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Safe Harbor and Legal Disclaimers
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This presentation may contain “forward-looking statements” of Akero Therapeutics, Inc. (“we,” “us,” “our,” “Akero” or the “Company”) within the meaning of the Private Securities Litigation 

Reform Act of 1995 relating to our business, operations, and financial conditions, including but not limited to current express or implied beliefs, expectations and assumptions regarding: the 

future of our business; future plans and strategies, including our expectations around the therapeutic potential and clinical  benefits of Efruxifermin (“EFX”), including in combination with 

GLP-1 receptor agonist therapies; our development plans for EFX, including our belief in the unique potential of EFX as a foundational MASH therapy; our preclinical and clinical results, 

including our safety/tolerability, laboratory measures and histology data from our Phase 2b HARMONY study, Phase 2b SYMMETRY study, and the Cohort D expansion of our Phase 2b 

SYMMETRY study; the expected timing to report the week 96 results of the SYMMETRY study; the potential benefits resulting from the PRIME, Breakthrough Therapy and Fast Track 

designations of EFX; the SYNCHRONY Phase 3 program, including the SYNCHRONY Histology, SYNCHRONY Real-World, and SYNCHRONY Outcomes studies, their respective trial 

designs and expected timing to report results for the respective primary endpoints; the availability of a new drug product formulation to support Phase 3 clinical trials; risks related to the 

competitive landscape; the timing and potential benefits of our regulatory interactions; and our use of capital, expenses and  other future financial results, including the expected cash 

runway. Words such as, but not limited to, “look forward to,” “believe,” “expect,” “anticipate,” “estimate,” “intend,” “plan, ” “would,” “should” and “could,” and similar expressions or words, 

identify forward-looking statements. New risks and uncertainties may emerge from time to time, and it is not possible to predict  all risks and uncertainties. Except as required by law, we 

assume no obligation to update these forward-looking statements publicly, or to update the reasons actual results could differ materially from those anticipated in the forward-looking 

statements, even if new information becomes available in the future. For a discussion of these and other risks and uncertaint ies, and other important factors, any of which could cause our 

actual results to differ from those contained in the forward-looking statements, see the section entitled “Risk Factors” in our most recent annual report on Form 10-K filed with the Securities 

and Exchange Commission (the “SEC”), as well as discussions of potential risks, uncertainties, and other important factors in  our other subsequent filings with the SEC. All information in 

this presentation is as of the date hereof, and we undertake no duty to update this information unless required by law. 

Certain information contained in this presentation relates to or is based on studies, publications, surveys and other data obtained from third-party sources and the Company’s own internal 

estimates and research. While the Company believes these third-party sources to be reliable as of the date of this presentation, it has not independently verified, and makes no 

representation as to the adequacy, fairness, accuracy or completeness of, any information obtained from third-party sources. In addition, all of the market data included in this presentation 

involves a number of assumptions and limitations, and there can be no guarantee as to the accuracy or reliability of such ass umptions. Finally, while we believe our own internal research is 

reliable, such research has not been verified by any independent source. 

©2025 AKERO THERAPEUTICS. 



Recent Progress & Near-Term Milestones for Efruxifermin (EFX)
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First Patients 

Enrolled in Phase 3 
Q4’23

Phase 2b (F2-F3) 

Week 96 Readout 
with Liver Histology 

Mar’24

Phase2b 

(F4, Compensated) 
Week 96 Readout 

with Liver Histology 

Expected 
Feb’25

First Patient

Enrolled in Phase 3 
(F4, Compensated) 

Sep’24

Cash sufficient to fund our Phase 3 SYNCHRONY Histology and Real-World studies through their respective primary 

endpoints and our current operating plan into the second half of 2027, with ~$787M cash on hand1 as of September 30, 2024

