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Item 7.01 Regulation FD Disclosure.

On January 6, 2026, Arrowhead Pharmaceuticals, Inc. (the “Company”) issued a press release announcing interim results from its two Phase 1/2a clinical trials of ARO-INHBE and ARO-ALK7, the Company’s investigational RNA
interference (“RNAi”) therapeutics being developed as potential treatments for obesity. In addition, the Company made publicly available a data presentation announcing interim results from its Phase 1/2a clinical trials of ARO-INHBE
and ARO-ALK?7. The Company hosted a conference call and webcast today, Tuesday, January 6, 2026, at 11:30 a.m., Eastern Time, to discuss the data results.

The information in Item 7.01 of this Current Report on Form 8-K, including the information in the press release and the presentation attached as Exhibit 99.1 and Exhibit 99.2, respectively, to this Current Report on Form 8-K, is
furnished pursuant to Item 7.01 of Form 8-K and shall not be deemed “filed” for the purposes of Section 18 of the Securities Exchange Act of 1934, as amended, or otherwise subject to the liabilities of that section. Furthermore, the
information in Item 7.01 of this Current Report on Form 8-K, including the information in the press release and the presentation attached as Exhibit 99.1 and Exhibit 99.2, respectively, to this Current Report on Form 8-K, shall not be
deemed to be incorporated by reference in the filings of the Company under the Securities Act of 1933, as amended.

Item 8.01 Other Events.

On January 6, 2026, the Company announced interim results from its Phase 1/2a clinical trials of ARO-INHBE and ARO-ALK?7.

Select ARO-INHBE Phase 1/2a Results

A single dose of ARO-INHBE in adult volunteers with obesity (n=4 per dose level) achieved a dose dependent reduction in serum Activin E with a mean maximum reduction of -85% after a single 400 mg dose and a maximum
observed reduction of -94%.
Single dose ARO-INHBE monotherapy at week 16 led to:

*  Mean visceral fat reduction of -9.9%

*  Mean liver fat relative reduction of -38%

« Increased total lean tissue of 3.6%

Two doses of ARO-INHBE monotherapy at Week 24 achieved:
¢ Mean visceral fat reduction of -15.6%, adjusted for placebo.

ARO-INHBE enhanced weight loss and fat reduction versus tirzepatide alone in obese patients with type 2 diabetes mellitus. Two doses of ARO-INHBE (400 mg) in combination with tirzepatide (n = 4) achieved approximately two-
fold weight loss at week 16 and an approximately three-fold reduction in fat, based on the week 12 MRI, versus tirzepatide alone in these patients. Results include the following, measured by mean percent change from baseline:

Tirzepatide + Placebo ARO-INHBE (400 mg) Tirzepatide Combination
Weight Loss (week 16 weight) -4.8 % (n=5) -9.4% (n=4)
Visceral Fat (week 12 MRI) -7.4% (n=5) -23.2% (n=3)
Total Fat (week 12 MRI) -5.3% (n=5) -15.4% (n=3)
Liver Fat (relative reduction on (week 12 MRI)) -20% (n=5) -76.7% (n=3)

Safety and Tolerability

ARO-INHBE has been generally well tolerated to date as monotherapy and in combination with tirzepatide in participants with obesity with and without type 2 diabetes. Most treatment emergent adverse events (“TEAE”) were mild in
severity. No TEAEs led to study or study drug discontinuation. Injection site reactions were generally mild and self-limited. One serious adverse effect (“SAE”) of “limb abscess” was reported, managed with bedside drainage, and
assessed as unrelated to study treatment by both sponsor and site investigator. Frequency of gastrointestinal (GI) adverse events was similar in



combination and tirzepatide monotherapy groups. There were no clinically significant adverse laboratory trends including liver enzymes, glycemic indices, or lipid parameters.
Select ARO-ALK7 Phase 1/2a Results

ARO-ALK?7 is the first RNAi-therapeutic to show adipocyte gene target silencing in a clinical trial. ARO-ALK?7 achieved dose dependent reductions in adipose ALK7 mRNA with a mean reduction of -88% at the 200 mg dose at week 8
with a maximum reduction of -94% (n = 4).

In addition, a single dose of ARO-ALK?7 led to rapid dose dependent reductions in mean visceral fat with a -14.1% reduction, adjusted for placebo, already observed at Week 8.
Safety and Tolerability

ARO-ALK?7 has been generally well tolerated to date as monotherapy in participants with obesity. No clinically significant adverse laboratory trends, including in liver enzymes and glycemic parameters, were identified. Most TEAEs
were mild in severity. No TEAE:s led to study or study drug discontinuation. No SAEs were reported.

Safe Harbor Statement under the Private Securities Litigation Reform Act

This Current Report on Form 8-K contains forward-looking statements within the meaning of the "safe harbor" provisions of the Private Securities Litigation Reform Act of 1995. Any statements contained in this release except for
historical information may be deemed to be forward-looking statements. Without limiting the generality of the foregoing, words such as “may,” “will,” “expect,” “believe,” “anticipate,” “hope,” “intend,” “plan,” “project,” “could,”
“estimate,” “continue,” “target,” “forecast” or “continue” or the negative of these words or other variations thereof or comparable terminology are intended to identify such forward-looking statements. In addition, any statements that
refer to projections of the Company’s future financial performance, trends in the Company’s business, expectations for the Company’s product pipeline or product candidates, including anticipated regulatory submissions and clinical
program results, prospects or benefits of the Company’s collaborations with other companies, or other characterizations of future events or circumstances are forward-looking statements. These forward-looking statements include, but
are not limited to, statements about: the potential therapeutic benefits and safety of ARO-INHBE and ARO-ALK?7; the potential to advance multiple novel RNAi-based therapies for cardiometabolic diseases; the initiation, timing,
progress and results of the Company’s preclinical studies and clinical trials, and the Company’s research and development programs; the Company’s expectations regarding the potential benefits of the partnership, licensing and/or
collaboration arrangements and other strategic arrangements and transactions the Company has entered into or may enter into in the future; the Company’s beliefs and expectations regarding milestone, royalty or other payments that
could be due to or from third parties under existing agreements; and the Company’s estimates regarding future revenues, research and development expenses, capital requirements and payments to third parties. These statements are
based upon the Company’s current expectations and speak only as of the date hereof. The Company’s actual results may differ materially and adversely from those expressed in any forward-looking statements as a result of numerous
factors and uncertainties, including interim results of a clinical trial are not necessarily indicative of final results and one or more of the clinical outcomes may materially change as patient enrollment continues, following more
comprehensive reviews of the data and as more patient data becomes available, the safety and efficacy of the Company’s product candidates, decisions of regulatory authorities and the timing thereof, the duration and impact of
regulatory delays in the Company’s clinical programs, the Company’s ability to finance the Company’s operations, the likelihood and timing of the receipt of future milestone and licensing fees, the future success of the Company’s
scientific studies, the Company’s ability to successfully develop and commercialize drug candidates, the timing for starting and completing clinical trials, rapid technological change in the Company’s markets, the enforcement of the
Company’s intellectual property rights, and the other risks and uncertainties described in the Company’s most recent Annual Report on Form 10-K, subsequent Quarterly Reports on Form 10-Q and other documents filed with the
Securities and Exchange Commission from time to time. The Company assumes no obligation to update or revise forward-looking statements to reflect new events or circumstances.
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Exhibit No.
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99.1

99.2

104

Press Release, dated January 6, 2026

Presentation, dated January 6, 2026

Cover Page Interactive Data File (embedded within the Inline XBRL document).
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PRESS RELEASE
Jan. 6, 2026

Arrowhead Pharmaceuticals Announces Interim Clinical Data on RNAi-based Obesity Candidates Showing Weight Loss in Obese Patients with Diabetes and Improved
Measures of Body Composition

