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Safe harbor statement & disclaimer

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.

The performance and results of operations of the Group contained within this presentation are historical in nature, and
past performance is no guarantee of future results of the Group. This presentation contains forward-looking statements
within the meaning of the “safe harbor” provisions of the US Private Securities Litigation Reform Act of 1995. These

” « ” ” «

forward-looking statements can be identified by words like “will,” “expects,” “anticipates,” “future,” “intends,” “plans,”
“believes,” “estimates,” “pipeline,” “could,” “potential,” “first-in-class,” “best-in-class,” “designed to,” “objective,”
“guidance,” “pursue,” or similar terms, or by express or implied discussions regarding potential drug candidates,

potential indications for drug candidates or by discussions of strategy, plans, expectations or intentions. You should not
place undue reliance on these statements. Such forward-looking statements are based on the current beliefs and
expectations of management regarding future events and are subject to significant known and unknown risks and
uncertainties. Should one or more of these risks or uncertainties materialize, or should underlying assumptions prove
incorrect, actual results may vary materially from those set forth in the forward-looking statements. There can be no
guarantee that any of our drug candidates will be approved for sale in any market, that any approvals which have been
obtained will continue to remain valid and effective in the future, or that the sales of products marketed or otherwise
commercialized by HUTCHMED and/or its collaboration partners (collectively, “HUTCHMED’s Products”) will achieve
any particular revenue or net income levels. In particular, management’s expectations could be affected by, among
other things: unexpected regulatory actions or delays or government regulation generally; the uncertainties inherent in
research and development, including the inability to meet our key study assumptions regarding enrollment rates,
timing and availability of subjects meeting a study’s inclusion and exclusion criteria and funding requirements, changes
to clinical protocols, unexpected adverse events or safety, quality or manufacturing issues; the delay or inability of a
drug candidate to meet the primary or secondary endpoint of a study; the delay or inability of a drug candidate to
obtain regulatory approval in different jurisdictions or the utilization, market acceptance and commercial success of
HUTCHMED’s Products after obtaining regulatory approval; discovery, development and/or commercialization of
competing products and drug candidates that may be superior to, or more cost effective than, HUTCHMED’s Products
and drug candidates; the impact of studies (whether conducted by HUTCHMED or others and whether mandated or
voluntary) or recommendations and guidelines from governmental authorities and other third parties on the
commercial success of HUTCHMED’s Products and drug candidates in development; the ability of HUTCHMED to
manufacture and manage supply chains, including various third party services, for multiple products and drug
candidates; the availability and extent of reimbursement of HUTCHMED’s Products from third-party payers, including
private payer healthcare and insurance programs and government insurance programs; the costs of developing,
producing and selling HUTCHMED’s Products; the ability to obtain additional funding when needed; the ability to obtain
and maintain protection of intellectual property for HUTCHMED’s Products and drug candidates; the ability of
HUTCHMED to meet any of its financial projections or guidance and changes to the assumptions underlying those
projections or guidance; the successful disposition of its non-core business; global trends toward health care cost
containment, including ongoing pricing pressures; uncertainties regarding actual or potential legal proceedings,
including, among others, actual or potential product liability litigation, litigation and investigations regarding sales and
marketing practices, intellectual property disputes, and government investigations generally; and general economic
and industry conditions, including uncertainties regarding the effects of the persistently weak economic and financial
environment in many countries, uncertainties regarding future global exchange rates, uncertainties in global interest

rates, and geopolitical relations, sanctions and tariffs. For further discussion of these and other risks, see HUTCHMED’s
filings with the US Securities and Exchange Commission, on AIM and on HKEX. HUTCHMED is providing the information
in this announcement as of this date and does not undertake any obligation to update any forward-looking statements
as a result of new information, future events or otherwise This presentation is intended for investors only. Information
concerning pharmaceuticals (including compounds under development) contained within this material is not intended
as advertising or medical advice.

Nothing in this presentation or in any accompanying management discussion of this presentation constitutes, nor is it
intended to constitute or form any part of: (i) an invitation or inducement to engage in any investment activity, whether
in the United States, the United Kingdom, Hong Kong or in any other jurisdiction; (ii) any recommendation or advice in
respect of any securities of HUTCHMED; or (iii) any offer or an invitation to induce an offer by any person for the sale,
purchase or subscription of any securities of HUTCHMED. Information concerning pharmaceuticals (including
compounds under development) contained within this material is notintended as advertising or medical advice.

