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Safe Harbor Statement

This presentation contains forward-looking statements within the meaning of the "safe harbor" 
provisions of the Private Securities Litigation Reform Act of 1995. These statements are based 
upon our current expectations and speak only as of the date hereof.  Our actual results may 
differ materially and adversely from those expressed in any forward-looking statements as a 
result of various factors and uncertainties, including, without limitation, our developmental 
stage and limited operating history, our ability to successfully and timely develop products, 
entering into new collaborations and achieving existing projected milestones, rapid 
technological changes in our markets, demand for our future products, legislative, regulatory 
and competitive developments and general economic conditions.  Our Annual Report on 
Form 10-K, recent and forthcoming Quarterly Reports on Form 10-Q, recent Current Reports on 
Forms 8-K, and other SEC filings discuss some of the important risk factors that may affect our 
ability to achieve the anticipated results, as well as our business, results of operations and 
financial condition. Readers are cautioned not to place undue reliance on these forward-
looking statements. Additionally, Arrowhead disclaims any intent to update these forward-
looking statements to reflect subsequent developments.
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Hepatic Activin E Encoded by INHBE Gene Regulates Energy 
Homeostasis in Adipose Tissue via the ALK7 Receptor

1. Deaton et al., Nat Commun 2022; 2. Akbari et al., Nat Commun 2022. NEFA = non-esterified fatty acids
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• Inhibin subunit beta E (INHBE) is primarily expressed in hepatocytes

• Activin E (dimeric INHBE protein) is potent hepatokine secreted by the liver

• Circulating Activin E promotes adipose storage of fats by suppressing lipolysis in adipose tissue
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Silencing Hepatic INHBE May Inhibit Maladaptive Activin E – 
ALK7 Signaling and Improve Adipose Dysfunction in Obesity

1. Deaton et al., Nat Commun 2022; 2. Akbari et al., Nat Commun 2022. NEFA = non-esterified fatty acids
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Baseline Characteristics – Participants with Obesity 
(Monotherapy)

BMI = Body Mass Index; HgbA1c = Hemoglobin A1c; MAD = Multiple Ascending Dose; SAD = Single Ascending Dose; SD = Standard Deviation

ARO-INHBE
SAD Cohorts

(N=25)

ARO-INHBE
MAD Cohorts

(N=36)

Age, mean (SD) 43 (8.8) 41.6 (11.7)

Sex, female, n (%) 15 (60) 23 (64)

Race

White, n (%) 17 (68.0) 19 (52.8)

Native Hawaiian or Pacific Islander, n (%) 5 (20.0) 15 (41.7)

Asian, n (%) 3 (12.0) 5 (13.9)

Black or African American, n (%) 0 (0.0) 1 (2.8)

Other, n (%) 3 (12.0) 1 (2.8)

Weight, mean (SD), kg 102.0 (13.2) 105.8 (15.5)

BMI, mean (SD), kg/m2 35.7 (3.7) 36.8 (5.0)

Liver fat content, mean (SD), % 6.9 (5.6) 7.5 (6.1)

Visceral adipose tissue, mean (SD), L 5.0 (1.9) 4.6 (1.7)

HgbA1c, mean (SD), % 5.4 (0.3) 5.4 (0.4)

Activin E, mean (SD), pg/mL 521.0 (236.7) 466.3 (137.4)









Combination Therapy Update – 
Obesity with Type 2 Diabetes Mellitus
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Baseline Characteristics – Participants with Obesity and Type 2 
Diabetes Mellitus (Combination with tirzepatide)

BMI = Body Mass Index; HgbA1c = Hemoglobin A1c; MAD = Multiple Ascending Dose; SAD = Single Ascending Dose; SD = Standard Deviation

Participants with Obesity and T2DM
(N=24)

Age, mean (SD)  52.1 (7.9)

Sex, female, n (%) 12 (50)

Race

White, n (%) 14 (58.3)

Native Hawaiian or Pacific Islander, n (%)  5 (20.8)

Asian, n (%)  3 (12.5)

Black or African American, n (%) 0 (0.0)

Other, n (%) 3 (12.5)

Weight, mean (SD), kg 103.0 (17.0)

BMI, mean (SD), kg/m2 36.6 (5.7)