ARO-INHBE in combination with tirzepatide achieved -9.4% weight loss at week 16 in obese patients with type 2 diabetes mellitus, demonstrating an approximately two-fold
improvement versus -4.8% on tirzepatide alone
ARO-INHBE drove robust fat reduction including -23.2% visceral fat, -15.4% total fat, and -76.7% liver fat reduction, representing an approximately three-fold improvement in all

these measures versus tirzepatide alone in obese diabetic patients
- ARO-INHBE monotherapy achieved mean visceral fat reduction of -9.9% (single dose, week 16) and -15.6% placebo adjusted (two doses, week 24) with single dose treatment
increasing lean muscle tissue by 3.6 %
- ARO-ALK?Y is the first RNAi-therapeutic to show knockdown in humans of an adipocyte expressed gene and achieved a mean reduction of -88% in ALK7 mRNA with a maximum
reduction of -94%

ARO-ALK7 monotherapy achieved a -14.1% (single dose, week 8) placebo adjusted visceral fat reduction
Company hosting a virtual KOL webinar today, January 6, 2026, at 11:30 am EST to discuss results

PASADENA, Calif., Jan. 6, 2026 — Arrowhead Pharmaceuticals, Inc. (NASDAQ: ARWR) today announced interim results from two Phase 1/2a clinical trials of ARO-INHBE and ARO-ALK7, the
company'’s investigational RNA interference (RNAI) therapeutics being developed as potential treatments for obesity. Preliminary results with Arrowhead’s promising new approach to treating

obesity and metabolic diseases showed meaningful reductions in multiple key measures, including visceral fat,



total fat, and liver fat. To date, in combination with tirzepatide, a GLP-1/GIP receptor co-agonist, ARO-INHBE has doubled weight loss and tripled reductions in visceral fat, total fat, and liver fat
versus tirzepatide alone in obese patients with type 2 diabetes mellitus. The Phase 1/2a studies of ARO-INHBE and ARO-ALK7 are ongoing, and the Company expects to report and
present additional results in 2026.

“The future of obesity care must acknowledge and address the different subtypes of obesity. New therapeutic approaches should focus on reducing visceral fat and combining therapies to
achieve a low cardiovascular risk state and improve cardio-renal-metabolic outcomes,” said Carel le Roux, M.D., Ph.D., Chair in Chemical Pathology and Metabolic Medicine at University
College Dublin School of Medicine. “The interim clinical trial results announced today for Arrowhead’s ARO-INHBE and ARO-ALK7 show dramatic and rapid reductions in visceral fat, a key driver
in metabolic diseases. Furthermore, ARO-INHBE in combination with tirzepatide almost doubled weight loss and improved multiple measures of body composition versus tirzepatide alone in
patients with obesity and type 2 diabetes mellitus. This is promising and demonstrates therapeutic potential for RNAi-based targeting of the Activin E/ALK7 pathway directly in a patient
population that typically loses less weight on therapy and experiences worse cardiovascular outcomes compared to non-diabetic patients. This is a clear area of high unmet need.”

The interim clinical trial results announced today represent the first demonstration in humans that the Activin E/ALK7 pathway, a genetically validated pathway that regulates adipose fat storage,
may potentially be harnessed therapeutically to improve body composition and enhance weigh loss versus tirzepatide treatment alone in obese patients with type 2 diabetes mellitus. This patient

population typically experiences less weight loss with incretin therapy, are less likely to reach weight loss targets, and need more effective treatment options.

James Hamilton, M.D., MBA, Chief Medical Officer and Head of R&D at Arrowhead added, “While incretin-based therapies have meaningfully advanced the treatment of obesity and metabolic
disease, shortcomings around loss of lean mass, tolerability related to Gl effects, reduced response in patients with diabetes, and disproportional fat mass gain after cessation of therapy remains
a challenge for many patients. Interim results from the Phase 1/2a studies of ARO-INHBE and ARO-ALK7Y provide encouraging early evidence that targeting the Activin E/ALK7 pathway may
address some of the limitations in current standard-of-care obesity treatments. The ARO-INHBE and ARO-ALK7 programs are important strategically for Arrowhead, complementing our focus

and growing commercial capabilities that enable us to potentially advance multiple novel RNAi-based therapies for



cardiometabolic diseases. The impressive early results announced today further demonstrate Arrowhead’s leadership in the design and development of potentially best-in-class RNAi-based

therapies, utilizing our proprietary and differentiated Targeted RNAi Molecule (TRIM™) platform, for liver expressed genes such as INHBE and now for adipose expressed genes such as ALK7.”
Select ARO-INHBE Phase 1/2a Results

A single dose of ARO-INHBE in adult volunteers with obesity (n= 4 per dose level) achieved a dose dependent reduction in serum Activin E with a mean maximum reduction of -85% after a

single 400 mg dose and a maximum observed reduction of -94%.
Single dose ARO-INHBE monotherapy at week 16 led to:

* Mean visceral fat reduction of -9.9%
* Mean liver fat relative reduction of -38%
* Increased total lean tissue of 3.6%

Two doses of ARO-INHBE monotherapy at Week 24 achieved:
* Mean visceral fat reduction of -15.6%, adjusted for placebo.

ARO-INHBE enhanced weight loss and fat reduction versus tirzepatide alone in obese patients with type 2 diabetes mellitus. Two doses of ARO-INHBE (400 mg) in combination with tirzepatide
(n = 4) achieved approximately two-fold weight loss at week 16 and an approximately three-fold reduction in fat, based on the week 12 MRI, versus tirzepatide alone in these patients. Results

include the following, measured by mean percent change from baseline:

Tirzepatide + Placebo ARO-INHBE (400 mg) Tirzepatide Combination

Weight Loss (week 16 weight) -4.8 % (n=5) -9.4% (n=4)

Visceral Fat (week 12 MRI) -7.4% (n=5) -23.2% (n=3)




Total Fat (week 12 MRI)

-5.3% (n=5)

-15.4% (n=3)

Liver Fat (relative reduction on (week 12 MRI)

-20% (n=5)

-76.7% (n=3)

Safety and Tolerability

ARO-INHBE has been generally well tolerated to date as monotherapy and in combination with tirzepatide in participants with obesity with and without type 2 diabetes. Most treatment emergent
adverse events (TEAE) were mild in severity. No TEAEs led to study or study drug discontinuation. Injection site reactions were generally mild and self-limited. One SAE of “limb abscess” was
reported, managed with bedside drainage, and assessed as unrelated to study treatment by both sponsor and site investigator. Frequency of gastrointestinal (Gl) adverse events was similar in

combination and tirzepatide monotherapy groups. There we no clinically significant adverse laboratory trends including liver enzymes, glycemic indices, or lipid parameters.

Select ARO-ALK7 Phase 1/2a Results

ARO-ALKY is the first RNAi-therapeutic to show adipocyte gene target silencing in a clinical trial. ARO-ALK7 achieved dose dependent reductions in adipose ALK7 mRNA with a mean reduction

of -88% at the 200 mg dose at week 8 with a maximum reduction of -94% (n = 4).

In addition, a single dose of ARO-ALK?7 led to rapid dose dependent reductions in mean visceral fat with a -14.1% reduction, adjusted for placebo, already observed at Week 8.

Safety and Tolerability

ARO-ALK7 has been generally well tolerated to date as monotherapy in participants with obesity. No clinically significant adverse laboratory trends, including in liver enzymes and glycemic

parameters, were identified. Most TEAEs were mild in severity. No TEAEs led to study or study drug discontinuation. No SAEs were reported.

