AASLD

TheLiver ¢ @
Meeting” ,

Efruxifermin (EFX) in nonalcoholic steatohepatitis with fibrosis:
results from a randomized, double-blind, placebo-controlled,
phase 2b trial (HARMONY)

Stephen A. Harrison, Juan Frias, Guy Neff, Gary A. Abrams, Jeanine Lucas, William Sanchez, Sudhanshu
Gogia, Muhammed A. Sheikh, Cynthia Behling Pierre Bedossa, Lan Shao, Erica Fong, Brittany de
Temple, Reshma Shringarpure, Erik J Tillman, Timothy Rolph, Andrew Cheng and Kitty Yale

AASLD Abstract #39094

Washington, D.C.

November 2022

akzro
B



Disclosures akz=ro

Advisory Board/Consultants: 89 Bio, AgomAB, Akero Therapeutics, Inc., Alentis Therapeutics AG, Alimentiv, Inc., Altimmune,
Arrowhead, Axcella Health, Inc., Boston Pharmaceuticals, B Riley FBR Inc., BVF Partners LP, Cohbar, Inc. Canfite, Corcept
Therapeutics, Inc, Chronwell, CiVi, Cymabay Therapeutics, Inc, Cymabay Therapeutics, Inc., Echosens North America Inc.,
Enyo Pharma S.A, Fibronostics, Foresite Labs, LLC, Fortress Biotech, Inc., Galectin Therapeutics, Inc., Galmed Research &
Dev. LTD, Gilead Sciences, Inc, Genfit Corp, GNS, Hepion Pharmaceuticals Inc., Hightide Therapeutics, Inc., Histolndex PTE
LTD, Indalo, Inipharm, Intercept Pharmaceuticals, Inc., lonis, Kowa Research Institute, Inc., Madrigal Pharmaceuticals, Inc.,
Medpace, Inc. Metacrine Inc.. , Microba, NGM Biopharmaceuticals INC., Northsea Therapeutics B.V, Novartis
Pharmaceuticals, Novo Nordisk, Nutrasource,PathAl, Perspectum Diagnostics, Piper Sandler, Poxel, Prometic, Pharma SMT
LTD, Ridgeline, Sagimet Biosciences, Sonic Incytes Medical Corp, Terns Inc., Theratechnologies, Viking Therapeutics, Inc.

Grant/Research Support: Akero Therapeutics, Inc., Axcella Health, Inc., Cirius Therapeutics, Inc., CiVi Biopharma Inc.,
Cymabay Therapeutics, Inc., Enyo Pharma S.A, Galectin Therapeutics, Inc., Galmed Research & Dev. LTD., Genfit Corp,
Gilead Sciences, Inc., Hepion Pharmaceuticals, Inc., Hightide Therapeutics, Inc., Intercept Pharmaceuticals, Inc., Madrigal
Pharmaceuticals, Inc., Metacrine Inc., NGM Biopharmaceuticals Inc., Northsea Therapeutics , Novartis Pharmaceuticals Corp,
Novo Nordisk, Poxel, Sagimet Biosciences, Viking Therapeutics, Inc.

Stock/Shares (self-managed): Akero Therapeutics, Inc., Chronwell Inc., Cirius Therapeutics, Inc, Galectin Therapeutics, Inc.,

Genfit Corp, Hepion Pharmaceuticals Inc., Histolndex PTE LTD, Metacrine Inc., NGM Biopharmaceuticals., Northsea
Therapeutics B.V, Sonic Incytes Medical Corp

©2022 AKERO THERAPEUTICS. 2



Introduction akzro

EFX, A Long-Acting FGF21 Analog: Key Statistically Significant Findings
FC Fusion Scaffold and 3 Point Mutations Extend Half-Life from the Phase 2a BALANCED Study
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Encouraging Trend Toward
Fibrosis Improvement & NASH Resolution

Stanislaus, S et al. (2017) Endocrinology 158(5): 1314-27; Lee, S et al. (2018) Nature 553: 501-505;
Kharitonenkov, A et al. (2007) Endocrinology 148(2)774-781
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HARMONY Trial Design and Objectives akzro

Key Inclusion Criteria Phase 2b Primary Endpoint Key Secondary Efficacy Endpoints
* F2-F3 NASH + > 1-stage fibrosis * NASH Resolution * Lipoproteins * MRI-PDFF
* NAS 24 improvement without & No Worsening of  « Glycemic * Liver Injury
* Liver Fat (MRI-PDFF) 28% worsening of NASH Fibrosis Control Markers
* Fibrosis Markers * Weight Change

24 Weeks Long-Term Safety Follow-Up (Up to 96 Weeks)
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Regulatory Requirements for Phase 3 Trials
A Liver Biopsy * FDA accepts one of two endpoints for Phase 3 registrational trials: (1)
® MRI-PDFF Fibrosis improvement 21 stage & no worsening of NASH or (2) NASH

resolution and no worsening of fibrosis'

« EMA requires both endpoints to be met for marketing approval?

