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Comprehensive Phase 3 SYNCHRONY Program Builds on Data from K=
Two Biopsy-based Phase 2b MASH Studies aKzro

Comprehensive Phase 3 SYNCHRONY program (N ~3500) builds on two
biopsy-based Phase 2b studies (N ~300) in corresponding patient populations

(4
HARMONY ‘;ynchrony Symmetry2 ‘Zgnchrony

HISTOLOGY FOR CIRRHOTIC NASH

OUTCOMES
Fibrosis Stage F2-F3 F2-F3 F4, Compensated F4, Compensated
Phase 2b 3 2b 3
N 128 1650 182 1150
Weeks 96 240 96 ~260
‘Z;gnchrony Phase 3 study evaluating safety & tolerability in ~700 clinically-diagnosed patients (F1 to F4, compensated) for 52 weeks
REAL-WORLD
1HARMONY Phase 2b 24-Week Results published in 2SYMMETRY Phase 2b 36-Week Results presented at
Lancet Gastro Hepatol 2023; 8(12):1080-1093 AASLD 2023, LB-5005 Hepatology 2024; 79:E33-E85
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Efruxifermin (EFX) Is an Engineered, Bivalent Fc-FGF21 Analog

Key attributes

© © ©

Increases half-life Bivalent structure High affinity for
from <2 hours enables avidity B-Klotho
to ~3 days effect of Fc-FGF21
BKlotho BKlotho
. Balanced potency Inactive
i at FGFR1c, 2c, 3c at FGFR4

Stanislaus, S et al. (2017) Endocrinology 158(5): 1314-27; Lee, S et al. (2018) Nature 553: 501-505;

02024 AKERO THERAPEUTICS. Kharitonenkov, A et al. (2007) Endocrinology 148(2)774-781

akzro



HARMONY Phase 2b Trial Design: Pre-Cirrhotic (F2-F3) MASH

with Liver Histopathology at 24 and 96 Weeks ak=ro

Week 24 Primary Endpoint Week 96 Endpoints

« 21- or 2-stage fibrosis improvement & no worsening of MASH
* MASH Resolution & No Worsening of Fibrosis

* Fibrosis Improvement & MASH Resolution

21-stage fibrosis improvement
& no worsening of MASH

—>  Placebo (N=43)

L

o S
N2 g N
L | ¢ N .
@ § —_ g md EFX28mg (N=40-42)
£ 8 |E
© N
mdl EFX50mg (N=43)
A A 1 - _ A
Screening Week 24 N=42 randomized; N=40 randomized and dosed Week 96

Liver Biopsy Liver Biopsy Liver Biopsy

Presented in Lancet Gastro Hep 2023;8:1080-93
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Baseline Demographics akzro

Age (Years) 55 57 52
Sex (% Female) 63 69 53
Body Weight (kg) 108 104 103
Type 2 Diabetes (%) 65 76 70
Fibrosis Stage (F3), (%)* 70 64 63
Enhanced Liver Fibrosis (ELF) Score 9.8 9.7 9.8
Pro-C3? (ug/L) 125 113 145
Liver Stiffness by VCTE? (FibroScan) (kPa) 15 14 16
Hepatic Fat Fraction by MRI-PDFF (%) 17.1 18.5 17.5
Alanine Aminotransferase (ALT) (U/L) 62 50 63
Placebo
Safety Set / Modified Full Analysis Set (mFAS)* 43 40 43
Week 24 Liver Biopsy Analysis Set (LBAS-24)° 41 38 34
Week 96 Liver Biopsy Analysis Set (LBAS-96)° 34 26 28

1 All participants either fibrosis stage 2 (F2) or stage 3 (F3);2 Type Ill collagen N-Terminal Propeptide (GEN 2 ELISA); 2 Vibration-controlled transient elastography; # All randomized participants who received
atleast one dose of study drug; ° All Full Analysis Set participants who have baseline and Week 24 liver biopsy results ; ® All Full Analysis Set participants who have baseline and Week 96 liver biopsy results.

©2024 AKERO THERAPEUTICS. Source Data: Week 96 Modified Full Analysis Set (ITT) 6



Substantial Improvement in Fibrosis Between Weeks 24 and 96 for

Participants Treated with 50mg EFX

Fibrosis Improvement 21 Stage
& No Worsening of MASH at Weeks 24 and 96

Liver Biopsy Analysis Set!

80% 75%
70%
60%
50% 46% +
" 0
399 41%
40%
30% 249/
0
20%
20%
10%
W24 W96
0%
N=41 N=34 N=38 N=26 N=34 N=28
Placebo EFX 28mg EFX 50mg

1 All participants with baseline and specified timepoint

"p<0.05, versus placebo at W24; *** p<0.001, versus placebo at W96 (Cochran-Mantel-Haenszel Test [CMH])

©2024 AKERO THERAPEUTICS.

akzro

Week 96 ITT Analysis?

