-PDFF MRI-PDFF MRI-PDFF
Biomarkers Biomarkers Biomarkers
= Biopsy =P Biopsy

* Biopsy confirmed F2-F3 NASH patients
* 52 weeks, 2:1 50mg or placebo, double-blind

4  Proprietary Information of Sagimet Biosciences Inc

* NAS >2 points improvement w/o worsening of fibrosis
OR
resolution of NASH w/o worsening of fibrosis

* Safety

Secondary endpoints

* Improvement in liver fibrosis 21 stage without
worsening of NASH (Bx)

* Digital Al pathology

* Interim MRI-PDFF: absolute decrease, % change
from baseline, % pts 230% (responders)
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FASCINATE-2: MRI and PD Biomarkers at Week 26 Interim Analysis

_ Denif_ To perform an interim analysis of
Non-Invasive Tests (NITs) in

S ing |—
e FASCINATE-2 at week 26
—[ Placebo ]

i_“““_nl_ _____________ gt_u_d;/_m?;el;“"} | * To examine the efficacy of

] 0 26 ! 55 50mg once-daily denifanstat

| 1 * ¢ .

i Baseline Interim i Final \{ersus placebo™ in reducing

: . liver fat by MRI-PDFF, as well as
|

| v v : v biomarkers of inflammation

| - - - . e . . .

e e

1 I

| —> Biopsy ' —» Biopsy Stage 2-3 NASH after 26 weeks

D e e ————————————— e ] of treatment

5 Proprietary Information of Sagimet Biosciences Inc *study team remains blinded to individual patient assignment SAGIME T."
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Interim Analysis Cohort Represents Target Patient Population

FASCINATE-2 Phase 2b Interim Analysis Demographics

Mean (SD)

Age (years)

Placebo (22)

56.8 (9.4)

Denifanstat (30)

56.1 (12.4)

Combined

56.4 (11.1)

Female/Male (%)

14 (63.6%) / 8 (36.4%)

17 (56.7%) / 13 (43.3%)

31 (59.6%) / 21 (40.4%)

Not Hispanic or Latino

16 (72.7%)

24 (80.0%)

40 (76.9%)

Weight (kg)

97.8 (21.9)

100.9 (21.2)

99.6 (21.4)

Diabetes (% T2DM)

13 (59.1%)

21 (70.0%)

34 (65.4%)

F2/F3 (%)

12 (54.5%) / 10 (45.5%)

12 (40.0%) / 18 (60.0%)

24 (46.2%) / 28 (53.8%)

MRI-PDFF (%)

21.78 (5.46)

17.46 (6.36)

19.29 (6.32)

Fibroscan (kPa)

10.67 ( 4.07)

12.29 ( 7.33)

11.56 ( 6.04)

ALT (U/L) 69.77 (42.50) 57.14 (27.55) 62.70 (35.11)
AST (U/L) 51.00 (29.87) 44.43 (22.65) 47.32 (26.00)
LDL (mg/dL) 111.37 (40.6) 96.29 (50.27) 102.86 (46.4)
ELF 9.70 (0.76) 9.73 (0.76) 9.72 (0.75)

PRO-C3 cobas® (ng/mL)

35.72 (15.71)

32.54 (11.19)

33.91 (13.28)

6 Proprietary Information of Sagimet Biosciences Inc

Middle-aged
High % of diabetes

High liver fat by MRI-PDFF
Elevated liver enzymes:

inflammation

Typical F2/F3 NASH population

Non-invasive markers of fibrosis

consistent with F2/F3
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Denifanstat Decreases Liver Fat

Steatosis Biomarker — Liver Fat Findings to Date

Liver fat absolute change Liver fat relative change Responder frequency
MRI-PDFF MRI-PDFF 230% relative reduction
80+
.. ; S 67%** * Denifanstat induced
] - o - 5 . . . o fe
% < . statistically significant
g ] -1.5% @ . .
z -0.9% 3 = reduction of liver fat
w m
&S S 204 Aol
25 s £ £ " 67% (p<0.001) MRI-PDFF
2 g g 18% response rate
2 -6.3%*** = -
N = SADE » * About half of responders
-10- " - . T - 0-— === | decreased liver fat by >50%
Placebo Denifanstat Placebo Denifanstat Placebo Denifanstat

e Arelative reduction of liver fat
>30% by MRI-PDFF has been
shown to correlate with liver
biopsy response