Virtual Analyst and Investor Event




The company is hosting a virtual webinar today, January 6, 2026, at 11:30 am EST featuring Carel le Roux M.D., Ph.D., Chair in Chemical Pathology and Metabolic Medicine at University
College Dublin School of Medicine, who will join members of the Arrowhead management team to discuss the interim results of the Company's Phase 1/2a studies of ARO-INHBE and

ARO-ALKY. To register for the event, please visit: https://lifescievents.com/event/sa2ymsnv7/.

The live event and an archived webcast may also be accessed on the Events and Presentations page on the Investors section of the Arrowhead website.

About ARO-INHBE

ARO-INHBE is designed to reduce the hepatic expression of the INHBE gene and its secreted gene product, Activin E. INHBE is a promising genetically validated target in which loss-of-function
INHBE variants in humans are associated with improved fat distribution and lower risk of metabolic diseases, such as type 2 diabetes. Activin E acts as a ligand in a pathway that regulates
energy homeostasis in adipose tissue. Inhibiting this pathway with investigational ARO-INHBE treatment has the potential to increase lipolysis, and reduce adipose hypertrophy and dysfunction,

visceral adiposity, and insulin resistance.

About the AROINHBE-1001 Phase 1/2 Study

AROINHBE-1001 (NCT06700538) is a Phase 1/2a dose-escalating study to evaluate the safety, tolerability, pharmacokinetics, and pharmacodynamics of ARO-INHBE in up to 78 adult
volunteers with obesity. Part 1 of the study is designed to assess single and multiple doses of ARO-INHBE monotherapy, and Part 2 of the study is designed to assess ARO-INHBE in
combination with tirzepatide, a subcutaneously administered GLP-1/GIP receptor co-agonist that has been approved in the United States and the European Union for management of type 2
diabetes mellitus since 2022 and weight management since 2023/2024 respectively.

About ARO-ALK7

ARO-ALK?7 is designed to silence adipocyte expression of the ACVR1C gene to reduce production of Activin receptor-like kinase 7 (ALK7), which acts as a receptor in a pathway that regulates
energy homeostasis in adipose tissue. In large genetic datasets, reduced ACVR1C expression has been associated with healthier adipose distribution and reduced risk of obesity-related

metabolic complications. In preclinical animal studies, ALK7 silencing in adipose tissue led to reduced body



weight and fat mass with preservation of lean muscle. Treatment with investigational ARO-ALK7 has the potential to reduce visceral adiposity and improve lipid and glycemic parameters.

About the AROALK7-1001 Phase 1/2 Study

AROALK7-1001 (NCT06937203) is a Phase 1/2a first-in-human dose-escalating study to evaluate the safety, tolerability, pharmacokinetics, and pharmacodynamics of ARO-ALK7 in up to 90
adult volunteers with obesity. Part 1 of the study is designed to assess single and multiple doses of ARO-ALK7 monotherapy, and Part 2 of the study is designed to assess ARO-ALK7 in

combination with tirzepatide.

About Arrowhead Pharmaceuticals

Arrowhead Pharmaceuticals develops medicines that treat intractable diseases by silencing the genes that cause them. Using a broad portfolio of RNA chemistries and efficient modes of
delivery, Arrowhead therapies trigger the RNA interference mechanism to induce rapid, deep, and durable knockdown of target genes. RNA interference, or RNAI, is a mechanism present in
living cells that inhibits the expression of a specific gene, thereby affecting the production of a specific protein. Arrowhead’s RNAi-based therapeutics leverage this natural pathway of gene

silencing.

For more information, please visit www.arrowheadpharma.com, or follow us on X (formerly Twitter) at @ArrowheadPharma, LinkedIn, Facebook, and Instagram. To be added to the Company's
email list and receive news directly, please visit http:/ir.arrowheadpharma.com/email-alerts.

Safe Harbor Statement under the Private Securities Litigation Reform Act:

This news release contains forward-looking statements within the meaning of the "safe harbor" provisions of the Private Securities Litigation Reform Act of 1995. Any statements contained in this release except for
historical information may be deemed to be forward-looking statements. Without limiting the generality of the foregoing, words such as “may,” “will,” “expect,” “believe,” “anticipate,” “hope,” “intend,” “plan,” “project,”
“could,” “estimate,” “continue,” “target,” “forecast” or “continue” or the negative of these words or other variations thereof or comparable terminology are intended to identify such forward-looking statements. In
addition, any statements that refer to projections of our future financial performance, trends in our business, expectations for our product pipeline or product candidates, including anticipated regulatory submissions
and clinical program results, prospects or benefits of our collaborations with other companies, or other characterizations of future events or circumstances are forward-looking statements. These forward-looking
statements include, but are not limited to, statements about the initiation, timing, progress and results of our preclinical studies and clinical trials, and our research and development programs; our expectations
regarding the potential benefits of the partnership, licensing and/or collaboration arrangements and other strategic arrangements and transactions we have entered into or may enter into in the future; our beliefs
and expectations regarding milestone, royalty or other payments that could be due to or from third parties under existing agreements; and our estimates regarding future revenues, research and development
expenses, capital requirements and payments to third parties. 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 numerous factors and uncertainties, including the safety and efficacy of our product candidates, decisions of regulatory authorities
and



the timing thereof, the duration and impact of regulatory delays in our clinical programs, our ability to finance our operations, the likelihood and timing of the receipt of future milestone and licensing fees, the future
success of our scientific studies, our ability to successfully develop and commercialize drug candidates, the timing for starting and completing clinical trials, rapid technological change in our markets, the
enforcement of our intellectual property rights, and the other risks and uncertainties described in our most recent Annual Report on Form 10-K, subsequent Quarterly Reports on Form 10-Q and other documents
filed with the Securities and Exchange Commission from time to time. We assume no obligation to update or revise forward-looking statements to reflect new events or circumstances.

Contacts:

Arrowhead Pharmaceuticals, Inc.
Vince Anzalone, CFA
626-304-3400
ir@arrowheadpharma.com

Investors:

LifeSci Advisors, LLC
Brian Ritchie
212-915-2578
britchie@]ifesciadvisors.com

Media:

LifeSci Communications, LLC
Kendy Guarinoni, Ph.D.
724-910-9389
kguarinoni@lifescicomms.com

Source: Arrowhead Pharmaceuticals, Inc.
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Obesity KOL Webinar
ARO-INHBE and ARO-ALKY7
Interim Phase 1/2a Clinical Data

January 06, 2026
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ARO-INHBE and ARO-ALK? Interim Clinical Data Update
January 2026

Intfroduction and Agenda

Vince Anzalone, CFA
Vice President, Finance and IR
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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 intfo 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 operafions and
financial condition. Readers are cautioned not to place undue reliance on these forward-
looking statements. Additionally, Arowhead disclaims any intent to update these forward-
locking statements to reflect subsequent developments.
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Agenda

Infroduction Vince Anzalone, CFA
The Future: What's Next in Obesity Treatment to Carel Le Roux, M.D., Ph.D.
Address the Unmet Needs University College Dublin, School of Medicine

Therapeutic Rationale for Targeting the Activin E - JarmesHarrilion, MD.. MBA

ALK7 Axis

Interim Results from Phase 1/2a Studies James Hamilton, M.D., MBA
Key Takeaways Chris Anzalone, Ph.D.

VQ&A Panel
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Obesity Key Opinion Leader

Carel le Roux, M.D., Ph.D.

Chair of Metabolic Medicine, University College Dublin, School of Medicine

Professor Carel le Roux graduated from medical school in Pretoria South Africa,
completed his specialist fraining in metabolic medicine and obtained his PhD from
Imperial College London where he lafer took up a faculty position. He moved to
University College Dublin for the Chair in Chemical Pathology and Metabolic
Medicine. He also holds the position of Professor of Metabolic Medicine at Ulster
University. He cumently coordinates an Innovative Medicine Initiative project on
obesity.