Placebo EFX 50mg
(N=43) (N=43)
19% 30% 49%"

2Source data: Modified Full Analysis Set (ITT); All missing biopsies are imputed as a non-responder
"p<0.01 versus placebo (CMH)

Biopsy Reading Method: Biopsies were independently scored by two NASH-
CRN trained pathologists, blinded to participant, treatment, and sequence. A
third pathologist was available to adjudicate in absence of consensus.



Fibrosis Improvement Sustained and Expanded from Weeks 24 to 96  aksro

Fibrosis Improvement 21 Stage
& No Worsening of MASH at Week 96

Sustained! & New? Responders

0% - 75%"

Proportion of Week 24 Responders with
Sustained Response through Week 9634

EFX 28mg EFX 50mg
(N=12) (N=12)

60% -

2 (40%) 10 (83%) 11 (92%)
40% - 3 Among Week 24 responders with Week 96 biopsies
4 Not analyzed for statistical significance
24%
20% - Sustained Slzit_aﬂ)ed
New (n=10) -
(n=6)
Sust. (n=2
0% (n=2)
Placebo EFX 28mg EFX 50mg
N=34 N=26 N=28

1 Responder at Weeks 24 & 96; 2 Responder at Week 96, but not Week 24
p<0.001 versus placebo (CMH)

©2024 AKERO THERAPEUTICS. Source Data: LBAS-96; Modified Full Analysis Set (ITT) 8



Consistent Anti-Fibrotic Response Across High-Risk Subgroups

©2024 AKERO THERAPEUTICS.

Fibrosis Improvement 21 Stage & No Worsening of MASH at Week 96

Subgroup EFX Dose Odds Ratio (EFX/Placebo) P Value
28mg (n=15 | ® 0.053
F3 g ( ) |
50mg (n=19) I Y <0.001
1 13.2
%
28mg (n=11 [ | 0.536
- g (n=11) ,
50mg (n=9) I o 0.040
1 9.8
18
28mg (n=19 [ ) 0.401
T2D 919 !
50mg (n=21) e <0.001
: 12.3
1 9.0
28mg (n=7 I [ ] i 0.053
No T2D 9= |
50mg (n=7) :I [ ] 0.053
. 11.0
! 23
PNPLA3 28mg (n=19) | 1 o | 0.314
|
IM or MM 50mg (n=23) . } ° <0.001
1 11.5
I 30
PNPLA3 28mg (n=7) i : [ ) { 0.615
I 50mg (n=5) ; P 0.580
| 2.7
0.1 1 10 100 e

< [

Favors Placebo Favors EFX

Source Data: Subgroups of LBAS-96 with available data; two-sided p value, Fisher's exact test (PNPLA3); CMH (all others)

akzro



Al-Based Digital Pathology (Steatosis-corrected gFibrosis®) Scoring

Corroborates Conventional Histopathology

100% A

80% -

60% -

40% -

20% -

0%

©2024 AKERO THERAPEUTICS.

gFibrosis® Improvement 21 Stage

at Week 241

66%***
60%"

18%
Placebo EFX 28mg EFX 50mg
N=39 N=37 N=32

IParticipants with available baseline and W24 biopsies
* p<0.05, *** p<0.001 versus placebo (CMH)

lji Histoinoex:

100% A

80% A

60% A

40% A

20% A

0%

akzro
gFibrosis® Improvement 21 Stage
at Week 962
81%"
73%"
35%
Placebo EFX 28mg EFX 50mg
N=31 N=26 N=26
2Participants with available baseline and W96 biopsies
* p<0.05 versus placebo (CMH)
10



Pattern of Reductions in Imaging and Circulating Biomarkers of Fibrosis

Corroborate Histological Improvement in Fibrosis akzro

LS Mean (SE) Absolute Change From Baseline to Week 96

ELF Score Liver Stiffness (VCTE, kPa)

0.2 A 2 -

BL Wiz W24 w48 W72 W96 BL w24 W48 W96

Placebo --O--EFX 28 mg —&— EFX 50 mg Placebo --O--EFX 28 mg —4— EFX 50 mg
"p<0.05, "p<0.01, ""p<0.001 versus placebo (MMRM) "p<0.05, "p<0.01, "'p<0.001 versus placebo (MMRM)

©2024 AKERO THERAPEUTICS. Source Data: FAS (non-missing values only, no imputation) 11
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Larger Reductions in ELF Score Associated with Histological Fibrosis  gp=ro
Improvement among EFX-treated Participants

Individual-level Absolute Change in ELF Score from Baseline to Week 96

I B Fibrosis Responderst 1] Fibrosis Non-Responders

0.5 ELF reduction associated with
reduced disease progression?

Placebo
N=33

EFX 28mg EFX 50mg
N=26 N=24

1>1-stage improvement in fibrosis and no worsening of MASH at week 96

©2024 AKERO THERAPEUTICS.