‘®
7 Proprietary Information of Sagimet Biosciences Inc ** p<0.01, ***p<0.001 SAGIM ET.'.
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Denifanstat Reduces ALT and Induced Dual Response

ALT and Dual Response Findings to Date
ALT Dual liver fat & ALT responder
>30% + >17U/L decrease
0 * ALT decrease suggests a

= 40 37%* a5¢ SUBEESES.

S decrease in inflammation
8= :{% with denifanstat

o o . .

v O % o * Denifanstat increased dual

| I .

Zs & . liver fat and ALT responder
© @] 7 .

o = & rate, which correlates

= o Lt .

g -16.5* 9% strongly with liver biopsy

-20- KB B response
2/22
I | D |
Placebo Denifanstat Placebo Denifanstat

8 Proprietary Information of Sagimet Biosciences Inc * p<0.05 Gastroenterology. 2019 January ; 156(1): 88-95.e5. doi:10.1053/j.gastro.2018.09.021 SAGIM E$.‘.
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Denifanstat Decreases Markers of Fibrosis and Cell Injury

* p<0.05

Change at week 26 (%)
Mean/SEM

Rate (%)

-100+

-150+

Fibrosis and Hepatocyte Injury Biomarkers

PRO-C3

-1.5%

[%,]
|

. -8.2%*

-15 T T

Placebo Denifanstat

CK-18 (M30)
wk26 vs baseline, U/L

-504

-200+

-169

250 T
Placebo Denifanstat

Change at week 26

LSM/SE

ELF score
0.0+
-0.02
_0_2._
-0.4- -0.34*
-0.6

T

Placebo Denifanstat

CK-18 (M65)
wk26 vs baseline, U/L

-1004 l

-2004

Rate (%)

-3004

-266

-400

T
Placebo Denifanstat

Findings to Date

* PRO-C3 and ELF trends
suggest a decrease of liver
fibrosis with denifanstat

* ELF score has prognostic
value

* CK-18 response suggests
reduction in hepatocyte
injury

[
...o
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Denifanstat Decreases De Novo Lipogenesis

Pharmacodynamic Biomarker Findings to Date

De novo lipogenesis Tripalmitin
Acetyl-CoA
50
ACC
< 21.5% * Tripalmitin is a triglyceride
\l' o — containing three molecules
Malonyl-CoA = of palmitate, the fully
Q 0 o
= saturated fatty acid product
Denifanstat s @ S of FASN
s * Tripalmitin decrease shows
FEl WIS - - s consistent target
-42.0%*** engagement by denifanstat
v | ,
. . Placebo Denifanstat
Tripalmitin
o)
g (0]
g\oj\/\/\/\/\/\/\/\

10 ***p<0.001 \T\/\/\/\/\/\/\/

...o
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Denifanstat Improves Metabolic Health

Metabolic Health Findings to Date

LDL-C FGF21
20
100~

g e LDL-cholesterol decrease
B 10 R 809 73.19%** suggests cardiovascular
S 2 0 N o benefit
T2 o0 oo 60-
S 2T
2SS ® O . T
v g S 40 * FGF21 increase indicates
& @ denifanstat may improve
S -12.4* S 50

0 - — 0.9% insulin sensitivity

Placebo Denifanstat 0 '

Placebo Denifanstat

‘®
11 Proprietary Information of Sagimet Biosciences Inc * ,0<0- 05/ ** ,0<0-01 SAGIME T.'°

BIOSCIENCES



Denifanstat Favorably Changes Circulating Lipid Composition

12

Saturated di- and tri-

glycerides are upregulated
in NASH

Denifanstat reverses this
abnormality by reducing

saturated DG/TG and

increasing polyunsaturated
DG/TG

FASCINATE-2 lipidomic
data reproduced Phase 2a
findings

Proprietary Information of Sagimet Biosciences Inc

** n<0.01

Total DG
(% change)

504

o
R

Least square mean, SE
(Wk 13 vs. baseline)
(=]
[
=

=50

T T
Placebo Denifanstat

Total TG
(% change)

100+

w

W T

-

r'.::

o 3

£ i

w =

52 s

g2 30%
-

7% i 24%
11..,_.

