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Theperformanceand resultsof operationsof the Groupcontainedwithin this presentationarehistorical in nature,and
pastperformanceis no guaranteeof future resultsof the Group. Thispresentationcontainsforward-looking statements
within the meaning of the άǎŀŦŜƘŀǊōƻǊέprovisionsof the USPrivate SecuritiesLitigation ReformAct of 1995. These
forward-looking statementscanbe identified by words likeάǿƛƭƭΣέάŜȄǇŜŎǘǎΣέάŀƴǘƛŎƛǇŀǘŜǎΣέάŦǳǘǳǊŜΣέάƛƴǘŜƴŘǎΣέάǇƭŀƴǎΣέ
άōŜƭƛŜǾŜǎΣέάŜǎǘƛƳŀǘŜǎΣέάǇƛǇŜƭƛƴŜΣέάŎƻǳƭŘΣέάǇƻǘŜƴǘƛŀƭΣέάŦƛǊǎǘ-in-ŎƭŀǎǎΣέάōŜǎǘ-in-ŎƭŀǎǎΣέάŘŜǎƛƎƴŜŘǘƻΣέάƻōƧŜŎǘƛǾŜΣέ
άƎǳƛŘŀƴŎŜΣέάǇǳǊǎǳŜΣέor similar terms, or by expressor implied discussionsregarding potential drug candidates,
potential indications for drug candidatesor by discussionsof strategy,plans,expectationsor intentions. Youshouldnot
place undue reliance on these statements. Such forward-looking statements are based on the current beliefs and
expectationsof managementregarding future events and are subject to significant known and unknown risks and
uncertainties. Shouldone or more of theserisksor uncertaintiesmaterialize,or should underlying assumptionsprove
incorrect, actual results may vary materially from those set forth in the forward-looking statements. Therecan be no
guaranteethat anyof our drug candidateswill be approvedfor salein anymarket, that anyapprovalswhich havebeen
obtained will continue to remain valid and effective in the future, or that the salesof products marketed or otherwise
commercializedby HUTCHMEDand/or its collaboration partners (collectively,άI¦¢/Ia95ΩǎtǊƻŘǳŎǘǎέύwill achieve
any particular revenueor net income levels. In particular,ƳŀƴŀƎŜƳŜƴǘΩǎexpectationscould be affected by, among
other things: unexpectedregulatoryactionsor delaysor governmentregulation generally; the uncertaintiesinherent in
researchand development, including the inability to meet our key study assumptionsregarding enrollment rates,
timing andavailability of subjectsmeetingaǎǘǳŘȅΩǎinclusionandexclusioncriteria and funding requirements,changes
to clinical protocols, unexpectedadverseeventsor safety,quality or manufacturing issues; the delay or inability of a
drug candidate to meet the primary or secondaryendpoint of a study; the delay or inability of a drug candidate to
obtain regulatory approval in different jurisdictions or the utilization, market acceptanceand commercial successof
I¦¢/Ia95ΩǎProducts after obtaining regulatory approval; discovery, development and/or commercialization of
competing products and drug candidatesthat may be superior to, or more cost effectivethan,I¦¢/Ia95ΩǎProducts
and drug candidates; the impact of studies (whether conducted by HUTCHMEDor others and whether mandated or
voluntary) or recommendations and guidelines from governmental authorities and other third parties on the
commercial successof I¦¢/Ia95ΩǎProducts and drug candidates in development; the ability of HUTCHMEDto
manufacture and manage supply chains, including various third party services, for multiple products and drug
candidates; the availability and extent of reimbursementofI¦¢/Ia95ΩǎProductsfrom third-party payers,including
private payer healthcare and insurance programs and government insurance programs; the costs of developing,
producingandsellingI¦¢/Ia95ΩǎProducts; the ability to obtain additional fundingwhenneeded; the ability to obtain
and maintain protection of intellectual property for I¦¢/Ia95ΩǎProducts and drug candidates; the ability of
HUTCHMEDto meet any of its financial projections or guidance and changesto the assumptionsunderlying those
projections or guidance; the successfuldisposition of its non-core business; global trends toward health care cost
containment, including ongoing pricing pressures; uncertainties regarding actual or potential legal proceedings,
including,amongothers,actualor potential product liability litigation, litigation and investigationsregardingsalesand
marketing practices, intellectual property disputes, and government investigationsgenerally; and general economic
and industry conditions, including uncertaintiesregardingthe effectsof the persistentlyweak economicand financial
environment in many countries, uncertainties regarding future global exchangerates, uncertainties in global interest