In addition, this presentation contains statistical data, third-party clinical data and estimates that HUTCHMED obtained
from industry publications and reports generated by third-party market research firms, including Frost & Sullivan,
IQVIA, independent market research firms, clinical data of competitors, and other publicly available data. All patient
population, market size and market share estimates are based on Frost & Sullivan or QuintilesIMS/IQVIA research,
unless otherwise noted. Although HUTCHMED believes that the publications, reports, surveys and third-party clinical
data are reliable, HUTCHMED has not independently verified the data and cannot guarantee the accuracy or
completeness of such data. You are cautioned not to give undue weight to this data. Such data involves risks and
uncertainties and are subject to change based on various factors, including those discussed above.

No representation or warranty, express or implied, is made as to, and no reliance should be placed on, the fairness,
accuracy, completeness or correctness of the information, or opinions contained herein. Neither HUTCHMED, nor any of
HUTCHMED’s advisors or representatives shall have any responsibility or liability whatsoever (for negligence or
otherwise) for any loss howsoever arising 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 and amendment and such information may change materially.

All references to “HUTCHMED” as used throughout this presentation refer to HUTCHMED (China) Limited and its
consolidated subsidiaries and joint ventures unless otherwise stated or indicated by context. This presentation should
be read in conjunction with HUTCHMED’s results for the period ended June 30, 2025 and HUTCHMED’s other SEC filings
and announcements published in accordance with the Rules Governing the Listing of Securities on The Stock Exchange
of Hong Kong Limited copies of which are available on HUTCHMED’s website (www.hutch-med.com).

Use of Non-GAAP Financial Measures - This presentation may include certain non-GAAP financial measures. Please see
the section of the HUTCHMED results announcement titled “Use of Non-GAAP Financial Measures and Reconciliation”
for further information relevant to the interpretation of these financial measures and reconciliations of these financial
measures to the most comparable GAAP measures.

Company names and logos are trademarks of their respective holders.
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ATTC Platform Overview




PAM Pathway Antibody HMPL-A251 Strategy
Toxin-based ADCs: advantages and challenges

Sacituzumab govitecan Mirvetuximab soravtansine
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Nat Rev Clin Oncol. 2023, 20(8): 558-576




Traditional ADCs vs. HUTCHMED ATTCs

%‘ / ~,  Traditional N & HUTCHMED
%' 2% Antibody-Drug % __ Antibody-Targeted Therapy
Conjugates (ADC) (D T C@ Conjugates (ATTC)

How it works * Cytotoxin payload * Target proteins required for cancer growth
* Targetrapidly dividing cells * Synergistic combination effect with antibody
(mostly cancer cells) « Ability to combine with 10/chemo-based frontline SOC or
other target therapy

* Overcome chemo resistance
* Canbedosed long term

Side effects Antibody based toxicities Antibody based toxicities
Cytotoxin-related key toxicities!! Targeted therapy (TT) payload based
* Hematological toxicity * Low on-target and off-tumor toxicity
* Hepatotoxicity * Low compound base toxicity such as liver, QT, etc
* Gastrointestinal toxicity * Non-genotoxic, low myelotox, amenable for long term use

» Neurotoxicity, ocular toxicity
* Interstitial lung disease

Limitation Resistance to chemotherapy, not specific Resistance to target therapy?
Predictive biomarker/ No/Notclear Clear
Sensitive population Patients with genetic drivers do worse Patients with genetic drivers should benefit most

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



HUTCHMED ATTCs design objectives

Target specific drivers, alleviate chemo-based toxicities, enable combination with frontline chemo-based SoCs.

Key attributes of ATTCs

N2

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

toxicities.
X =
NG SN * Antibody targeted therapy conjugates will lower the
free targeted therapy drugs in circulation, further
lowering compound or target-based toxicities, such as
QLo liver toxicities associated with oral therapies.
\}"’ Antibody and ADC production
il High titers, high yields * Opportunity to further enhance anti-tumor efficacy
stable linkers tErough co?ﬁlnatlon effect between the antibody and
- High tolerability U IR IS TE
% Warhead * Ability to combine with chemo-based frontline SOC or

SN Targeted therapeutic agents monotherapy as chemo free adjuvant for long term use.




PAM Pathway




HMPL-A251

ATTC Platform
PI3BK/AKT/mTOR (PAM) pathway is an attractive therapeutic target

Antibody Strategy

PAM signaling pathway controls many physiological
functions and cellular processes!!]
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[1]. Adapted from J Clin Oncol. 2010;28(6):1075-1083. [2]JAMA Oncol. 2016;2(12):1565-1573

PAM pathway alteration is one of the most common
events in human cancer (~50% of solid tumor)[2!
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PAM pathway alteration: PIK3CA/AKT1 gain-of-function mutation; PTEN loss of function
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Disitamab vedotin (RC48)
an HER2-directed ADC in breast cancer patients!1-2]

Important to block genomic driver mutations to improve

clinical benefit (1/2)

PAM-altered patient populations have a poorer prognosis than non-altered, regardless of their HER2 expression.

