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Safe Harbor

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 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”); our development plans for EFX, including our 

belief in the unique potential of EFX as a foundational NASH therapy; our preclinical and clinical results, including our safety/tolerability, laboratory measures and paired biopsy data from 

our Phase 2a BALANCED study; the potential benefits resulting from the PRIME and Fast Track designations of EFX; the Phase 2b HARMONY and SYMMETRY studies, including 

expected timing to complete enrollment, report preliminary results, and other related milestones; the availability of a new drug product formulation to support Phase 3 clinical trials; risks 

related to the competitive landscape; expectations regarding the Company’s use of capital, expenses and other future financial results; and the potential impact of COVID-19 on strategy, 

our employees, supply chain, future operations and clinical trials. 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 uncertainties, 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, as well as discussions of potential risks, uncertainties, and other important factors in our other 

subsequent filings with the Securities and Exchange Commission. 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 assumptions. Finally, while we believe our own internal research is 

reliable, such research has not been verified by any independent source. 
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Lipotoxicity in hepatocytes drives NASH pathology and progression
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Tillman, E. J. & Rolph, T. (2020) Front Endocrinol 11, 601290



Removing lipotoxic fat in hepatocytes via weight loss resolves 
steatohepatitis within a year, but fibrosis regression takes ≥5 years

4
Vilar-Gomez, E et al (2015) Gastroenterol 149:367-78

55% of patients who lost ≥10% of body weight 
did not achieve fibrosis improvement at 52 weeks

Lassailly, G. et al. (2020) Gastroenterol 159:1290-1301.e5



Pharmacology-driven reduction in lipotoxic fat in hepatocytes and improvement in 
glycemic control stabilizes but does not significantly improve fibrosis

5
Newsome, PN et al (2020) New Engl J Med 384:1113-24

semaglutide did not improve liver fibrosis in 
patients with NASH cirrhosis after 48 weeks
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Harrison, SA et al (2021) Nat Med 27, 1262–1271.

Main Study

Ph2a BALANCED study evaluated efruxifermin (EFX), an Fc-FGF21 
analog, in two cohorts: “Main Study” (F1-F3, moderate-to-advanced 
fibrosis) and “Cohort C” (F4, compensated cirrhosis)
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EFX reduced lipotoxic liver fat substantially, such that LFC was 
normalized (≤5%) in almost half of treated patients within 12 weeks

7
Harrison, SA et al (2021) Nat Med 27, 1262–1271.

Endpoint Placebo
(N=20)

28mg
(N=16)

50mg
(N=17)

70mg
(N=15)

Relative Reduction in 
Liver Fat

≥30% 10% 100%** 100%*** 100%***

≥50% 5% 69%** 100%*** 93%***

≥70% 5% 50%* 53%** 80%***

Normalization of Liver 
Fat Content

≤5% 5% 25%* 53%** 67%***

Proportion of Patients Achieving 
Fat Reduction Thresholds

* p<0.05, ** p<0.01, *** p<0.001, versus placebo (ANCOVA)
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Fibrosis improved by ≥1 stage in half of pair-biopsied F1-F3 patients, and 
by 2 stages in half of F2-F3 patients, after just 16 weeks of EFX treatment

©2022 AKERO THERAPEUTICS. 8

1

Fibrosis Change in EFX-Treated Patients 
with Baseline F1-F3 Fibrosis (n=40)
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Fibrosis Change in EFX-Treated Patients 
with Baseline F2 or F3 Fibrosis (n=22)
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No Change
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50%

55%

28%
(n=11)

2-Stage 
Improvement



In patients with compensated cirrhosis, EFX reduced fibrotic area and 
increased normal hepatocyte area, as scored by AI-based method (PathAI)

©2022 AKERO THERAPEUTICS. 

Placebo EFX 50 mg
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In patients with F1-F3 NASH, EFX consistently reduced Pro-C3 below the 
threshold associated with increased risk of ≥F2 fibrosis in NASH patients
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Synthesis of two major components of ECM in soft-tissue fibrosis, type-I and -III collagen, 
are correlated at baseline, particularly in patients with advanced fibrosis-to-cirrhosis

F1-F3 NASH (Main Study) F4 NASH (Cohort C)
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Spearman R P value

F1 0.256 >0.1
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F3 0.566 <0.01

F4 0.644 <0.001
©2022 AKERO THERAPEUTICS. 
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Across all patients (F1-F4) in BALANCED, EFX appears to reduce 
synthesis of collagen-I and collagen-III synthesis in a concerted fashion
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©2022 AKERO THERAPEUTICS. 
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C3M, a marker of collagen-III degradation, likely increases relative to soft-tissue collagen 
mass, leading to a shift in balance of collagen turnover from synthesis to degradation

Main Study F1-F3 Cohort C F4 only
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Antifibrotic activity of EFX in patients with NASH appears consistent 
with preclinical demonstration of FGF21’s antifibrotic activity

• ER stress1 and oxidative stress2 induce FGF21 in vitro, and diverse hepatic stressors 
(alcohol3, fructose4, acetaminophen5, protein restriction6) induce FGF21 in vivo

• FGF21 up-regulates pathways associated with protecting against these stressors,1-6 as well 
as suppressing induction of pro-apoptotic pathways1

• FGF21 improves fibrosis independent of metabolic etiology:
• Suppresses human, rat HSC activation and collagen expression in vitro7,8,9

• Restores apoptosis and inhibits proliferation of activated rat HSC in vitro9

• Inhibits fibrogenesis in chemically-induced liver fibrosis8,9,10

• Protects the exocrine pancreas from cerulein-induced pancreatitis and fibrosis11

• Protects airway epithelia from bleomycin-induced pulmonary fibrosis12

• Protects the heart against oxidative damage, fibrosis, and cardiac dysfunction13,14,15

Presence and resolution of underlying metabolic insult 
is not required for antifibrotic activity of FGF21

1Jiang S et al. (2014) J Biol Chem 289:29751-65. 
2Wang X et al. (2016) Cell Metab 60:977-89. 
3Desai BN et al. (2017) Mol Metab 6:1395-1406. 
4Fisher FM et al. (2017) Mol Metab 6:14-21.
5Ye D et al. (2014) Hepatology 60:977-89. 

6Laeger T et al. (2014) J Clin Invest 124:3913-22. 
7Le CT, et al. (2018) PLoS ONE 13: e0192146. 
8Xu P, et al. (2017) Toxicol Appl Pharmacol 290:43-53.
9Meng F et al (2012) Mol Biol Rep 48: 7153-7163.
10Opoku YK et al. (2020) EXCLI J 19:567-81.

11Johnson CL, et al. (2009) Gastroenterol 137:1795-1804. 
12Zhang S et al. (2018) BioMed Pharmacother 103:1516-25. 
13Zhang X et al. (2019) Heart Fail Rev 24:1005-17. 
14Planavila A et al. (2015) Cardiovasc Res 106:19-31
15Ma Y et al (2021) Int J Mol Sci 22: 12341.
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