rates,and geopolitical relations,sanctionsand tariffs. For further discussionof theseand other risks,seeI¦¢/Ia95Ωǎ
filings with the USSecuritiesand ExchangeCommission,on AIMand on HKEX. HUTCHMEDis providing the information
in this announcementasof this date and doesnot undertakeanyobligation to update any forward-looking statements
asa result of new information, future eventsor otherwiseThispresentation is intended for investorsonly. Information
concerningpharmaceuticals(including compoundsunder development)containedwithin this material is not intended
asadvertisingor medicaladvice.

Nothing in this presentationor in any accompanyingmanagementdiscussionof this presentationconstitutes, nor is it
intended to constitute or form anypart of: (i) an invitation or inducementto engagein anyinvestmentactivity, whether
in the United States,the United Kingdom,HongKongor in anyother jurisdiction; (ii) any recommendationor advicein
respectof any securitiesof HUTCHMED; or (iii) any offer or an invitation to induce an offer by any personfor the sale,
purchase or subscription of any securities of HUTCHMED. Information concerning pharmaceuticals (including
compoundsunderdevelopment)containedwithin this material is not intendedasadvertisingor medicaladvice.

In addition, this presentationcontainsstatistical data, third-party clinical data and estimatesthat HUTCHMEDobtained
from industry publications and reports generated by third-party market researchfirms, including Frost & Sullivan,
IQVIA,independent market researchfirms, clinical data of competitors, and other publicly availabledata. All patient
population, market size and market share estimates are based on Frost & Sullivan or QuintilesIMS/IQVIAresearch,
unlessotherwise noted. Although HUTCHMEDbelievesthat the publications, reports, surveysand third-party clinical
data are reliable, HUTCHMEDhas not independently verified the data and cannot guarantee the accuracy or
completenessof such data. You are cautioned not to give undue weight to this data. Suchdata involves risks and
uncertaintiesandaresubjectto changebasedon variousfactors,including thosediscussedabove.

No representationor warranty, expressor implied, is made as to, and no relianceshould be placed on, the fairness,
accuracy,completenessor correctnessof the information, or opinionscontainedherein. NeitherHUTCHMED,nor anyof
I¦¢/Ia95Ωǎadvisors or representatives shall have any responsibility or liability whatsoever (for negligence or
otherwise) for any loss howsoeverarising from any use of this presentation or its contents or otherwise arising in
connection with this presentation. The information set out herein may be subject to updating, completion, revision,
verification andamendmentandsuchinformation maychangematerially.

All referencesto άI¦¢/Ia95έas used throughout this presentation refer to HUTCHMED(China) Limited and its
consolidatedsubsidiariesand joint venturesunlessotherwisestated or indicated by context. Thispresentationshould
be read in conjunction withI¦¢/Ia95Ωǎresultsfor the period endedJune30, 2025andI¦¢/Ia95Ωǎother SECfilings
and announcementspublishedin accordancewith the RulesGoverningthe Listingof Securitieson TheStockExchange
of HongKongLimited copiesof which areavailableonI¦¢/Ia95Ωǎwebsite(www.hutch-med.com).

Useof Non-GAAPFinancialMeasures- Thispresentationmay include certain non-GAAPfinancial measures. Pleasesee
the section of the HUTCHMEDresultsannouncementtitled ά¦se of Non-GAAPFinancialMeasuresandwŜŎƻƴŎƛƭƛŀǘƛƻƴέ
for further information relevant to the interpretation of thesefinancial measuresand reconciliationsof thesefinancial
measuresto the most comparableGAAPmeasures.

Companynamesand logosaretrademarksof their respectiveholders.

The performance and results of operations of the HUTCHMED Group contained within this presentation are 
historical in nature, and past performance is no guarantee of future results.