ORR
PFS

HER2 positive HER2 low
ITT PAM-altered ITT PAM-altered
42.9% 34.6% ORR 33.3% 34.3%
5.5m 4.5m PFS 5.1m 3.4m

The molecular structure of RC48

1.00 -
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o o
3 3

=
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ITT = Intent-to-Treat

RC48 in breast cancer: PAM wildtype and altered(!!

= HER2-overexpression

memmm  HER2-lOow expression

0 10 20 30

Follow-up (months)

[1]. J. Wang et al, Cancer Commun (Lond) 2024 44(7) 833-51; [2] ESMO 2024 #384P
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RC48 in breast cancer: with abnormal activation of PAM pathway!?!
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PAM Pathway

Important to block genomic driver mutations to improve

clinical benefit (2/2)

DESTINY-CRCO1 flags PIK3CA or RAS-mutant mCRC as a high-need, targetable segment with attractive

commercial potential.

Median PFS Median OS
o » E]
n ORR (95% CI) Pvalue months (95% ClI) Pvalue months (95% Cl) P value
WT |46 —Ito— 47.8 (32.9-63.1) 7.3 (4.1-10.9) 17.3 (8.8-22.8)
PIK3CA mutation status - 0.674 0.324 0.360
Mut | 6 - + 33.3 (4.3-77.7) 4.1 (1.3-NA) 11.6 (1.3-NA)
WT |46 —:.— 47.8 (32.9-63.1) 7.6 (4.1-10.8) 17.3 (8.8-24.3)
RAS mutation status 0 0.674 0.168 0.404
Mut | 6 ® * 33.3 (4.3-77.7) 4.1 (1.3-NA) 11.6 (4.1-NA)
‘ WT |44 — e 43.2 (28.3-59.0) 8.3 (4.1-10.9) 15.5 (8.8-22.8)
HER?2 mutation status : 0.447 0.407 0.917
Mut | 8 T - 62.5 (24.5-91.5) 5.5 (1.4-NA) 15.9 (2.9-NA)
Low |39 e 53.8 (37.2-69.9) 7.6 (4.1-10.8) 19.9 (12.3-25.3)
DTTE:fsfaznas ' 0.064 0.614 0.014
(cutoff = 20) High |13 g i 23.1 (5.0-53.8) 2.1 (1.3-NA) 7.1 (2.8-15.5)
1 1 | 1 1
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S. Siena et al, Nat Commun 2024 15 10213; Adapted charts.
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In the T-DXd treated mCRC from the
DESTINY-CRCO1 study, ORR, PFS and
OS tend to be lower in the PIK3CA
mutant or RAS mutant population
than in the wildtype group.

This may present an opportunity
for targeted agent payloads.
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PAM pathway targeted drugs in clinic

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

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

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

PI3K/mTOR Pan-PI3K Single node

<> > &€& » &€& >

Programs halted at Phase I/II Program halted at Phase Il Approved I.-"I.iase i
positive results
PF-04691502 Picitilisib
PKI-402 Omipalisib Everolimus (mTORC1)
Dactolisib GSK1059615 Buparlisib Taselisib Alpelisib (P13Ka) Gedatolisib
BGT226 Samotolisib Capivasertib (AKT)
Apitolisib
Too toxic to proceed High toxicity Tolerable safety profiles Need safe, potent

Poor PK properties Limited efficacy No significant OS benefit pan-PI3K/mTOR inhibitor



PAM Pathway

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

High frequent co-occurrence of PAM pathway alterations with

90%

HER2 expression in breast cancer(!]

80%
70%
60%
50%
40%

30%

Percent of All/Subtype

20%

10%

0%

J PIK3CA-MT (On-Label) O PIK3CA-MT (Off-Label) m AKT7-MT m PTEN-IHC Neg m PTEN-MT

All

38.6%
38.0%
(100/263) (85/220)
— el
|
HR+ Her2+ HR- Her2+ HR+ Her2-

PAM pathway alteration: PIK3CA/AKT1/PTEN mutation, PTEN loss

[1] Front Oncol. 2020;10:1475

TNBC

Gedatolisib
(under development PI3K and mTOR inhibitor)

2L HR+/ HER2-/ PIK3CA wild-type
breast cancer phase Il study!?!