1 Cash, cash equivalents, and short-term marketable securities©2025 AKERO THERAPEUTICS. 

Double-Blind 

Enrollment 
Completed

Jan’25



SYNCHRONY Real-World Enrollment Completed in ~1 Year
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Akero Therapeutics Completes Enrollment of the Double-Blind Portion of the Phase 3 

SYNCHRONY Real-World Study Evaluating Efruxifermin (EFX) in Patients with 

Non-Invasively Diagnosed MASH or MASLD

-- 601patients have been enrolled in the double-blind portion of the SYNCHRONY Real-World 

study since initiation in November 2023 --

-- Data from SYNCHRONY Real-World study anticipated in the first half of 2026 --

SOUTH SAN FRANCISCO, Calif., January 13, 2025 – Akero Therapeutics, Inc. (Nasdaq: AKRO), 

a clinical-stage company developing transformational treatments for patients with serious 

metabolic diseases marked by high unmet medical need, today announced it has completed 

enrollment of patients in the double-blind portion of the Phase 3 SYNCHRONY Real-World study 

of EFX in patients with metabolic dysfunction-associated steatohepatits (MASH) or metabolic 
dysfunction-associated steatotic liver disease (MASLD) (F1-F4).

©2025 AKERO THERAPEUTICS. 



EFX Bivalent Structure Potentially Optimal for MASH Efficacy, 
With Convenient Once-weekly Dosing
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Bivalent FGF21 Analog Brings:

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

High β-Klotho 

affinity

High systemic exposure

Maintained agonism of 

FGFRs throughout weekly 

dosing interval

Sustained pharmacodynamic 

effect through week 96 (F2-F3) 

and week 36 (F4, compensated)

βKlothoFGFRβKlotho

©2025 AKERO THERAPEUTICS. 



High Risk of Mortality Associated with Cirrhosis Due to MASH
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Survival Free of Liver Transplantation
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Angulo, P et al. (2015) Gastroenterology 149:389-397

P<0.001
F4

50%

~50% 
5-year mortality 

without liver transplant

for F4 patients
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©2025 AKERO THERAPEUTICS. 



Phase 2b SYMMETRY Trial Design: Compensated Cirrhosis Due to 
MASH (F4) with Liver Histology at 36 and 96 weeks
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EFX 28mg (N=57)

Placebo (N=61)

36 Weeks

EFX 50mg (N=63)

Placebo

EFX 28mg

60-Week Long-Term Follow-Up

S
c
re

e
n

in
g

R
a
n

d
o

m
iz

a
ti

o
n

P
h

a
s

e
 2

b

Key Inclusion Criteria1

• F4 MASH (compensated)
• T2D or 2 of 4 components of 

metabolic syndrome2

Phase 2b Primary Endpoint

• ≥1 Stage Fibrosis Improvement with 

no Worsening of MASH at Week 36
• Not powered for week 96 endpoints

Key Secondary Efficacy Endpoints

• MASH Resolution
• Fibrosis Markers

• Lipoproteins

• Glycemic Control
• Weight Change

• Liver Injury Markers

EFX 50mg

1 All patients had biopsy-proven compensated cirrhosis (fibrosis stage 4) due to definitive MASH or cryptogenic cirrhosis presumed 

secondary to MASH. Subjects with cryptogenic cirrhosis were limited to approximately 20% of the total study population.
2 Obesity, dyslipidemia, elevated blood pressure, and elevated fasting glucose.

Screening 

Liver Biopsy

Week 36 

Liver Biopsy

Week 96 

Liver Biopsy

©2025 AKERO THERAPEUTICS. 



Summary of Week 36 SYMMETRY Liver Histology

8Source Data: Week 36 Interim Liver Biopsy Analysis Set; Topline preliminary data

Fibrosis Improvement ≥1 Stage Without Worsening of MASH at Week 36

Longer duration of cirrhosis at baseline may 

increase proportion of liver with features of F4 
cirrhosis versus F3, thus reducing probability of 

reversal to F3 for placebo patients.