Safe harbor statement & disclaimer
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Next-generation 
Antibody -Targeted Therapy Conjugate (ATTC) 
Platform



ATTC Platform Overview



Nat Rev Clin Oncol. 2023, 20(8): 558-576

Toxin-based ADCs: advantages and challenges 

Å Despite being designed with the rationale of 
expanding the therapeutic indices of conventional 
chemotherapies, most ADCs have a toxicity profile 
similar to cytotoxic payload. 

Å Combination of ADCs with chemotherapy presents 
several challenges related to overlapping toxicities.
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HMPL-A251AntibodyPAM PathwayATTC Platform Strategy

ÅHER2+ pan-tumor



Traditional 
Antibody -Drug 

Conjugates (ADC)

HUTCHMED 
Antibody -Targeted Therapy

Conjugates (ATTC)

How it works ÅCytotoxin payload

ÅTarget rapidly dividing cells 
(mostly cancer cells)

ÅTarget proteins required for cancer growth

ÅSynergistic combination effect with antibody 

ÅAbility to combine with IO/chemo-based frontline SOC or 
other target therapy

ÅOvercome chemo resistance

ÅCan be dosed long term

Side effects Antibody based toxicities

Cytotoxin-related key toxicities[1]

ÅHematological toxicity

ÅHepatotoxicity

ÅGastrointestinal toxicity

ÅNeurotoxicity, ocular toxicity

Å Interstitial lung disease

Antibody based toxicities

Targeted therapy (TT) payload based

ÅLow on-target and off-tumor toxicity

ÅLow compound base toxicity such as liver, QT, etc

ÅNon-genotoxic, low myelotox, amenable for long term use

Limitation Resistance to chemotherapy, not specific Resistance to target therapy? 

Predictive biomarker /
Sensitive population

No/Not clear 

Patients with genetic drivers do worse

Clear

Patients with genetic drivers should benefit most

[1]. Cancers (Basel). 2023 Feb; 15(3): 713

Traditional ADCs vs. HUTCHMED ATTCs
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Target specific drivers, alleviate chemo-based toxicities, enable combination with frontline chemo -based SoCs.

HUTCHMED ATTCs design objectives

Key attributes of ATTCs

Å Targeted therapies target genetic drivers (oncogenes) 
exist in tumor cells, not in normal cells, leading to lower 
toxicities.

Å Antibody targeted therapy conjugates will lower the 
free targeted therapy drugs in circulation, further 
lowering compound or target-based toxicities, such as 
liver toxicities associated with oral therapies.

Å Opportunity to further enhance anti-tumor efficacy 
through combination effect between the antibody and 
the targeted therapy.

Å Ability to combine with chemo-based frontline SOC or 
monotherapy as chemo free adjuvant for long term use.
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Antibody and ADC production
High titers, high yields

Stable linkers
High tolerability

Warhead
Targeted therapeutic agents



PAM Pathway



PAM signaling pathway controls many physiological 
functions and cellular processes[1] 

[1]. Adapted from J Clin Oncol. 2010;28(6):1075-1083. [2]JAMA Oncol. 2016;2(12):1565-1573

PI3K/AKT/mTOR (PAM) pathway is an attractive therapeutic target 

PAM pathway alteration is one of the most common 
events in human cancer (~50% of solid tumor)[2]

PAM pathway alteration: PIK3CA/AKT1 gain-of-function mutation; PTEN loss of function
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PAM-altered patient populations have a poorer prognosis than non -altered, regardless of their HER2 expression.

ITT = Intent-to-Treat
[1]. J. Wang et al, Cancer Commun (Lond) 2024 44(7) 833ς51; [2] ESMO 2024 #384P 

Important to block genomic driver mutations to improve 
clinical benefit ( 1/2
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Disitamab vedotin (RC48)
an HER2-directed ADC in breast cancer patients[1,2] 

HER2 positive HER2 low

ITT PAM-altered ITT PAM-altered

ORR 42.9% 34.6% ORR 33.3% 34.3%

PFS 5.5m 4.5m PFS 5.1m 3.4m

RC48 in breast cancer: PAM wildtype and altered[1] RC48 in breast cancer: with abnormal activation of PAM pathway [2]

The molecular structure of RC48

HER2-overexpression

HER2-low expression

HER2-positive

HER2-low

HMPL-A251AntibodyPAM PathwayATTC Platform Strategy



DESTINY-CRC01 flags PIK3CA or RAS-mutant mCRC as a high-need, targetable segment with attractive 
commercial potential.