The Future:

What's Next in Obesity
Treatment to Address
the Unmet Needs

Carel le Roux, M.D., Ph.D.

University College Dublin, Ulster University,
University of Pretoria

Joseph Wright of Derby.
The Alchemist Discovering Phosphorus. 1771.
Derby Museum and Art Gallery
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Death from Cardiovascular Disease

Standardized Incidence Rate (per 10,000 person-yr)
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Visceral Fat Drives Metabolic Diseases

TYPES OF

VISCERAL

10-20% in Men | 5-7% in Women

= First to go in Weight Loss

= Accumulates with Stress

= Surrounds Organs

» Predictor of Metabolic Syndrome

* More Insulin-Resistant
= Releases High Amounts of
Pro-Inflammatary Cytokines

SUBCUTANEOUS

80% Total BF

* "Stubborn" Fat

= Estrogen Increases this Type

= May Play a Protective Role

= Less Metabolically Active

* Normal Buffer System for Abdominal
Excess Energy Intake Muscles




What We Know: Risk Doesn't Always Follow BMI

e.g,
CVD Risk

A

Discordant Individuals

> Obesity

Coral, le Roux et al Nafure Medicine 2024.
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Emergence of Highly Effective Obesity Medications

1960-2025
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Weight Reduction from Baseline to Week 72: Percent Change

Weight Change from Baseline (%)

Overall mean baseline weight = 113.2 kg
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Week
-4 Semaglutide 2.4 mg or MTD -4~ Tirzepatide 15 mg or MTD

=**p<0.001 vs semaglutide. Data are LSM £ 95% Cl. Week 4 through Week 60 data were not controlled for multiplicity.
Data from Aronne LJ, le Roux CW et al. N Engi ) Med 2025
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Proposed Obesity Treat to Target Thresholds

P Busetto, L et al. ECO 2024

P Investigated changes in BMI and WH1R with 10-year ORC risk

P >45K UK adults, 41% Overweight, 59% Obesity

RESULTS: WHiR <0.53 and/or BMI <27 kg/m?2 After Weight Loss

Predictors of low risk for incident 12D, HTN, hip/knee OA, ASCVD

ASCVD = Atherosclerofic cardiovascular disease: BMI = body mass index; HTN = hypertension; OA = ostecarthritis; ORC = obesity-related complication; T2D = type 2 diabetes; WHIR = waist fo height ratio.
Busetto L, ef al. AS07.02. Obes Facts 2024; 17 (supp 1):56.




Percent of Parficipants Reaching Treat to Target Thresholds at
Week 72

— 50 1.7x Higher*** 1.4x Higher**
B
e
T 40
o]
2
(%]
£ 30
o
-9
)
o 20
o
i)
E 10
o
s
0

m Semaglutide MTD  m Tizepatide MTD

**p=<0.01 vssemaglufide, ***p<0.001 vs. semaglutide.

Note: Week 72 daia in parficipants who disconfinued study drug early was |mpuied by multiple imputation based on missing at random (MAR) assumption using on on-freatment data.
Treatment comparisons were made via logistic regression with the aid of Rubin's rule.

BMI <27 kg/m? WHIR <0.53 BMI <27 kg/m? and WH1R <0.53




Percent of Participants with Normalization of
Cardiometabolic Parameters

Baseline
- 100
B %0
v
= 80
c
8 70 4
(8]
£ 60
£ 50
g 40 33 34
2 30
8 20
S 0 L.
[- ™
0 .
Normoglycemia TG <150 BP <130/80 22 targets =3 targets All targets
mg/dL mmHg

m Semaglutide MTD  m Tizepatide MTD

Normaglycemia (HbAlc <5.7% and FSG <100 mg/dL). HDL sex-specific goals (female 250 mg/dL, male 240 mg/dL).
Data are means based on observed data at baseline for parficipants who completed treatment.




Normalization of Cardiometabolic Parameters in Participants
Reaching WH1R <0.53 & BMI <27 at Week 72

97 100 100 100 100

96 79

100 94
20
80
70
60
50
40
30
20
10

Proportion of Participants (%)

Normoglycemia TG <150 HDL BP <130/80 22 targets =3 fargets All targets
mg/dL mmHg

u Semaglutide MTD (N=47) u Tirzepatide MTD (N=71)

Normoglycemia (HbAlc <5.7% and FSG <100 mg/dL). HDL sex-specific goals {female =50 mg/dL. male 240 mg/dL). N = number of participants meetfing WHIR <0.53 and BMI <27 kg/m?2 at Week 72.
Data are means based on observed data at Week 72 or LOCF for participants who completed treatment.




Patients with Diabetes Lose Less Weight

Percent Change in Bodyweight at 72 weeks (efflcccy estimand)

Placebo Tirzepatide 5 mg Tirzepatide 10 mg Tirzepatide 15 mg

- [l

-5
-10
-15

-16 -15.7
-20
-22.5
-25
®SURMOUNT-1 (No TD2M)  ® SURMOUNT-2 (T2DM)
Overall mean baseline QOverall mean baseline

weight = 104.8 kg weight =100.8 kg

NEJM 2022 Lancet 2023




Pipeline: By Phase, MOA, and Administration Route

By Phase By Mechanism of Action By Route of Administration
[Number of Active Assets) (Phase 1-pre-resignation) (Phase 1-pre-registration)
N=157 N=157
Not Specified Other - 2%
GLP-1
u Pre-reg.
wPhased Other GLP-1/GIP Oral REEZS
(50 MoAs) LUV Parenteral
w Phase 2 Activin/Myostatin
Amylin
H o GLP-1/Glucagon
=Phase 1 Leptin-1% 3% - GLP-1/GIP/Glucagon
: Ghrelin-1% 3% — GLP-1/Amylin
NLRP3-2% 2% - GLP-1/FGF21
CB1-2%

Source: IQVIA Analytics Link: Cinicaltraials.gov: company reports, press releases. desk research, IQVIA EMEA Thought Leadership analysis: December 2024,

GLP-1 = glucagon-iike peptide 1; GIP = gastric inhibitory polypeptide; GCG = glucagon; MoA = mechanism of action; NLRP3 = 'NACHT, LRR, and PYD domains-containing protein 3;
CBI1 = cannabincid receptor 1; FGF21 = fibrablast growth factor 21.

Qutiook for obesity in 2025: more than a transition year. Accessed February 5, 2025. hitgs., igvigi 2025/01 foutiook-for-obesity-in-202! the transition-year




Therapeutic Potential for RNAI-based Targeting of the Activin E -

ALK7 Pathway

Not Specified

36%

‘ GLP-1/Glucagon

Leptin-1% 3% — GLP-1/GIP/Glucagon
Ghrelin-1% 3% — GLP-1/Amylin
NLRP3-2% 2% - GLP-1/FGF21
CB1-2%

@) arrovheod

Novel mechanism of action targeting
metabolically unhealthy adipose tissue

Infrequent SC administration to reduce

medication burden

Potential to complement other weight loss

therapies to enhance fat loss and improve
metabolic health




Conclusions

The Future of Obesity Care Will Include

&

Recognising the
different subtypes
of obesity

&

Reducing visceral fat
to achieve better
cardio-kidney-
metabolic outcomes

&

Combining therapies
to achieve low
cardiovascular

risk state




ARO-INHBE and ARO-ALK7Y Interim Clinical Data Update

Therapeutic Rationale for
Targeting the Activin E— ALK7 Axis

James Hamilton MD, MBA
Chief Medical Officer and Head of R&D
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Targeting Visceral Adiposity to Improve Metabolic Health

. T 5 5 F oy Visceral Fat Burden (measured by z-score) Predicts
12
Excess Visceral Adiposity is Associated with Metabolic Risk Incident Cardiovascular Disease and Type 2 Diabetes?