Statistically significant fibrosis improvement 

without worsening of MASH in patients with 
cirrhosis has not been reported for any 

investigational drug to date.

Subgroup: Cirrhosis Diagnosed ≥ 6 

Months or Cryptogenic Cirrhosis (N=84)

0%

5%

10%

15%

20%

25%

1

All Patients with Baseline and Week 36 

Biopsies (Primary Endpoint) (N=153)

22%

14%

24%

Placebo
n=57

50mg
n=50

28mg
n=46

p=0.378

p=0.279

0%

5%

10%

15%

20%

25%

1

10%

3%

22%

Placebo
n=32

50mg
n=23

28mg
n=29

p=0.366

p=0.051

4 patients experienced 3- or 2-stage fibrosis improvement without worsening of MASH at Week 36

©2025 AKERO THERAPEUTICS. 
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Landscape for Cirrhosis Due to MASH:
Placebo-Corrected Fibrosis Improvement With No Worsening of MASH
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Selonsertib2

48 Wks / Ph3

Discontinued

13%

ASK-1 Peg-FGF21

Pegbelfermin3 
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14%

Fc-FGF21

-20%

-15%

-10%

-5%

0%

5%

10%

-20%

-15%

-10%

-5%

0%

5%

10%

-20%

-15%

-10%

-5%

0%

5%

10%

-20%

-15%

-10%

-5%

0%

5%

10%

-20%

-15%

-10%

-5%

0%

5%

10%

-20%

-15%

-10%

-5%

0%

5%

10%

-20

-10

0

10

-20

-10

0

10

(n=50)

50mg

(n=46)

28mg

(n=351)

6mg

(n=354)

18mg

(n=37)

20mg

(n=39)

40mg
1%

0%

-7%

-3%

FXR

Obeticholic acid5 

78 Wks / Ph3

Discontinued

10%

-20

-10

0

10

(n~306)

25mg

(n~306)

10mg

1% 2%

Semaglutide1

48 Wks / Ph2b

Active

29%

GLP-1

-20

-10
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2.4mg

(n=47)

-18% -20

-10
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Simtuzumab6

96 Wks / Ph2b

Discontinued

8%

LOXL-2

(n=75)

200mg

(n=79)

700mg

0%

5%

10%
8%

Placebo

Rate

-20%

-15%

-10%

-5%

0%

5%

10%

By Treatment Duration

1 Loomba, R et al. (2023) Lancet Gastro Hep 8:511-22; 2 Harrison, SH et al. (2020) J Hepatol 73(1):26-39; 3 Abdelmalek, MF et al. (2023) Clinical Gastro Hep 23:S1542-3565; 4 NGM Bio (2023) September Corporate Overview; 5 

Intercept (2022) September 30 Press Release; 6 Harrison, SA et al. (2018) Gastroenterology 155:1140–1153. Includes results from publicly reported placebo-controlled studies in patients with compensated cirrhosis due to MASH 

reporting either ≥ 1-stage fibrosis improvement and no worsening of MASH (EFX, semaglutide, selonsertib, pegbelfermin, obeticholic acid) or only ≥ 1-stage fibrosis improvement (aldafermin, simtuzumab); numerical values 

represent percent responders. Note: These data are derived from different clinical trials at different points in time, with differences in trial design and patient populations. No head-to-head clinical trials have been conducted.

©2025 AKERO THERAPEUTICS. 