T FDA Draft Guidance, Noncirrhotic Nonalcoholic Steatohepatitis With 2EMA, Draft Reflection paper on regulatory requirements for the development of medicinal products

©2022 AKERO THERAPEUTICS.
Liver Fibrosis: Developing Drugs for Treatment (2018) for chronic non-infectious liver diseases (PBC, PSC, NASH) (2018)



HARMONY: Patient Disposition at Week 24 aksro

Key Analysis Sets

Randomized (N=128) Full Analysis Set — All subjects who were randomized
Randomized Not Dosed P
EFX (N=2)
Dosed (N=126) —— Safety Set — All subjects who received at least one dose of study drug

Biomarker Analysis Set — All subjects who have baseline and on-
study biomarker measurement at given timepoint

y

Discontinued Prior to Week 24
(N=11)

A

Administrative
EFX (N=5)
Placebo (N=1)

Due to AEs
EFX (N=5)

A4
Completed Week 24 (N=115)

Biopsies Not Collected P
EFX (N=1); Placebo (N=1) )

Primary Endpoint

e S R e e N G kE) Il —— Liver Biopsy Analysis Set — All subjects who have Baseline and
Week 24 liver biopsy results

I
om0
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Baseline Demographics akzro

EFX
Parameter (Mean) P('ﬁﬁﬁg)" Elz?‘](j,fzr;'g (N=5£3r;\g

Age (Years) 55 57 52
Sex (% Female) 63 69 53
Weight (kg) 108 104 103
Ethnicity (% Hispanic or Latino) 35 40 47
BMI (kg/m?) 38.7 38.3 37.2
Type 2 Diabetes (%) 65 76 70
Fibrosis Stage (% F3)’ 70 64 63
Enhanced Liver Fibrosis (ELF) Score 9.8 9.7 9.8
Pro-C32 (ug/L) 16.5 15.3 18.4
Liver Stiffness by VCTE? (FibroScan) (kPa) 15 14 16
Hepatic Fat Fraction by MRI-PDFF* (%) 17.1 18.5 17.5
NAFLD Activity Score (NAS) 54 5.1 5.6
Alanine Aminotransferase (ALT) (U/L) 62 50 63
Aspartate Aminotransferase (AST) (U/L) 57 42 52
HbA1c (%) 6.8 6.8 6.7
in Type 2 Diabetes subgroup 7.2 7.2 71
Triglycerides (mg/dL) 170 158 154
LDL-Cholesterol (mg/dL) 94 96 111

1All patients either fibrosis stage 2 (F2) or stage 3 (F3); 2Procollagen 3 N-Terminal Propeptide; 3 Vibration-controlled transient elastography; * Magnetic Resonance Imaging Proton Density Fat Fraction 6
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Consensus Reading of Biopsies: Rigorous Approach to

Histopathology Based on FDA Input to Minimize Variability akzro

Consensus Biopsy Analysis Flow Chart

Key Features of EFX Biopsy Analysis Plan “ ¢
 Biopsies independently scored by two pathologists, with a third

pathologist available to adjudicate in absence of consensus —
. . o ) Same Score Different Scores
+ Pathologists underwent protocol-specific training to align on

NASH-CRN scoring interpretation

Consensus Meeting

+ Pathologists blinded to subject, treatment, and sequence

* No paired biopsy reads (i.e., pre- and on-treatment biopsies

not read side-by-side)

No Consensus

Adjudicated Score

Final Score QC’d and Reported to Study Portal
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Both EFX Doses Achieved Statistical Significance on Fibrosis

Improvement and NASH Resolution akzro

, , S
Fibrosis Improvement 21 Stage NASH Resolution!