S. Sienaet al, Nat Commun 2024 15 10213; Adaptedcharts. 12

mPFS, month (95% CI)

WT/Other Mut7.3 (4.1-10.9)

Activating Mut4.1 (1.3-NA)

Å In the T-DXd treated mCRC from the 
DESTINY-CRC01 study, ORR, PFS and 
OS tend to be lower  in the PIK3CA 
mutant or RAS mutant population 
than in the wildtype group. 

Å This may present an opportunity 
for targeted agent payloads. 

Important to block genomic driver mutations to improve 
clinical benefit ( 2/2

mPFS, month (95% CI)

WT/Other Mut7.6 (4.1-10.8)

Activating Mut4.1 (1.3-NA)

HMPL-A251AntibodyPAM PathwayATTC Platform Strategy



Å On-target and severe toxicities by PI3K/mTOR inhibition prevent sufficient dose to achieve necessary target 
inhibition.

Å Feedforward and feedback loops between PI3K isoforms, AKT, and mTOR cross-activate uninhibited sub-units, 
limiting clinical benefit of single node inhibitor.

Å Need to increase the delivery of the PAM pathway inhibitor into tumor cells specifically to maximize their 
benefit - ATTC strategy.

PAM pathway targeted drugs in clinic
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PI3K/mTOR Pan-PI3K Single node

Today

Programs halted at Phase I/II Program halted at Phase III Approved
Phase III 

positive results

PF-04691502
PKI-402

Dactolisib
BGT226

Apitolisib

Picitilisib
Omipalisib

GSK1059615
Samotolisib

Buparlisib Taselisib
Everolimus (mTORC1)

Alpelisib (P13Kh)
Capivasertib (AKT)

Gedatolisib

Too toxic to proceed 
Poor PK properties

High toxicity
Limited efficacy

Tolerable safety profiles
No significant OS benefit

Need safe, potent 
pan-PI3K/mTOR inhibitor

1st Gen 2nd Gen 3rd Gen

HMPL-A251AntibodyPAM PathwayATTC Platform Strategy



High frequent co-occurrence of PAM pathway alterations with 

HER2 expression in breast cancer[1]  

[1] Front Oncol. 2020;10:1475
[2] Sara Hurvitz,., et al.; Gedatolisib Plus Fulvestrant, With & Without Palbociclib, vs Fulvestrant in Patients With HR+/HER2-/PIK3CA Wild-Type Advanced Breast Cancer: First Results from VIKTORIA-1, ESMO 2025 LBA 17
[3] Ju W K., et al. Phase II study of trastuzumab-pkrb plus gedatolisib in patients with HER2-positive metastatic breast cancer who progressed after 2 or more HER2-directed chemotherapies (KM-10A/KCSG BR18-13). Journal of Clinical Oncology43(16_suppl):1021-1021

Targeting PI3K/AKT/mTOR (PAM) pathway alteration: a promising 
approach for breast cancer

38.0%
(100/263) 

38.6%
(85/220) 

PAM pathway alteration: PIK3CA/AKT1/PTEN mutation, PTEN loss 
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Gedatolisib
(under development PI3K and mTOR inhibitor)

2L HR+/ HER2-/ PIK3CA wild-type
breast cancer phase III study[2]

Gedatolisib + 
palbociclib + 
fulvestrant 

Gedatolisib + 
fulvestrant

fulvestrant 

PFS (mo) 9.3 7.4 2.0

TRAE:
Stomatitis

69% 57% 0%

3L HER2+ breast cancer phase II study[3]

Gedatolisib + trastuzumab biosimilar

ORR: 43%

Adverse events: stomatitis (91%)



A potent PI3K/PIKK inhibitor targeting PAM alterations and potentially synthetic lethality .