Evidence of Anti-Fibrotic Activity:
Analysis of Noninvasive Fibrosis Markers

10Source Data: Week 36 Interim Full Analysis Set (non-missing values only, no imputation); Topline preliminary data

Change1 From Baseline to Week 36

-6

-5

-4
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-2
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Liver Stiffness (kPa)2
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-4.4

EFX 50mg
N=50

Placebo
N=52

EFX 28mg
N=45
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-10
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Pro-C3 (µg/L):

Generation 2 ELISA

EFX 50mg
N=50

Placebo
N=58

EFX 28mg
N=47

*** p<0.001, versus placebo (MMRM1)

*** -59 ***

-16

*** -49 ***

-0.4

-0.3

-0.2

-0.1

0.0

0.1

0.2

1

ELF Score

EFX 50mg
N=51

Placebo
N=58

EFX 28mg
N=47

* -0.2 *

+0.1

** -0.3 ***

* p<0.05, ** p<0.01, versus placebo

(Mixed Model Repeated Measures [MMRM])

1 LS Mean (ELF Score, Pro-C3 and FAST Score); Arithmetic Mean (Liver Stiffness); 2 Measured by FibroScan

©2025 AKERO THERAPEUTICS. 



Case Study: 3-Stage Fibrosis Improvement & MASH Resolution
Histological Observations Consistent with Noninvasive Tests
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Fibrosis Stage

Measure Baseline Week 36 Change

Fibrosis Stage 4 1 -3

MASLD Activity Score

Measure Baseline Week 36 Change

Total Score 5 0 -5

Steatosis 1 0 -1

Ballooning 2 0 -2

Lobular Inflammation 2 0 -2

Non-Invasive Fibrosis Markers

Measure Baseline Week 36 Change

ALT (U/L) 29 14 -52%

AST (U/L) 32 20 -38%

Pro-C3 (µg/L) 73 54 -26%

ELF Score 10.57 9.44 -1.13

FAST Score 0.45 0.15 -0.30

Patient Background & Weight Loss During Study
69-year-old female; T2D; cirrhosis diagnosed 17.4 months prior to first 

dose; no GLP-1 use at baseline; weight loss of 2 Kg (-3%) at Week 36

Baseline Biopsy Week 36 Biopsy

Comparison of Biopsy Features

Comparison of Histology and Fibrosis Markers

©2025 AKERO THERAPEUTICS. 



Phase 2b HARMONY Trial Design: Pre-Cirrhotic (F2-F3) MASH with 
Liver Histology at 24 and 96 weeks 
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EFX 28mg

Screening 

Liver Biopsy

Week 24

Liver Biopsy

Week 96 

Liver Biopsy

Week 96 Primary Analyses

• ≥ 1 or 2 stages fibrosis improvement & no worsening of MASH 

• MASH Resolution & No Worsening of Fibrosis

• Fibrosis Improvement & MASH Resolution

• Fully powered for week 24 primary endpoint; not fully powered for week 96 endpoints

Week 24 Primary Endpoint

• ≥ 1 stage fibrosis improvement 

& no worsening of MASH 

©2025 AKERO THERAPEUTICS. 



W96 W96 W960%

10%

20%
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40%

50%

60%

70%

80%

Liver Biopsy Analysis Set1

W24 W96 W24 W96 W24 W96

N=34N=41 N=26N=38 N=28N=34

Placebo EFX 28mg EFX 50mg

20%
24%

46%

***75%***

✦ 39%
† ✦41%

†

W96 W96 W960%

10%

20%
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40%

50%

60%

70%

80%

Liver Biopsy Analysis Set1

W24 W96 W24 W96 W24 W96

N=34N=41 N=26N=38 N=28N=34

Placebo EFX 28mg EFX 50mg

20%
24%

✦ 39%
†

46%
✦41%

†

***75%***

Fibrosis Improvement ≥1 Stage 

& No Worsening of MASH at Weeks 24 and 96

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])

Substantial Improvement in Fibrosis Between Weeks 24 and 96 for 
Participants Treated with 50mg EFX

13©2025 AKERO THERAPEUTICS. 