- eerreenens > g : ol p<0.0001
. ) Systemic Inflammation

[l BMi 30-40 low fat z-score
1| BMI 30-40 normal fat z-score
I BMI 30-40 high fat z-score
1 BMI 25-30 kg/m?

W BMi 2 40 kgim?

2084

---------- + Insulin Resistance & Type 2 Diabetes

-------------- » Dyslipidemia & Atherosclerosis g
~» Hepatic Steatosis and MASLD é
3

......... * Cardiovascular Disease

s All-cause Mortality

Visceral Fat Reduction is Incretin Therapies Reduce Visceral Therapies Directly Targeting

Associated with Improvement in
Metabolic Risk Factors?5

Fat But Have Tolerability Limitations
and High Discontinuation Rates

Visceral Fat May Have Potent
Cardiometabolic Benefits

1. Neeland et al., Lancel Diobetes Endocrinol 2019; 2. Stefan et al., Lancet Diabefes Endocrinal 2020; 3. Linge et al.. Surg Obes Relaf Dis 2024; 4. Abdullah et al.. Fronfiers in endocrinology 2025;
5. Okauchi et al., Diabetes Care 2007
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Hepatic Activin E Encoded by INHBE Gene Regulates Energy
Homeostasis in Adipose Tissue via the ALK7 Receptor

Hepatocyte Adipocyte i
Effects of Excessive INHBE

Activin E binds
ALK7 receptor ALK7 B .
Increased . il & { Lipolysis
Excess 163 : : ':'“ | Circulafing NEFA
caloric } > ) %8s } S mRNA | Adipose hypertrophy & dysfunction
intake ! g 7 ' / { Visceral adiposity
i

t Insulin resistance

Liver tissue Adipose tissue

* 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

1. Deaton et al.. Nat Commun 2022; 2. Akbari et al.. Nat Commun 2022. NEFA = non-esterified fatty acids
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pLOF Variants of INHBE Are Associated with Reduced
Abdominal Fat and Cardiometabolic Risk

1 Waist-to-Hip Ratio Adjusted for BMI Favorable Cardiometabolic Profile

~logwlp)

U riglycerides’ -0.13 (-0.21, -0.05)

4 HoL-C! 0.10 (0.02, 0.18)

‘ Apolipoprotein B’ -0.076 (-0.16, 0.004)

-0.17 (-0.33, -0.02)

02
'

CHD (g aads)
0z o

o1 -
I

e
i

T
a2 oo 0z
VRSB (SDI

1. Deaton et al., Naf Commun 2022; 2. Akbari et al., Nat Commun 2022. ALT = Alanine Aminotransferase; ASCVD = Atherosclerofic Cardiovasculor Disease; BMI = Body Mass Index; HDL-C = High-Density

T20 fog odds)
oo ez

&

WHRadjMI (S0}

e

‘ HgbAlc?
8 ar -0.07 (-0.13, -0.02)

-0.053 (-0.11, 0.001)

4 WHR Adjusted for BMI' 0.22 (0.3, -0.14)

W visceral Fat Volume (MRI?  -0.23 (-0.45, -0.011)

Lipoprotein Cholesterol; HgbAlc = Hemoglobin Alc: MRI = Magnetic Resonance Imaging: pLOF = Predicted Loss-of-Function; T2DM= Type 2 Diabetes Mellitus; WHR = Waist fo Hip Rafio




Silencing Hepatic INHBE May Inhibit Maladaptive Activin E -
ALK? Signaling and Improve Adipose Dysfunction in Obesity

ARO-INHBE
1o R Activin E
=y B S production . :
b BRG . Cinhibited § Upokysis.
Excoss : B :L t Circulafing NEFA
caloric S - ':X { Adipose hypertrophy & dysfunction
intake L = ST Na } Visceral adiposity
o S } Insulin resistance
Hepatocyte Adipocyte

1. Deaton et al.. Nat Commun 2022; 2. Akbari et al.. Nat Commun 2022. NEFA = non-esterified fatty acids
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ARO-INHBE and ARO-ALK7Y Interim Clinical Data Update

Clinical Study Update from
AROINHBE-1001

James Hamilton MD, MBA
Chief Medical Officer and Head of R&D
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AROINHBE-1001: Phase 1/2a Study of ARO-INHBE in Volunteers
with Obesity, with and without Type 2 Diabetes Mellitus

@ Enroliment Completed for All Cohorts I Part 1A SAD (4 Active : 2 Placebo)
I Part 1B MAD (8 Active : 4 Placebo)

Cohort 1a (50 mg ARO-INHBE) (n=6) [ Part2 (8 Active : 4 Placebo)

.

Cohort 2a (100 mg ARO-INHBE) (n=6)
> Cohort 2b (100 mg ARO-INHBE) (n=12)
> Cohort 2c (100 mg ARO-INHBE + TZP 5mg vs. TZP 5 mg alone) (n=12)

R

Cohort 3a (200 mg ARO-INHBE) (n=4)

Cohort 3b ( 200 mg ARO-INHBE) (n=12)
Cohort 3¢ (200 mg ARO-INHBE + TZP 5mg vs. TZP 5 mg alone) (n=12)
Cohort 3d (200 mg ARO-INHBE + TZP 5mg vs. TZP 5mg alone) [T2DM] (n=12)

Cohort 4a (400 mg ARO-INHBE) (n=6)
 Comrd@mmomommne) 3
B oot 4 (400 mg ARG INHBE + 27 Smg vs TP 5 mg clone) (12)_g
B Conor 4d (400 mg ARO-INWBE + T2 5 vs TZP g lone) I20M] (=12) g

MAD = Multiple Ascending Dose: 5AD = Single Ascending Dose: T2DM = Type 2 Diabetes Melitus; TZP = Tizepatide

@ arrowhead
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Key Endpoints

Pharmacokinetics

Exploratory

MRI = Magnetic Resonance Imagine; MRI-PDFF = Magnetic Resonance Imaging-Proton Density Fat Fraction

@ arrowhead

phormacesticals

Serum Activin E
Weight change (kg/%)

Body adiposity, adipose distribution,
fat mass vs lean mass (MRI)

Liver fat content (MRI-PDFF)
Fasting lipids and fat metabolism parameters

Glycemic control parameters




Baseline Characteristics — Participants with Obesity
(Monotherapy)

ARO-INHBE ARO-INHBE
SAD Cohorts MAD Cohorts
(N=25) (N=35)
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)
Welght, mean (SD), kg 102.0 (13.2) 105.8 (15.5)
BMI, mean (SD), kg/m? 357 (3.7) 36.8 (5.0)
Liver fat content, mean (SD), % 89 (5.6) 7.5(6.0)
Visceral adipose fissue, mean (SD), L 50(19) 46(17)
HgbAlc, mean (SD), % 5.4 (0.3) 5.4 (0.4)
Activin E, mean (SD), pg/mL 521.0 (236.7) 466.3 (137.4)

BMI = Body Mass Index: HgbAlc = Hemoglobin Alc: MAD = Mulfiple Ascending Dose: SAD = Single Ascending Dose: SD = Standard Deviation
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ARO-INHBE Achieved Mean Max Activin E Reduction of 85%
with Long Response Duration

40
20

0 ...........................
-204
40"

Mean Percent Change
from Baseline (¥SD)

_60 ]
_80 ]
-100 T T T T T T T 1
0 2 4 6 8 10 12 14 16
é Study Week

-@-Placebo - ARO-NHBE 4~ ARO-INHBE ~ -¥-ARO-INHBE ~ ~4- ARO-INHBE
50 mg 100 mg 200 mg 400 mg