HMPL-A251: in vitro ǇǊƻŦƛƭŜ ƻŦ ǇŀȅƭƻŀŘ Iaрлпмслф όάслфέύ όмκоύ
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Assay HM5041609

Enzyme activity (IC50, nM)

PI3Kh / /̡ /ɹʵ ~1-10 nM

PI3Kh  E542K/E545K/H1047R ~1 nM

mTOR/ATM/ATR/DNA-PK ~1-20 nM

Selectivity

6 non-PI3K/PIKK kinases
IC50: 110~427 nM 

(> 30-fold vs PI3Kh  wt)

362 wild-type kinases <45% inhibition at 1 µM

87 safety-related proteins
<50% inhibition/stimulation 

at 1 µM



A highly potent and selective inhibitor of PI3K & PIKK kinases that suppresses the PI3K and PIKK pathways.

HMPL-A251: in vitro  ǇǊƻŦƛƭŜ ƻŦ ǇŀȅƭƻŀŘ Iaрлпмслф όάслфέύ όнκоύ
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Inhibition of PAM pathways in HCC1954 cells 
(breast cancer; HER2+; PIK3CA1047R)

609(nM)

609(nM)

Inhibition of PIKK pathways in HCC1954 cells 
(breast cancer; HER2+; PIK3CA1047R)

HMPL-A251AntibodyPAM PathwayATTC Platform Strategy



A highly potent and selective inhibitor of PI3K & PIKK kinases with robust anti-tumor activity against a broad 
panel of tumor cell lines.

HMPL-A251: in vitro  ǇǊƻŦƛƭŜ ƻŦ ǇŀȅƭƻŀŘ Iaрлпмслф όάслфέύ όоκоύ
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0.91           0.68          1.47           0.83 Median IC50

(nM)

ṦṦṦ

**: p<0.01.

Cell growth inhibition of 609 by tumor typesCell growth inhibition of 609 by genotypes

HMPL-A251AntibodyPAM PathwayATTC Platform Strategy



Anti-HER2 Antibody



[1]. Nat Rev Clin Oncol. 2020;17(1):33-48. [2]. Science. 1987 Jan 9;235(4785):177-82. [3]. Int. J. Cancer: 102, 514 ς518 (2002). [4]. Cancer. 2005;104(7):1391-1397. [5]. JCO Precis Oncol. 2019;3:1-13 

HER2 alterations and poor prognosis in cancer

HER2 alterations found in a variety of cancer types[1] HER2 amplification/overexpression confers worse prognosis 
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Muscle-invasive bladder cancer[3]

Colorectal cancer[5]Endometrial carcinoma [4]

Breast cancer[2]

HMPL-A251AntibodyPAM PathwayATTC Platform Strategy



ÅAnti ςHER2 antibody works through 
multiple mechanisms to inhibit tumor 
growth, including:

o Inhibit extracellular domain cleavage 
and prevent the formation of very 
active form of HER2, p95HER2;

o Block dimerization and reduce 
signaling transduction;

o Induce antibody-dependent cell-
mediated cytotoxicity;

o Down-regulate receptor through 
endocytosis.

N Engl J Med.2007 Jul 5;357(1):39-51

Anti-HER2 antibody: mechanism of action
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Å HER2 is a well-established therapeutic target and a good tumor-associated antigen, which is overexpressed in a 
variety of solid tumors.

Å PAM pathway is one of the main downstream signaling pathway of HER2.

Å PAM pathway alteration confers resistance to trastuzumab-based therapy.

Å PAM pathway inhibition synergizes with HER2 antibody to enhance the anti-tumor efficacy.

Å PAMi-based HER2 ADC is expected to enhance the efficacy via the synergy between trastuzumab and PAMi, 
and improve the safety by specifically deliver PAMi into HER2-positive tumor cells.