H 1 . . .
& No Worsening of NASH' at Week 24 & No Worsening of Fibrosis at Week 24
60% - 100% -
*kk
50% -
- 80% - 76%
* 41
(V) (1)
40% - 39 /°
60%
o **
30% 47%
40% -
(V)
o | 20%
20% (V)
10% - 15%
0% 0%
Placebo EFX 28mg EFX 50mg Placebo EFX 28mg EFX 50mg
N=41 N=38 N=34 N=41 N=38 N=34
"Improvement in liver fibrosis greater than or equal to one stage and no worsening of NASH "NAS score of 0 or 1 for lobular inflammation and a score of 0 for ballooning
(defined as no increase in NAS for ballooning, inflammation, or steatosis) * p<0.01, " p<0.001, versus placebo (CMH)

" p<0.05, versus placebo (Cochran—Mantel-Haenszel test [CMH])

©2022 AKERO THERAPEUTICS. Source Data: Liver Biopsy Analysis Set 8



Both EFX Doses Also Achieved Statistical Significance on Composite

Endpoint (Fibrosis Improvement and NASH Resolution) akzro

Fibrosis Improvement!
AND NASH Resolution? at Week 24

60% -

50% -
oy ¥¥* Patients Achieving Fibrosis Improvement 22 Stages
41% and No Worsening of NASH at Week 24

Placebo EFX 28mg EFX 50mg
(N=41) (N=38) (N=34)

5% 16% 15%

40% -

29%

30% -

20% -

10% A

5%
0%
Placebo EFX 28mg EFX 50mg
N=41 N=38 N=34

"Improvement in liver fibrosis greater than or equal to one stage
2NAS score of 0 or 1 for lobular inflammation and a score of 0 for ballooning

“ p<0.01, ™ p<0.001, versus placebo (CMH)

©2022 AKERO THERAPEUTICS. Source Data: Liver Biopsy Analysis Set 9
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Statistically Significant Reductions in Non-Invasive Markers Reflect

Histological Improvement in Fibrosis akzro

LS Mean Change From Baseline to Week 24

Pro-C3 (ug/L) ELF Score Liver Stiffness by FibroScan (kPa)
1+ 0.2 A 0
+0.1
+0.1 01
0
0.0 -1 -0.7
11 -0.1
5 0.2 A -2 -
-0.3
3 0.4 - -3 4
4 0.5 -
0.6 - -4 A
-5 | *kk _07 ] -0-6 43**
'5.1 _5-2*** -0.7*** =4,
6 0.8 - -5 -
Placebo EFX 28mg EFX 50mg Placebo EFX 28 mg EFX 50mg Placebo EFX 28 mg EFX 50mg
N=40 N=37 N=35 N=42 N=37 N=34 N=42 N=38 N=36
*** p<0.001, versus placebo (MMRM?") *** p<0.001, versus placebo (MMRM?") ** p<0.01, versus placebo (ANCOVA?)

T p<0.01, versus baseline (ANCOVA)

Mixed-model repeated-measures
2Analysis of Covariance

©2022 AKERO THERAPEUTICS. Source Data: Biomarker Analysis Set (Pro-C3 and ELF); Full Analysis Set (Liver Stiffness) (non-missing values only, no imputation) 10



EFX Substantially Reduced and Normalized Liver Fat, Showing
Potential to Eliminate the Underlying Disease Driver

LS Mean Relative Percent Change From Baseline

in Liver Fat at Week 24
0% -

-10% -6%

-20%

-30%

-40%

-50%

-60%

-64% *kk

-70%
Placebo EFX28mg EFX 50mg
N=42 N=38 N=35

" p<0.001, versus placebo (ANCOVA)

Proportion of Patients Achieving
Fat Reduction Thresholds at Week 24

Placebo EFX 28mg EFX 50mg
(N=42) (N=38) (N=35)

Relative Reduction in Liver Fat

>50% 2% 63% 77%

Normalization of Liver Fat Content (from >5% to <5%)

<5% 0% 34% ™ 51%

™ p<0.001, versus placebo (CMH)

©2022 AKERO THERAPEUTICS. Source Data: MRI-PDFF Analysis Set (All subjects who have Baseline and Week 24 liver fat measurements)
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LS Mean [SE] Change from Baseline (U/L)

Rapid and Sustained Statistically Significant Improvements in

. . akzro
Markers of Liver Injury
Alanine Aminotransferase (ALT) Aspartate Aminotransferase (AST)
LS Mean [SE] Change from Baseline (U/L) LS Mean [SE] Change from Baseline (U/L)

Baseline: 50 to 63 U/L Baseline:42 to 57 U/L

N
o
|

o

L
o
|

LS Mean Change from Baseline (U/L)

204 IN O ---o.
-30—
-40 ) I ) I ) I ) I ) I ) I
0 4 8 12 16 20 24 0 4 8 12 16 20 24
week week
-0~ Placebo -O- EFX 28 mg & EFX 50 mg -0~ Placebo -O- EFX 28 mg & EFX50 mg

Statistically significant improvements also observed for GGT & ALP

" p<0.05, " p<0.01, ™ p<0.001, versus placebo (MMRM)
Tp<0.05, Tt p<0.01, versus baseline (MMRM) 12

*+Source Data: Full Analysis Set
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Treatment-Emergent Adverse Events (TEAE)