@) arrovheod




A Single Dose of ARO-INHBE Achieved Mean Visceral Fat
Reductions of 9.9% and Liver Fat Reductions of up to 38.6%

Visceral Adipose Tissve'! Liver Fat Content?
5= 40

T
-71%
-9.9%

---37.8%

s
1
Mean Percent Change
from Baseline
(#sD)

Mean Percent Change
from Baseline
(£SD)

&

1

-38.6%

L L] T
We::ka Weelk16 Week 8 Week 16
Study Week Study Week
Total Lean Tissue?® Muscle Fat Infiltration4
4
§ 3.6%

Mean Percent Change
from Baseline
(£5D)
Mean Percent Change
from Baseline
(£SD)

T T
Week 8 Week 16

Week 8 Week 16
Study Week Study Week
M ARO-INHBE 400 mg ¥l Pooled Placebo
N=4 N=7
& Qfﬂ? ‘(hd,eOd Body composition measurements obtained using MRI. 1. Visceral adipose fissue in the abdominal cavity: 2. Liver fat measured using MRI-PDFF; 3. Total lean tissue
measured from neck to knee images, excluding exiremities: 4. Muscle fat infiliration is an average of bilatercl anterior thigh measurements.




Repeat Doses of ARO-INHBE Enhanced Mean Placebo Adjusted
Visceral Fat Reductions to 15.6%

Visceral Adipose Tissue!

10
5 3.6% 2.1%

Mean Percent Change
from Baseline
(*SD)

1 1
Week 12 Week 24
Study Week
B ARO-INHBE 400 mg M Pooled Placebo

Body composition measurements obtained using MRI. 1, Visceral adipose tissue in the abdominal cavity.
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Combination Therapy Update —
Obesity with Type 2 Diabetes Mellitus




Baseline Characteristics — Participants with Obesity and Type 2
Diabetes Mellitus (Combination with firzepatide)

Participants with Obesity and T2DM
(N=24)

Age, mean (5D)
Sex, female, n (%)
Race
White, n (%)
Native Hawaiian or Pacific Islander, n (%)
Asian, n (%)
Black or African American, n (%)
Other, n (%)
Weight, mean (SD), kg
BMI, mean (SD), kg/m?
Liver fat cohleni, mean (SD), %
Visceral adipose tissue, mean (SD), L
HgbA1lc, mean (SD), %
Activin E, mean (SD), pg/mL
Metformin Alone, n (%)
Metformin + SGLT2 Inhibitor, n (%)

52.1(7.9)
12 (50)

14 (58.3)
5(20.8)
3(12.5)
0(0.0)
3(12.5)

103.0 (17.0)
36.6 (5.7)
17.1(1.9)
6.8 (2.4)
7.4 (0.7)

661.6 (234.1)
18 (75.0)
6 (25.0)

BMI = Body Mass Index: HgbAlc = Hemoglobin Alc: MAD = Mulfiple Ascending Dose: SAD = Single Ascending Dose: SD = Standard Deviation




Insulin Resistance is Associated with Higher Activin E Levels in
Primates and in Humans

Serum Activin E Levels in NHPs Baseline Serum Activin E Levels

Elevated Hepatic INHBE Expression in

Human Biopsy Samples’

with and without Diabetes in AROINHBE-1001 Participants

30 & i i 1500

250 : p =0.0019
25 - 25 . P
] 2 . _. 200 ‘E
z20 220 . L= “ & 1000
2 . < . Lo 150 =
g - - e
104 e o 10 . Pg e 12 500
¥ (] ‘ .e . < i
05 05 i 50 <
R?=0.50 (p = 0.003) R2=0.29 (p = 0.037) : s
0.0 /ot v v 0 T T : 0 T T
n °'I‘_’ l:gm_':;’ 15 ¢ = m No Diabetes  Diabetes : No Diabetes  Diabetes
°g BMI [kg/m?] .
Non-Human Primates i AROCINHBE-1001 Participants

1. Sugiyama et al.. PLOS ONE 2018




Activin E (pg/mL)

Baseline Activin E Levels Correlate with Insulin Resistance and
Anthropometric Measures in Study Parficipants with Diabetes

1200 . 1200
12009 . =
900 900+ 200
* -3 -
600 o 600 600
;i ' : 300
3001 .g : r=0.40 2 r=0.46
. r=0.09
0 T T T T 1 e T T T T T 1 0 1 T T T 1
0 5 10 15 20 25 25 30 35 40 45 50 55 80 100 120 140 160 180
HOMA-IR (%) BMI (kg/m?) Waist Circumference (cm)

—=— Diabetes —— No Diabetes
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Patients with Obesity and Type 2 Diabetes Lose Less Weight On
Incretins and Need More Therapeutic Options

Patients with cbesity and type 2

diabetes mellitus experience o h 50%
less weight loss and are less likely
to reach weight loss targets with

37%

. ! S
incretin therapy = 210%

=) 73%

Q

=
There is unmet need for 86%
combination therapies that can =5% —
synergize with incretins to i
enc;lc:nce wde_|gh’r I?s% OPd fukrfher 0% 20% 0% 0% 80% 100%
re(]r#(claglfljr ":OT?De l\f g ,:Ea Eﬁs’ Participants Achieving Target
£ Y 2 B SURPASS-3'(Obesity + DM) 8 SURMOUNT-1*(Obesity)

5mg TZP Arm 5mg TZP Arm

1. Ludvik et al., Lancet 2021; 2. Jastreboff et al.. N Engi J Med 2022: T2DM = Type 2 Diabetes Mellitus: TZP = Tizepatide
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Preclinical Studies Indicate Enhanced Weight Loss with INHBE
Silencing Combined with tirzepatide in Diabetic Mice

INHBE siRNA + TZP Enhanced Weight Loss in Obese Diabetic db/db Mice

% BW Change

Study Day
-9-3aline - INHBE (9 mpk) —& Tirzepatide(0.48 mpk) ¥~ INHBE + Tirzepatide(0.48 mpk)
N=11

N=9 N=11 N=11

Ngai et al., Diobetes 2024, TZP = Tizepatide: mpk = mg/kg
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ARO-INHBE Demonstrated Substantial and Durable Decreases in Serum
Activin E up to 84% in T2DM Combination Cohorts. No Decrease in Activin E
with Tirzepatide Alone.

Obesity with T2DM Combination Therapy Cohorts

9~ 40
£a
5 a4 204 -8-TZP + Placebo
- U
£ % 0 ¥ ARO-INHBE
g a4  -20- 200 mg + TZP
o (-]
gE 04 - ARO-INHBE
£'= -804 400 mg + TZP
-804
-100 T T T T T T T T T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24
TZP (QW) (i S S B
ARO-INHBE é é Study Week

QW = Once weekly dosing: T2DM = Type 2 Diabetes Meliitus: TZP = Tizepatide

@ arrowhead
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Combination Therapy with ARO-INHBE Enhanced Weight Loss
Compared to Tirzepatide Alone in Obese T2DM Patients

Weight Loss — Obesity with T2DM Combination Therapy Cohorts

10.0—
7.5 Weight Change
] N=5 N=E N=4
== 50 0
25
H 5=
TE 009 5
82 254 525 -10-
38 e
=2 507 c £
c
S e F -15=
g.g 7.5 2 -9.4%
-10.0 20 r
-12.5- Week 16
T T T T T T T T T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24
TZP (QW) @ OO STRRSRTIY
ARO-INHBE é é Study Week At Week 16, combo therapy weight loss

-®-TZP +Placebo ¥~ ARO-INHBE  ~4- ARO-INHBE of 9.4% versus 4.87 for TZP alone

200 mg + TZP 400 mg + TZP

QW = Once weekly dosing: T2DM = Type 2 Diabetes Meliitus: TZP = Tizepatide
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Mean Percent Change from

Combination Therapy Achieved Synergistic Fat Loss in Study
Participants with Obesity and Type 2 Diabetes

Visceral Adipose Tissue! : Total Adipose Tissue? Liver Fat Content?