Liver fat content, mean (SD), % 17.1 (1.9)

Visceral adipose tissue, mean (SD), L 6.8 (2.4)

HgbA1c, mean (SD), % 7.4 (0.7)

Activin E, mean (SD), pg/mL 661.6 (234.1)

Metformin Alone, n (%) 18 (75.0)

Metformin + SGLT2 Inhibitor, n (%) 6 (25.0)
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Baseline Characteristics – Volunteers with Obesity (Part 1)

BMI = Body Mass Index; HgbA1c = Hemoglobin A1c; MAD = Multiple Ascending Dose; SAD = Single Ascending Dose; SD = Standard Deviation

ARO-ALK7
SAD Cohorts

(N=30)

ARO-ALK7
MAD Cohorts

(N=24)

Age, mean (SD) 39.0 (13.1) 39.6 (9.5)

Sex, female, n (%) 21 (70.0) 18 (75)

Race

White, n (%) 18 (60.0) 16 (66.7)

Native Hawaiian or Pacific Islander, n (%) 8 (26.7) 9 (37.5)

Asian, n (%) 3 (10.0) 2 (8.3)

Black or African American, n(%) 1 (3.3) 0 (0.0)

Other, n (%) 4 (13.3) 3 (12.5)

Weight, mean (SD), kg 105.0 (15.9) 105.5 (21.1)

BMI, mean (SD), kg/m2 36.3 (3.9) 36.8 (5.5)

HgbA1c, mean (SD), % 5.4 (0.3) 5.3 (0.4)
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Summary and Next Steps

MAD = Multiple Ascending Dose; SAD = Single Ascending Dose 

ARO-ALK7 was safe, 

well-tolerated, and led 

to deep reductions in 

adipose ALK7 
expression at all clinical 

doses

SAD and MAD Cohorts 

fully enrolled and Part 2 

Cohorts, recruiting 

participants with obesity 

with and without type 2 

diabetes, are actively 

enrolling

Additional AROALK7-1001 

data release throughout 

2026



We would like to thank the patients, 
investigators, and site personnel 
who participated in the studies
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Key Early Findings from Ongoing Phase 1/2a Studies

➢ ARO-INHBE: dose-dependent reductions in 

serum Activin E

o mean max reduction of -85% after a single 

400 mg dose

o max observed reduction of -94%

➢ ARO-INHBE + TZP drove high quality weight loss 

in obese diabetic patients

o -23.2% visceral fat reduction

o -15.4% total fat reduction

o -76.7% liver fat reduction

o Approximately 3-fold improvement versus 

TZP alone across these measures

➢ ARO-INHBE monotherapy reduced visceral fat

o -9.9% after a single dose at week 16

o -15.6% after 2 doses at week 24

➢ ARO-INHBE + tirzepatide doubled weight loss in 

obese diabetic patients versus TZP alone

o -9.4% weight loss at week at week 16 with 

ARO-INHBE + TZP

o -4.8% weight loss at week 16 with TZP alone

➢ ARO-ALK7 is the first RNAi therapeutic to show 

knockdown of an adipocyte-expressed target 

in humans

o mean reduction of -88% ALK7 mRNA

o max reduction of -94%

➢ Early data, but ARO-ALK7 could be more 

active than ARO-INHBE

o -14% placebo-adjusted reduction in 

visceral fat after single dose monotherapy 

at week 8
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What We Still Hope to Achieve

Next Steps

• Expanding current studies, including:

• Increasing numbers of patients to increase power

• Extending follow-up to better understand drug durability and activity out to 1 year

• Initiation of a monotherapy cohort in obese diabetic patients

• Initiation of additional combination cohorts with other GLPs

• Initiate Phase 2b studies ASAP (current studies and additions are not gating)

• Combination studies (tirzepitide and other GLPs) in obese diabetic patients

• Studies aimed at use as maintenance therapy (after GLPs are removed)

• Obesity pipeline expansion

• New liver and adipocyte targets

• Dimers targeting 2 adipocyte targets

• Dimers targeting 2 liver targets

• Leveraging our sc CNS platform to address central targets 
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Obesity Complements our Cardiometabolic Launch Plans

Obesity Next 
Launch?






