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This presentation has been prepared by HBM Holdings Limited (the “Company”) solely for informational purposes and does not constitute an offer to sell or
issue or the solicitation of an offer to buy or acquire securities of the Company in any jurisdiction or an inducement to enter into investment activity, nor
may it or any part of it form the basis of or be relied on in connection with any contract or commitment whatsoever.

This document has been prepared by the Company solely for use at this presentation. The information contained in this presentation has not been
independently verified. No representation, warranty or undertaking, express or implied, is made as to, and no reliance should be placed on, the fairness,
accuracy, completeness or correctness of the information or the opinions contained herein. None of the Company or any of its affiliates, directors, officers,
advisors or representatives will be liable (in negligence or otherwise) for any loss howsoever arising from any use of this presentation or its contents or
otherwise arising from or in connection with this presentation.

This presentation contains statements that constitute forward-looking statements, including descriptions regarding the intent, belief or current expectations
of the Company or its officers with respect to the business operations and financial condition of the Company, which can be identified by terminology such
as “will,” “expects,” “anticipates,” “future,” “intends,” “plans,” “believes,” “estimates,” “confident” and similar statements. Such forward-looking statements
are not guarantees of future performance and involve risks and uncertainties, and actual results may differ from those in the forward-looking statements as
a result of various factors and assumptions. The Company or any of its affiliates, directors, officers, advisors or representatives has no obligation and does
not undertake to revise forward-looking statements to reflect new information, future events or circumstances after the date of this presentation, except as
required by law.

Disclaimer
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ACVR2A/2B Plays an Important Role in the Balance between Fat and 
Muscle
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Skeletal Muscle Myotubes Adipose Tissue Adipocytes

Activin A/Myostatin bind ActRIIA/B-ALK4, phosphorylate SMAD2/3, 
drive protein degradation, and cause muscle atrophy

Activin E/GDF3 bind ActRIIA/B-ALK7, phosphorylate SMAD2/3, 
inhibit lipolysis, and result in lipid accumulation

Source: American Diabetes Association 85th Scientific Session, June 20-23, 2005



Bimagrumab, the First Dual ACVR2A/2B Blocker, Has Delivered 
Promising Clinical Results
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48W Double Blind + 24W Open Label Data (Extra Loading Dose of Bima at W1 and W4)

Percent Change in Total Body Fat Mass Percent Change in Total Body Lean Mass

Limitation of 
Bimagrumab

• Intravenous (IV) injections administered in a hospital setting may lead to poor patient adherence
• Very high dosage (30 mg/kg)
• Adverse events for Bimagrumab included muscle spasms, diarrhea and acne

Source: Nat Med. 2026 Mar 2. Bimagrumab plus semaglutide alone or in combination for the treatment of obesity: a randomized phase 2 trial

Sema. (SC/2.4 mg/QD)

Bima. (IV/30 mpk/Q12W)
Sema. (SC/2.4 mg/QD)

Bima. (IV/30 mpk/Q12W)



AEs and Safety through Week 48
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Source: Nat Med. 2026 Mar 2. Bimagrumab plus semaglutide alone or in combination for the treatment of obesity: a randomized phase 2

A Superior ACVR2A/2B 
Blocker to Bimagrumab 
is Valuable

• Using lower dosage
• SC injections and self-administration at home can significantly improve patient adherence
• Reduce side effects included muscle spasms, diarrhea and acne



LET003 Has the Potential to Be the BIC ACVR2A/2B Blocker
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Extensive structure-based and Hu-mAtrIx  AI platform-

driven engineering 

Superior PK profile to Bimagrumab (Eli Lilly), Ofaschlupfer 

(Sixpeaks) and Comparator A in wild type mice, human 

FcRn mice, and cynomolgus monkeys

Superior fat reduction or lean mass preservation in DIO 

mice and lean mice



LET003 Has the Best PK Profile among All Tested ACVR2A/2B Blockers

7

Human FcRn KI Mouse Cynomolgus PK

• The clearance rate of LET003 is the slowest among all disclosed ACVR2A/2B binders



LET003 Shows Potent Efficacy when combining with Semaglutide in 
Reducing Fat Mass and Preserving Lean Mass
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% Change of Fat Mass % Change of Lean Mass

• Wild type mice received 30nmol/kg Semaglutide and 20 mg/kg antibody treatment via weekly subcutaneous injection

• Fat Mass decreased by 76.0% versus Vehicle (P<0.0001) and by 34.7% versus Semaglutide monotherapy (P<0.0001)

• Lean Mass decreased by 6.5% versus Vehicle (P=0.0001) but increased by 5.7% versus Semaglutide monotherapy (P=0.0007)



LET003 Shows Potent Efficacy when combining with Semaglutide in 
Reducing Fat Mass and Preserving Lean Mass
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Fat Mass/Body Weight (%) Lean Mass/Body Weight (%)

• hFcRn DIO mice received 30nmol/kg Semaglutide and 20 mg/kg antibody treatment via weekly subcutaneous injection

• Fat/body ratio decreased by 17.5% versus Vehicle (P<0.0001) and by 6.0% versus Semaglutide monotherapy (P=0.0127)

• Lean/body ratio increased by 15.2% versus Vehicle (P<0.0001) and by 5.3% versus Semaglutide monotherapy (P=0.0194)

Note: Human FcRn Knock-In Mouse DIO Model



LET003 Shows Potent Lean Mass-Promoting Activity
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% Change of Body Weight % Change of Lean Mass

• Mice received 20 mg/kg treatment via weekly subcutaneous injection

• With normal diet feeding, lean mass growth contributes more than fat accumulation

• Body weight increased by 11.1% versus Isotype (P<0.0001) and by 9.3% versus comparator A molecule (P<0.0001)

• Lean mass increased by 18.3% versus Isotype (P<0.0001) and by 13.5% versus comparator A molecule (P<0.0001)

Note: Lean Mice, ie, Not DIO Mouse Model



LET003 Shows Potent Lean Mass-Promoting Activity
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% Change of Body Weight % Change of Lean Mass

• Mice received weekly subcutaneous injection at different dose levels

• With normal diet feeding, lean mass growth contributes more than fat accumulation

• Treatment with 5 mpk LET003 promoted lean mass to a comparable extent as 15 mpk Bimagrumab

Note: Lean Mice, ie, Not DIO Mouse Model



Summary of LET003 Pre-clinical Data Readout
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LET003 shows a significantly improved PK profile in wild-type, hFcRn 

mice and cynomolgus monkeys, compared with competitors including 

Bimagrumab, Ofaschlupfer, Comparator A, etc.

LET003 promotes more effectively gain of lean mass in lean mice fed on a 

normal diet

LET003 exhibits superior efficacy in fat reduction and lean mass 

preservation in wild-type and hFcRn DIO mice

LET003 exhibits superior developability

LET003 is well tolerated in Rat and Monkey



Hu-mAtrIx recommended 
variants are quickly synthesized 

and expressed 

Hu-mAtrIx AI/ML model is 
applied on lead sequence to 
generate variants of superior 

(predicted) property

Properties of interest are high-
throughput tested and fed back 

to Hu-mAtrIx platform

Hu-mAtrIx AI/ML model is 
finetuned with wet lab data and 

updated model is used to generate 
the next batch of sequences 

◆   Parental

Round 1 
(ACVR2A)

Round 2 
(ACVR2A)

Round 1 
(ACVR2B)

Round 2 
(ACVR2B)

Structural Information Available

Wet Lab Test Result for Property of Interest 

Hu-mAtrIx Engineering, Lab-in-the-loop Optimization 
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