Placebo

(N=29)

EFX 28mg

(N=14)

EFX 50mg

(N=16)

6 (21%) 2 (14%) 10 (63%)

Proportion of Week 24 Non-Responders 

with New Response at Week 964,5

3 Among Week 24 responders with Week 96 biopsies
3 Among Week 24 non-responders with Week 96 biopsies

5 Not analyzed for statistical significance

≥1 Stage Fibrosis Improvement & No Worsening of MASH:
Sustained, Broad and Durable Response

14

Sustained

(n=10)

New (n=2)

Sustained

(n=11)

New 

(n=10)

Sust. (n=2)

New

(n=6)

***75%***

EFX 28mg

N=26

EFX 50mg

N=28

Placebo

N=34

46%

24%

1 Responder at Weeks 24 & 96; 2 Responder at Week 96 *** p<0.001, versus placebo (CMH)

Placebo

(N=5)

EFX 28mg

(N=12)

EFX 50mg

(N=12)

2 (40%) 10 (83%) 11 (92%)

Proportion of Week 24 Responders with 

Sustained Response at Week 963,5

Fibrosis Improvement ≥1 Stage 

& No Worsening of MASH at Week 96

Sustained1 & New2 Responders

Source Data: LBAS-96
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60%

80%

1
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**31%**
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Liver Biopsy Analysis Set1
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Placebo EFX 28mg EFX 50mg
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16% 15%
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N=34 N=26 N=28
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**31%**

**36%**

W24W24W24

Liver Biopsy Analysis Set1

W96 W96 W96

N=41 N=38 N=34

Placebo EFX 28mg EFX 50mg

5%

16% 15%

Fibrosis Improvement 2 Stages 

& No Worsening of MASH, Weeks 24 and 96 

1 All subjects with baseline and Week 24 or Week 96 biopsies ** p<0.01, *versus placebo (CMH)

Rate of 2-Stage Fibrosis Improvement Doubled from Week 24 to 96

15Source Data: LBAS-96; ITT©2025 AKERO THERAPEUTICS. 
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21%

14%

✦28%

40%

29%

***68%***

W24 W96 W24 W96 W24 W96

Fibrosis Improvement ≥1 Stage 

& No Worsening of MASH1 at Weeks 24 and 96 

1 All participants with baseline F3 fibrosis and on-treatment biopsy at specified timepoint
*** p<0.001, versus placebo at W96 (CMH])

Substantial Improvement in Fibrosis Between Weeks 24 and 96 for 
EFX-Treated Patients with F3 Fibrosis at Baseline
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***68%***

EFX 28mg

N=15

EFX 50mg

N=19

Placebo

N=22

40%

14%

2 All participants with baseline F3 fibrosis and Week 96 biopsy
*** p<0.001, versus placebo (CMH)

1- vs 2-Stage Fibrosis Improvement & No 

Worsening of MASH2 at Week 96

2 Stages

(n=5)

1 Stage (n=1)

1 Stage

(n=5)

2 Stages 

(n=8)

1 Stage

(n=3)
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None4

0%

Liver Stiffness2

Fibrosis1

ELF3

Liver Stiffness2

Fibrosis1

ELF3

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

Source Data: Subset of the LBAS-W96 with available data

Overlap of Imaging and Circulating Biomarkers of Fibrosis at 96 Weeks 
Corroborates Conventional Histopathology only in EFX-treated Individuals

1 Proportion with histological fibrosis response (improvement ≥1 stage without MASH worsening); 2 Proportion with liver stiffness response (≥30% reduction by 

FibroScan [VCTE]); 3 Proportion with ELF response (≥0.5 reduction in ELF Score); 4 None: Proportion without any of fibrosis improvement, liver stiffness response, or ELF 

response; 5 All Three: proportion with fibrosis improvement, liver stiffness response, and ELF response

Placebo (N=32)

None4

47% None4

23%

Liver Stiffness2

Fibrosis1

ELF319%
All Three5

All Three5

0%

Areas, including overlaps, are proportional to response percentage 17

42%
All Three5

©2025 AKERO THERAPEUTICS. 