2Harrison SA, et al. J Hepatol. 2020;73(1):26-39
Source Data: LBAS-96 12



Larger Reductions in Liver Stiffness Associated with Fibrosis ak=ro
Improvement among EFX-treated Participants
Individual-level Absolute Change in FibroScan VCTE from Baseline to Week 96
I B Fibrosis Responderst |:||:| Fibrosis Non-Responders
15 r B
10 F
5
3 T -
= _5 ................................................................................... e ———— X 8 N} A R RN h N R R R E e ——
N 1 0 T S SS HBB - o e ] L I
S S S SSSSSSSSR SRS j ................................................................ O B B R o e
20 F
Placebo EFX 28mg EFX 50mg
25 L N=32 N=26 = N=27

1>1-stage improvement in fibrosis and no worsening of MASH at week 96

©2024 AKERO THERAPEUTICS. Source Data: LBAS-96 13



EFX was Associated with Significant and Clinically Meaningful

. o . ak=ro
Reductions in Liver Stiffness
Participants with 230% relative reduction Proportion with liver stiffness <10 kPa at Week 96,
in Liver Stiffness (VCTE) at Week 96 of those with baseline liver stiffness 210 kPa
80% 1 80% 1 75%*** .
71%"™ 73%

70% - 70% -

60% - 60% -

48%"

50% - 50% -

40% - 40% -

30% - 26%

30% -

18%
20% - 20% -
10% A 10% -
0% 0%
Placebo EFX 28mg EFX 50mg Placebo EFX 28mg EFX 50mg
N=39 N=37 N=32 N=27 N=24 N=22
“p<0.05, "p<0.001 versus placebo (CMH) “p<0.01, ""p<0.001 versus placebo (CMH)

©2024 AKERO THERAPEUTICS. Source Data: FAS (non-missing values only, no imputation) 14



Overlap of Imaging and Circulating Biomarkers of Fibrosis at 96 Weeks

Corroborate Conventional Histopathology only in EFX-treated Individuals ak=ro

Placebo (N=32) EFX 28 mg (N=26) EFX 50 mg (N=24)

Liver Stiffness?

Liver Stiffness?

All Three5wifness2
Fibrosis?t R
ibrosis i Fibrosis? 3 42%
ELF All Three®
Fibrosis?
P ELF3
None# // \
47% { None* \ *
0
\ 23% // None*
. 0%
N —_ 7/

1 Proportion with histological fibrosis response (improvement 21 stage without MASH worsening); 2 Proportion with liver stiffness response (230% reduction by
FibroScan [VCTE]); ° Proportion with ELF response (20.5 reduction in ELF Score);  None: Proportion without any of fibrosis improvement, liver stiffness response, or ELF
response; ° All Three: proportion with fibrosis improvement, liver stiffness response, and ELF response

©2024 AKERO THERAPEUTICS, Areas, including overlaps, are proportional to response percentage Source Data: Subset of the LBAS-W96 with available data 15



Safety and Tolerability through 96 Weeks of Dosing

TEAE Overview

TEAE Leading to Death
Treatment-Emergent SAEs

TEAE Leading to D/C

SAE, serious adverse event; D/C, discontinuation of IP

Most Frequent (215%)
Drug—Related TEAEs

Diarrhea

Nausea

Increased Appetite
Injection Site Erythema

Injection Site Bruising

©2024 AKERO THERAPEUTICS.

Placebo
(N=43)

0 (0%)
4 (9%)

0 (0%)

Placebo
(N=43)

7 (16%)
5 (12%)
3 (7%)
6 (14%)

2 (5%)

EFX 28mg EFX 50mg
(N=40) (N=43)

0 (0%)
4 (10%)

4 (10%)

EFX 28mg EFX 50mg
(N=40) (N=43)

16 (40%)
12 (30%)
7 (18%)
8 (20%)

6 (15%)

0 (0%)
7 (16%)

5 (12%)

16 (37%)
14 (33%)
10 (23%)
7 (16%)

3 (7%)

Incidence and pattern of SAEs was consistent with
prevalent comorbidities of the population

Gl AEs were mild-to-moderate, transient, and
generally occurred early in treatment period

No significant change in BP at Week 96
No significant change in BMD at Week 48

Modest but statistically significant reductions in BMD
after 96 weeks, clinical relevance to be determined

No reported events of DILI

Markers of liver function and hemostasis remained
stable

Source Data: Safety Set

akzro
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Conclusion: Unprecedented Antifibrotic Activity Observed for EFX

after 96 Weeks akzro

30% treatment effect for EFX 50mg compared to placebo (mITT, missing biopsy = non-
response) for fibrosis improvement with no MASH worsening

» Early fibrosis response at Week 24 sustained and expanded through Week 96

« Consistent anti-fibrotic response across high-risk subgroups (F3, T2D, PNPLAS risk
allele carriers)

« Conventional histopathology corroborated by Al-based digital pathology, imaging, and
circulating biomarkers of fibrosis

« Almost half of EFX 50mg-treated participants were responders by all three measures of
fibrosis (conventional histopathology, ELF score, or liver stiffness)

« Acceptable safety and tolerability profile, with mostly mild-to-moderate, transient Gl
events

©2024 AKERO THERAPEUTICS. 17
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