Summary
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Our First ATTC Candidate:
HMPL-A251



DISCOVERY OF HMPL-A251, A FIRST-IN-CLASS HER2-DIRECTED 
ANTIBODY-TARGETED THERAPY CONJUGATE (ATTC) WITH A 
NOVEL PI3K/PIKK INHIBITOR PAYLOAD
Jia Hu, Junqing Liang, Yan Xu, Haibin Yang, Peihua Liu, Yue Liu, Min Cheng, Nelson Ng, Jiahuan Zhu, Fangfang Mao, Xuelei Ge, Wei Zhang, 
Juntao Yu, Qihang Zhang, Shaohui Shen, Pan Wang, Leilei Wu, Xiaoyan Xu, Na Yang, Yu Cai, Jian Wang, Weihan Zhang, Yongxin Ren, 
Guangxiu Dai, Michael Shi & Weiguo Su
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Rationale for a PI3K/PIKK inhibitor conjugated to a HER2-targeted antibody, HMPL-A251.

Å Aberrant activation of PI3K-AKT-mTOR pathway (PAM) is associated with poor prognosis and resistance to anti-HER2 therapies[1-2]. 

ÅDespite the synergistic effects of dual HER2 and PAM inhibition, systemic toxicity associated with PAM inhibitors limits their clinical application[3], 
providing the rationale for developing HMPL-A251.

[1]. Berns K et al. Cancer Cell. 2007;12(4):395-402.  [2]. Nagata Y et al. Cancer Cell. 2004;6(2):117-127.  [3].LoRussoPMet al. J ClinOncol.2016;34(31):3803-3815. [4].Oh DY et al. Nat Rev Clin Oncol. 2020;17(1):33-48. [5].Krüger S et al. Int J Cancer. 2002;102(5):514-518. 
[6]. Luo H et al. PLoS One. 2018;13(1):e0191972. [7].SlamonDJet al. Science.1987;235(4785):177-182. [8].Press MF et al. Cancer Res. 1993;53(20):4960-4970. 9.Raghav K et al. JCO Precis Oncol. 2019; 3:1-13. 

Introduction

24

HMA000352
Humanized anti-HER2 
IgG1 antibody
(trastuzumab biosimilar)

609 payload
(PI3K/PIKK inhibitor)
DAR: ~4

Cleavable linker ÅStable in human and monkey plasma

ÅCleaved by cathepsin B, a protease highly expressed in cancer cells

ÅHighly potent against PI3K and PIKK kinases

ÅSynergizes with anti-HER2 antibody to improve efficacy

ÅPIKK inhibition provides potential for combination with chemotherapy

ÅBystander effect to kill antigen negative tumor cells

ÅHER2 overexpression are found in a variety of solid tumors[4]

ÅHER2 overexpression are associated with poor prognosis[5-7] , increased risk of 
disease recurrence[8], and resistance to anti-cancer treatment[9]

HMPL-A251AntibodyPAM PathwayATTC Platform Strategy



HMPL-A251 displayed high binding affinity to HER2-positive breast cancer cell, comparable to the naked 
antibody.

MFI = Median Fluorescence Intensity

Binding of HMPL-A251
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Binding in HCC1954 cells
(breast cancer; HER2+; PIK3CA1047R)

HMPL-A251AntibodyPAM PathwayATTC Platform Strategy

HMPL-A251

HER2 antibody

Human IgG1



4°C, 4h

37°C, 4h

Internalization rate
    32.5%   32.3%

HMPL-A251 displayed efficient internalization to HER2-positive breast cancer cells, comparable to the naked 
antibody.

MFI = Median Fluorescence Intensity

Internalization of HMPL-251
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(breast cancer; HER2+; PIK3CA1047R)

Intracellular trafficking

HMPL-A251AntibodyPAM PathwayATTC Platform Strategy

HER2 antibody



HMPL-A251 potently blocked intracellular PAM (PI3K/AKT/mTOR) and PIKK (ATM/ATR/DNA-PK) signaling 
pathways, leading to subsequent induction of apoptosis and DNA damage.

**: p<0.01. 

Cellular signaling pathway inhibition of HMPL -A251
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0.001

0.01

0.1

1

10

100
0.23 0.26 Mean2.5 6.1

ṦṦ

ṦṦ

Inhibition of PAM pathway
(breast cancer; 

HER2+; PIK3CA1047R) 

Inhibition of PIKK pathway
(breast cancer; 

HER2+; PIK3CA1047R) 
 

DNA damage evaluation

HMPL-A251AntibodyPAM PathwayATTC Platform Strategy

609(nM)

609(nM)