Treatment-Emergent Adverse Events (TEAE)
From Baseline through Week 96  

18

TEAE Overview
Placebo

(N=43)

EFX 28mg

(N=40)

EFX 50mg

(N=43)

TEAE Leading to Death 0 (0%) 0 (0%) 0 (0%)

Serious Adverse Event (SAE) 4 (9%) 4 (10%) 7 (16%)

Drug-Related SAE 0 (0%) a1 (2%)a b1 (2%)b

Drug-Related TEAE Leading to Discontinuation 0 (0%) c,d,e,f4 (10%)c,d g,h,i3 (7%)e,f

Most Frequent (≥15%) Drug–Related TEAEs Placebo EFX 28mg EFX 50mg

Diarrhea 7 (16%) 16 (40%) 16 (37%)

Nausea 5 (12%) 12 (30%) 14 (33%)

Increased Appetite 3 (7%) 7 (18%) 10 (23%)

Injection Site Erythema 6 (14%) 8 (20%) 7 (16%)

Injection Site Bruising 2 (5%) 6 (15%) 3 (7%)

c Previously reported: (1) increased appetite & weight gain; (2) diarrhea; 
d Post week 24: (1) pancreatitis (SAE reported above); (2) diarrhea 
e Previously reported: (1) esophagitis & vomiting; (2) nausea 
f Post week 24: (1) diarrhea

Source Data: Safety Set

a Post week 24: pancreatitis (not confirmed on imaging and discharged within 24 hours)
b Previously reported: esophagitis 

©2025 AKERO THERAPEUTICS. 



Safety Overview

19

Blood Pressure

• No statistical difference versus placebo in systolic & diastolic BP at week 96

Markers of Liver Function and Hemostasis

• Remained stable, including platelets, bilirubin, INR1, MELD2 and CP3 score

Progression to Cirrhosis

• Balanced across dose groups

Bone Mineral Density

• At week 48, no significant changes versus placebo for lumbar spine and femoral neck regions

• At week 96, significant reductions versus placebo for lumbar spine (3-4%, both EFX groups) and 

femoral neck regions (< 3%, 50mg EFX only)

• One vertebral fracture (L1) observed in placebo group; no vertebral fractures observed in EFX groups

1 Prothrombin International Normalized Ratio; 2 Model for End-Stage Liver Disease; 3 Child-Pugh©2025 AKERO THERAPEUTICS. 



Phase 3 SYNCHRONY Trial Designs: 
Histology (F2-F3) and Real-World (F1-F3)

20
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Total Treatment Duration: 240 Weeks
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(Open Label Rollover)

Primary Endpoint
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Week 52 
Liver Biopsy

Phase 2 

Placebo 

Subjects

Treatment Duration: 52 Weeks

Patient Population
Biopsy-confirmed F2-F3 MASH

Patient Population
MASH/MASLD

Primary Histology Endpoint
≥ 1-stage fibrosis improvement and 

MASH resolution at Week 52

Primary Outcomes Endpoint
Evaluated at 240 Weeks

Readout Expected

1H 2027

Readout Expected

1H 2026

Phase 3 SYNCHRONY program (N ~3500) is comprised of two efficacy studies with both histology and 

long-term clinical outcomes endpoints and a third one-year study evaluating safety and tolerability

©2025 AKERO THERAPEUTICS. 

Double-Blind Enrollment Completed



Phase 3 SYNCHRONY Trial Design: 
Outcomes (F4, Compensated)

21

Key Secondary Efficacy Endpoints for All Phase 3 Studies

• Fibrosis Markers • Lipoproteins • Glycemic Control • Weight Change • Liver Injury Markers

Baseline 
Liver Biopsy

EFX 50mg

Placebo

Total Treatment Duration: ~260 Weeks

Week 96 
Liver Biopsy

Patient Population
Cirrhosis Due to MASH 

(F4, Compensated)

Primary Histology Endpoint
≥ 1-stage fibrosis improvement and 

no worsening of MASH at Week 96

Primary Outcomes Endpoint
Time to first occurrence of 

protocol-specified clinical events
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