N=5 N=8 N=3 N=5 N=8 N=3 o N=5 N=8 N=3
0
5 £
5 S
g -10 52 53
i 24 24-40
g s 3
520 58 88
19.2% .23.2% § c 80
" 2 2 .
30 T :
Week 12 Week 12 Week 12
Study Week Study Week Study Week
Enhanced Visceral Fat Loss i Enhanced Total Fat Loss Substantially Reduced Liver Fat

-®-TIP + Placebo -¥-ARO-INHBE -4~ ARO-INHBE
200 mg + TZP 400 mg + TZP

Body composilion measuremenis obtained using MRI. 1. Visceral adipose fissue in the abdominal cavity; 2. Total adipose lissue measured from neck fo knee images, excluding exiremities; 3, Liver fot
measured using MRI-PDFF. TZP = Tizepatide
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Visceral Fat and Liver Fat Reductions with ARO-INHBE + Low-dose TZP
Compare Favorably with High-dose TZP at 52 Weeks in SURPASS-3

12-week MRI / 16-week Weight Data

AROINHBE-1001

52-week Data

SURPASS-3 MRI Substudy!

ARO-INHBE 400 mg +
Placebo + TZIP 5 mg TZP 5 mg TZP 15 mg

Visceral Adipose Tissue -23.2% -7.4% -16.33% -23.95%
Liver Fat Content -76.7% -20% -29.78% -39.59%
VAT to ASAT Ratio -12.7% -3.1% -2.00% -4.36%
Total Adipose Tissue -15.4% -5.3% Not available Not available
Body Weight -9.4% -4.8% -8.1% -13.9%

1. Gastaldelli e al., Diabetes & endocrinclogy 2022; ASAT = Abdominal Subcutaneous Adipose Tissue: TZP = Tirzepatide: VAT = Visceral Adipose Tissue

@l grrowhead




Targeting Activin E may be More Effective in Conditions
of Insulin Resistance: A Plausible Hypothesis

Activin E

Insulin is a potent inhibitor of lipolysis in
adipose tissue

In conditions of insulin resistance or
reduced insulin secretion (e.g. T2DM),
other regulators, including Activin E,
may play a more crifical role in
modulating fat storage

Silencing hepatic Activin E in obese

diabetic patients may result in more e
pronounced fat loss due to enhanced ot J—s S 7 =
lipolysis ipohais e

‘Trendsin Cell Bickogy.

Guilherme et al., Trends Ceil Biol 2023, T2DM = Type 2 Diabetes Mellitus
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ARO-INHBE Demonstrates a Favorable Safety Profile

ARO-INHBE was well tolerated as monotherapy and in combination with tirzepatide in
participants with obesity with and without type 2 diabetes.

* Most TEAEs were mild in severity

« No TEAEs led to study or study drug discontfinuation
(\/; Injection site reactions were generally mild and self-limited.

Frequency of Gl adverse events was similar in combination and firzepatide monotherapy
groups.

One SAE of “limb abscess” was reported, managed with bedside drainage, and assessed as
Unrelated to study treatment by both Sponsor and Site Investigator.

@ No clinically significant adverse laboratory frends including in liver enzymes, glycemic indices,

or lipid parameters were identified.
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Stable Liver and Glycemic Parameters in Monotherapy Groups
with No Adverse Changes in HbAlc or ALT Over Time

Multiple
Dose
Cohorts

Mean ALT (U/L) (£5D)

Mean ALT (U/L) (25D)

T T T T 1
6 8 10 12 14 18
Study Week

T T T T T T T T 1
8 10 12 14 16 18 20 22 24
Study Week

ALT = Alanine Aminofransferase: HbAlc = Hemoglobin Alc

(o)

arrowhead

phormacesticals

Mean HbAlc (%) (£SD)

Mean HbATc (%) (£5D)

HbAlc

=== 35

T T T T T T T 1
0 2 4 6 8 10 12 14 18
a‘ Study Week

& HbAlc

T T T T T T T T T T T 1
0 2 4 6 B 1012 14 16 18 20 22 24
[ Study Week

-@- Placebo

-1~ ARO-INHBE
50mg

& ARO-INHBE
100 mg

-V~ ARO-INHBE
200 mg

- ARO-INHBE
400 mg




Stable Liver Chemistries and Improving Glycemic Parameters in
Combination Therapy Groups

Obesity with T2DM Combination Therapy Cohorts

60 ALT PR HbAlc
e Y
%50 ﬂ
H =7
40
]
30 §
: s’
220 g
10 T T T T T T T T T 5 T T T T T T T T T 1
2 6 8 16 18 20 22 24 2 6 8 10 12 14 16 18 20 22 24

T T
: 0 4
Study Week é é Study Week

HD— O —
Ho— A —

-8-T7P + Placebo ¥~ ARO-INHBE ~ —- ARO-INHBE
200mg+TZP 400 mg + TZP

ALT = Alanine Aminotransferase: HbAlc = Hemoglobin Alc: T2DM = Type 2 Diabetes Mellitus; TZP = Tizepatide
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Summary and Next Steps

(\/' ARO-INHBE was safe, well-tolerated, and achieved robust and sustained reductions in
serum Activin E levels with no adverse changes in tfransaminases or HbAlc

(\/l Monotherapy with ARO-INHBE achieved meaningful reductions in visceral and
liver fat by MRI

@ Combination therapy with tirzepatide in patients with obesity and type 2 diabetes
enhanced fat mass loss and weight loss compared to tirzepatide alone, representing a
unique opportunity for targeting metabolic health in a population that achieves less
weight loss with GLP-1/GIP monotherapy

(/, Phase 2 study planning in progress

HbAlc = Hemoglobin Alc
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ARO-INHBE and ARO-ALK7Y Interim Clinical Data Update

Clinical Study Update from
AROALK7-1001

James Hamilton MD, MBA
Chief Medical Officer and Head of R&D
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Activin Receptor-like Kinase 7 (ALK7, ACVRIC) is a Genetically
Validated Adipose Target

ARO-ALK7
ALK7
Other ALK7 production
ligands inhibited
Puy

Increased sny . .
16 s ActivinE \ . A ! Lipolyse:
Excess & : o _ t Circulating NEFA
caloric ? ) ‘;32 ’ g | Adipose hypertrophy & dysfunction
intake - ol a 1 Visceral adiposity
»

1 Insulin resistance

« ALK7 is a TGF-B receptor superfamily member PLOF ALK7 Varlants Are Assoclated with Lower Risks of
preferentially expressed on adipocytes Cuslty anidifvie 2Dik whes

" e of variants in with and with type 2 diabetes
+ Ligands may include: GDF3, GDF11, ActB, e WHRaGBMI Type 2 dbtes
ACIE, ACtAB, ActC, Nodal v ey ) ] Pue  Onessol -
Asn150His 11 —0.089 (~0.11, —0.067) 34 %10 088 (0.83, 0.84) 87 % 10
* ALK7 signaling suppresses lipolysis, increasing — L B
adipocyte size and lipid content 72027479 51 —~0.035 (0,045, ~0025) 2610 083 (069,097

Estimates for WHRadjBMI were derived through linear regression analysis in UK Biobank. Estimates for type 2 diabetes were derived

through meta-analysis of UK Biobank and the DIAGRAM ExTexT2D Consortium.