0 (0%)
1 (2%)?P
2 (5%)%®

14 (33%)
14 (33%)
10 (23%)
0 (0%)
7 (16%)

akz=ro

EFX 50mg
(N=43)

B R
TEAE Leading to Death 0 (0%) 0 (0%)
Drug-Related Serious Adverse Event (SAE) 0 (0%) 0 (0%)
Drug-Related TEAE Leading to Discontinuation 0 (0%) 2 (5%)°
Most Frequent (215%) Drug-Related TEAEs Placebo m
Diarrhea 6 (14%) 14 (35%)
Nausea 5 (12%) 10 (25%)
Increased Appetite 2 (5%) 7 (18%)
Frequent Bowel Movements 1(2%) 8 (20%)
Injection Site Erythema 5 (12%) 6 (15%)
Injection Site Bruising 1(2%) 6 (15%)

@ (1) Esophagitis

® There were three additional non-drug-related SAEs: (1) Edema; (2) Covid-19; (3) Pancreatitis
¢ (1) Increased appetite & weight gain; (2) diarrhea

94 (1) Esophagitis & vomiting; (2) Nausea

¢ There was one additional non-drug-related AE: Lymphadenopathy

Source Data: Safety Set
©2022 AKERO THERAPEUTICS.

3 (7%)
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Significant Improvements Observed in Lipoprotein Profile akzro

LS Mean Change From Baseline to Week 24 (%)

Triglycerides LDL Cholesterol Non-HDL Cholesterol HDL Cholesterol
10% o 9% 10% - +9% 10% 35%
+8% +30%***
30%
. 5% 5% . +24%"™

0% 0% 20%

-10% 15%
-5% -5% 10%
_Zoty *k *k 50/
’ -10% -8% -8% -10% ’
0%
-25%*** Hkk weke
() [
-30% -29%"™ -15% -15% 3% -13% 5% - 2%
Placebo EFX 28mg EFX 50mg Placebo EFX28mg EFX 50mg Placebo EFX 28mg EFX 50mg Placebo EFX 28mg EFX 50mg
N=42 N=35 N=35 N=42 N=35 N=35 N=42 N=35 N=35 N=42 N=35 N=35

" p<0.01, ™ p<0.001 versus placebo (MMRM)

©2022 AKERO THERAPEUTICS. Source Data: Full Analysis Set, non-missing values only, no imputation 14



Clinically Meaningful Improvements Observed in Glycemic Control

and Insulin Sensitivity akzro

LS Mean Change From Baseline to Week 24

HbA1c(%)’ C-Peptide?
T2D Subset? All T2D Subset? All
0.0 0.0 20% 20%
0.0 0.0 +16%
15% 15%
0.1 0.1 o
10% 10% | *9%
-0.2 -0.2 5% 5%
0% 0%
-0.3 -0.3
-0.3t -5% 5%
-0.4 -0.4 -10% -10%
-15% -15%
-0.5 . . -0.5 a o,
0.5%  -0.5% -20% 7% -20% -16%
06 06 25% -22%" 25% 239%™
Placebo EFX28mg EFX 50mg Placebo EFX28mg EFX 50mg Placebo EFX 28mg EFX 50mg Placebo EFX28mg EFX 50mg
N=27 N=28 N=27 N=42 N=37 N=36 N=26 N=28 N=26 N=41 N=37 N=35
: p<0.05, versus placebo (MMRM); T p<0.05, versus baseline (MMRM) - p<0.01, o p<0.001, versus placebo (MMRM)

" Absolute change from baseline, %; 2 Patients remained on diabetic medications; 3 Relative percent change from baseline

©2022 AKERO THERAPEUTICS. Source Data: Biomarker Analysis Set 15



Weight Loss Observed for 50mg EFX Dose Group ak=ro

Body Weight, LS Mean Change
at Week 24 (kg)

2.0

1.0

0.0 —

-0.2
-1.0 -0.6

20 -2.6%tt

-3.0 2.9t

-4.0

-5.0

Placebo EFX 28mg EFX 50mg
N=42 N=37 N=36

T p<0.01, versus baseline (MMRM)

©2022 AKERO THERAPEUTICS. Source Data: Full Analysis Set, non-missing values only, no imputation 16



Summary and Future Directions akzro

Both EFX doses achieved a statistically significant difference from placebo for = 1-stage fibrosis
improvement and NASH resolution

EFX also

« improved markers of liver injury and noninvasive markers of fibrosis

« improved lipoprotein profile and glycemic control

* led to weight loss on 50 mg

- was generally well tolerated with low numbers of treatment discontinuations

These data support initiation of EFX Phase 3 program

©2022 AKERO THERAPEUTICS. 17
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