T
Placebo Denifanstat

Least square mean, SE

Least square mean, SE

(Wk 13 vs. baseline)

(Wk 13 vs. baseline)

100

Saturated DG
(% change)

14%

-

_zﬁﬁwr

w

Placebo Denifanstat

Least square mean, SE

(Wk 13 vs. baseline)

50

=
|

Polyunsaturated DG
(% change)

20%

B

L
-2%

-50

T
Placebo Denifanstat

Polyunsaturated DG, > 2 double bonds

Saturated TG
(% change)

73%

—

1%

: ]
Placebo Denifanstat

Polyunsaturated TG, > 3 double bonds

Least square mean, SE

(Wk 13 vs. baseline)

Polyunsaturated TG

100 4

0

(% change)

35%

3%

Placebo Denifanstat

...o
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Denifanstat Reduces Lipotoxic Ceramides

C16-ceramide C22-ceramide
(% change) (% change)

Ceramides are associated with CVD
risk and elevated in NASH: denifanstat 0 L 2
reverses this abnormality ] a% o2

2| ¥ .

[ R @
Denifanstat reverses this abnormality 54 7 5¢ ° 0% t

g™ g
by reducing ceramides o~ o

§2 1L g2 -9%

-20 -12%* -20
Placebo Deniflanstat PIatI:ebo Deniflclnstat

Improvements across multiple lipotoxic species are pronounced with

denifanstat: this is a unique lipidomic signature that could be beneficial
in reducing CVD risk

13 Proprietary Information of Sagimet Biosciences Inc
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Denifanstat Was Well Tolerated in the Interim Population

Interim analysis patients — across both active and placebo groups:

* Majority of adverse events were Grade 1 or 2; no Grade >3 drug-related AEs

* No treatment related SAEs, no fatal SAEs

FASCINATE-2 Phase 2b — Interim analysis data set

Treatment Emergent Adverse Event (TEAE) Denifanstat 50mg Placebo Combined
Classification (n=30) (n=22) (n=52)

TEAE Related to Study Treatment 14 (46.7%) 6 (27.3%) 20 (38.5%)

TEAE Leading to Treatment Discontinuation 2 (6.7%) 1(4.6%) 3 (5.8%)

TEAE with CTCAE Grade 3 or Higher

0, 0, (0]
(all reported unrelated to study treatment) S (R0 b ({6 e

AE data as of Oct 2022 — interim data cut

. . . . . LX)
14 Proprietary Information of Sagimet Biosciences Inc SAGIMET -

BIOSCIENCES



FASCINATE-2 Interim Results Consistent with Comprehensive Positive
Readouts from FASCINATE-1

Interim Results to date show:
Significant reduction in MRI-PDFF

Consistent dual response of liver fat & ALT; associated
with NASH resolution

Improvements observed in multiple biomarkers of Liver Fat (MRI-PDFF) ALT METABOLIC
cardio metabolic health HEALTH
] STEATOSIS INFLAMMATION
Decrease in LDL-cholesterol LIPOTOXICITY LDL
Lipid composition improved: decreases in saturated _ e —
and increases in polyunsaturated di- and triglycerides ' Ceramides
FGF-21 increase: suggests improved insulin sensitivity CK-18

Improved biomarkers of inflammation
Lipotoxic ceramides | FIBROSIS
CK-18 PRO-C3 ELF

Improved biomarkers of fibrosis

ProC3 and ELF

Predictive biomarker program ongoing Highlighted biomarkers replicated in FASCINATE-2
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