Emdin et al.. Diabetes 2019
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AROALK7-1001: Phase 1/2a Study of ARO-ALK7 in Volunteers
with Obesity, with and without Type 2 Diabetes Mellitus

- Cohort 1a (10 mg ARO-ALK7) (n=6) I Part 1A SAD (4 Active : 2 Placebo)
() Part1 Cohorts Fully Enrolled Il Part 1B MAD (8 Active : 4 Placebo)
Cohort 2a (30 mg ARO-ALK7) (n=6) [ Part2 (8 Active : 4 Placebo)

Cohort 3a (100 mg ARO-ALK?) (n=6)

Cohort 3c (100 mg ARO-ALK7 + TZP 5 mg vs. TZP 5 mg alone) (n=12)

Cohort 3b (100 mg ARO-ALK7) (n=12)

Cohort 4a (200 mg ARO-ALK7) (n=6)

Cohort 5a (400 mg ARO-ALK7) (n=6)

Cohort 5b (400 mg ARO-ALK7) (n=12)
Cohort 5¢ (400 mg ARO-ALK7 + TZP 5§ mg vs. TZP 5 mg alone) (n=12)
Cohort 5d (400 mg ARO-ALK7 + TZP 5 mg vs. TZP 5mg alone) [T2DM] (n=12)

MAD = Multiple Ascending Dose: 5AD = Single Ascending Dose: T2DM = Type 2 Diabetes Melitus; TZP = Tizepatide

B Cohort 4b (200 mg ARO-ALK7) (n=12)
> Cohort 4¢c (200 mg ARO-ALK7 + TIP 5 mg vs. TZP 5 mg alone) (n=12)
g Cohort 4d (200 mg ARO-ALK? + TZP 5 mg vs. TZP 5mg alone) [T2DM] (n=12)
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Key Endpoints

Pharmacokinetics

Exploratory

MRI = Magnetic Resonance Imagine; MRI-PDFF = Magnetic Resonance Imaging-Proton Density Fat Fraction

(o)

arrowhead

phormacesticals

Adipose Expression of ALK7
Weight change (kg/%)
Waist circumference

Body adiposity, adipose distribution,
fat mass vs lean mass (MRI)

Liver fat content (MRI-PDFF)
Fasting lipids and fat metabolism parameters
Glycemic control parameters




Baseline Characteristics — Volunteers with Obesity (Part 1)

ARO-ALK7 ARO-ALK7
SAD Cohorts MAD Cohorts
(N=30) (N=24)
Age, mean (SD) 39.0(13.1) 39.6 (9.5)
Sex, female, n (%) 21 (70.0) 18 (75)
7 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/m? 36.3 (3.9) 36.8 (5.5)
HgbA1lc, mean (SD), % 5.4 (0.3) 5.3(0.4)

BMI = Body Mass Index: HgbAlc = Hemoglobin Alc: MAD = Mulfiple Ascending Dose: SAD = Single Ascending Dose: SD = Standard Deviation
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ARO-ALKY Demonstrated Dose Dependent Mean Decreases in Alk7
MRNA up to 88%, Confirming TRIM Platform Ability to Silence Adipocyte
Gene Expression

Alk7 mRNA

40
20

-404

Mean Percent Change
from Baseline (£SD)

-80

-100 | i T |

0 4 8 12
Study Week é

-@-FPlacebo -B- ARO-ALK7 -~ ARO-ALKY ¥~ ARO-ALK7 -4~ ARO-ALKY
@ arrowhead 10mg 30 mg 100 mg 200 mg
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Rapid Dose-dependent Reductions in Visceral Fat of Up to
14.1% (Placebo-adjusted) After a Single Dose of ARO-ALK7

Visceral Adipose Tissue

5 0.5%

57%  -5.9%

'

-

w
L

Mean Percent Change
from Baseline
(+SD)

-12.2%

-13.6%

D
S

)
Week 8
Study Week

-®-Placebo - ARO-ALK7 A ARO-ALK7  -¥-ARO-ALK7 - ARO-ALK7
10mg 30 mg 100 mg 200 mg
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ARO-ALK7 Demonstrated a Favorable Safety Profile

ARO-ALK7 was well tolerated as monotherapy in participants with obesity.

< < &
No TEAEs led to

Most TEAEs were No SAEs were

T : study or study drug
mild in severity e ntinution reported

No clinically significant adverse laboratory trends (including in liver enzymes and
glycemic parameters) were identified.




Summary and Next Steps

:_

0
ARO-ALK7 was safe, SAD and MAD Cohorts  Additional AROALK7-1001
well-tolerated, andled : fully enrolled and Part 2 | data release throughout
to deep reductions in Cohorts, recruiting i 2026
adipose ALK7 participants with obesity
expression at all clinical = with and without type 2
doses diabetes, are actively

enrolling

MAD = Multiple Ascending Dose: SAD = Single Ascending Dose
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We would like to thank the patients,
investigators, and site personnel
who participated in the studies
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ARO-INHBE and ARO-ALK? Interim Clinical Data Update
January 2026

Key Takeaways

Chris Anzalone, Ph.D.
President and CEO
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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 monotherapy reduced visceral fat

-9.9% after a single dose af week 16
o -15.6% after 2 doses at week 24

> ARO-INHBE + tirzepatide doubled weight loss in

obese diabetic patients versus TZP alone

-9.4% weight loss at week at week 16 with

ARO-INHBE + TZP

-4.8% weight loss at week 16 with TZP alone

@l grrowheod

» ARO-INHBE + TZP drove high quality weight loss

in obese diabetic patients
-23.2% visceral fat reduction

-15.4% total fat reduction
-76.7% liver fat reduction

o Approximately 3-fold improvement versus
TZP alone across these measures

ARO-ALK? is the first RNAI therapeutic to show
knockdown of an adipocyte-expressed target
in humans

mean reduction of -88% ALK7 mRNA

max reduction of -94%

Early data, but ARO-ALK7 could be more
active than ARO-INHBE
-14% placebo-adjusted reduction in
visceral fat after single dose monotherapy
at week 8




What We Already Achieved in Phase 1/2a

~, Established Safety and Tolerability of single-dose, multi-dose, and combination
regimens with tirzepatide

@ Demonstrated deep and durable knockdown of Activin E and ALK7
@ Identified signals of Activin E/ALK7 pathway translation in humans

@ Measured favorable changes in body composition |

@ Showed benefit on weight loss in a specific population with unmet need
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What We Still Hope to Achieve

Next Steps
» Expanding current studies, including:
* Increasing numbers of patients fo increase power
* Extending follow-up to better understand drug durability and activity out to 1 year
« Initiation of @ monotherapy cohort in obese diabetic patients
« Initiation of additional combination cohorts with other GLPs

e

« Initiate Phase 2b studies ASAP (cumrent 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 fargets
* Dimers targeting 2 adipocyte targets
» Dimers targeting 2 liver targets

* Leveraging our sc CNS platform to address central targets
@l arrowheod




Obesity Complements our Cardiometabolic Launch Plans

Obesity Next
ASCVD Launch?




Arrowhead’s Growth Drivers in 2026 and Beyond

&

2)

Arrowhead’s first commercial sales
of REDEMPLO in familial
chylomicronemia

Phase 3 studies of plozasiran

in severe hypertriglyceridemia
(potential multi-billion-dollar
opportunity) on pace to readout
in Q3 2026

ARO-DIMER-PA targeting PCSK9
and APOCS first clinical readout in
2H 2026

& arrowheod

Obesity franchise will grow with
new targets, including dimers.
Additional ARO-INHBE and ARO-
ALK7 data presented in 2026

Emerging CNS pipeline with
systemic delivery via SC
administration: early ARO-MAPT
data presented in 2026

Funded into fiscal 2028, potentially
through multiple independent
and pariner launches
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Questions? f\
Answers.
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