Gedatolisib +
palbociclib +
fulvestrant

Gedatolisib+  fulvestrant
fulvestrant

PFS (mo) 9.3 7.4 2.0
TRAE:

0 0 [0)
Stomatitis e i L

3L HER2+ breast cancer phase Il study®!
Gedatolisib + trastuzumab biosimilar
ORR: 43%

Adverse events: stomatitis (91%)

[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]1 Ju W K., et al. Phase Il 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 Oncology 43(16_suppl):1021-1021
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HMPL-A251: in vitro profile of payload HM5041609 (“609”°) (1/3)

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

Enzyme activity against PI3K and PIKK kinases and selectivity

Enzyme activity (IC;,, nM)

Az Gedatolisib*  Dactolisib[! Buparlisib®!

eoos (PF-05212384) (NVP-BEZ235) (NVP-BKM120)
PI3Ka 3 10 4 52
PI3Ka (H1047R) 1 / 4.6 58
o FITAM Pl3Ka (E545K) 0.5 / 5.7 99
kGl PI3Ka (E542K) 0.8 / / /
kinases PI3KB 7 23 75 166
PI3Ky 11 145 5 262
PI3KO 0.7 133 7 116
mTOR 3 20 20.7 4,600
ATM 1 >1000 10012 /
@ Vou: 20w ATR 13 >1000 21 (in cell)! /
@ 20nM <IC;, <100nM DNA-PK 0.4 97 1.7 >5,000

® 100 nM <IC4, < 1000 "M

*data generated by Eurofins
[1] Maira SM, et al. Mol Cancer Ther, 2008, 7(7), 1851-1863; [2] Huang C, et al. Mol Pharm. 2021;18(7):2470-2481; [3] Toledo LI, et al. Nat Struct Mol Biol, 2011, 18(6), 721-727; [4] Biol. Pharm. Bull. 32(2) 297—300 (2009)
[5] Burger MT, et al. ACS Med Chem Lett. 2011;2(10):774-779.



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

609 (nM)
p_AKTTBIJB
p-AKTS473

AKT

p-P70S6KT38?

P70S6K
p-565235/236

S6

GAPDH

50.0 16.7 5.6 1.9 0.62 0.21 0.069 0.023
= — - - ey -

- E wy wey W S e e
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HMPL-A251: in vitro profile of payload HM5041609 (609”) (2/3)

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

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

Bleomycin (10 uM)

609 (nM)
p-DNA-PKcs320%¢
DNA-PKcs

ATR p_Chk15345

substrate Chkl

-Chk2Te8

atm | P
substrate Chk2
GAPDH

+ + + + o+ + + + +

= 0.0230.0690.21 0.62 1.9 5.6 16.7 50.0

-

[T A |

-, - . - —
§— —— — =

o - 5

.k B B

L - - . e

g - -
-----L --. . -
- . --.
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PAM Pathway

HMPL-A251: in vitro profile of payload HM5041609 (609”) (3/3)

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

panel of tumor cell lines.

Cell growth inhibition of 609 by genotypes

* * %k
I 11 I .
100 0.91 0.68 1.47 0.83 Median IC5q
(nM)
T 10 - vee
5 .g’:o .. ; ; : °
o i 0 .o ire e eloe
S 1 f:ii,:gf! - BEHE s
"03% é!!.sﬂ _'_._._._._: ; : : f ° o:o. 33 .' :' O
© egaledse’ Ss. °33.°
**3g0e3® $33 S
0.1 T T T T
All PAM/HER2 RAS/RAF Others
(n=130) Alteration Alteration (n=36)
(n=42) (n=52)
** p<0.01.

IC5o (NM)

Cell growth inhibition of 609 by tumor types
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10 ° ’ e ®
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‘Tg_ —_— ° °® ° e
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Anti-HER2 Antibody




HER2 alterations and poor prognosis in cancer

HER2 alterations found in a variety of cancer types!!! HER2 amplification/overexpression confers worse prognosis
Tumour types Breast cancer!?! Muscle-invasive bladder cancer!3!
HERlz‘ﬁ _ HER2 _ HER2 18- o 100 «,
amplification (%) overexpression (%) mutation (%) . S L
2 No HER-2 overexpression (n = 81)
/ ___\ E 0.8 - Not .mp"".d (n =52) E 80 % CEIEC, b m me- momE - @ -
3 =
2
- s
] fl Eg 0.6 5 6o HER-2 overexpression (n = 57)
Salivary gland —___ _{( ¢ / gi -
— ¢ 0% 0.4+ <
12-52 17-44 | 1 & . A 3 Amplified (1=11) 3 ©
un !
— \ ,_.J ? @ 0.2 >5 copies 2 . p=0.034
/J P i*] 2-3 2.5 1-3 D 32 (log-rank test)
Breast f pv— 0 — ’ ' y . =
20 15-20 2 ‘h]\ || | Biliary tract 0 12 24 3% 4 60 72 84 200 406080100 120
I —— | . = - Time (months) Time after radical cystectomy (months)
l Stomach l 'ﬂ f\ q .
L \Jr /| Pancroas Endometrial carcinomal¥ Colorectal cancer!®!
11-16 20 | 3 >~ ||
. RNy S— 2 26 <1 o =" monthe) (95%
,*r ““*}J:';'é} _\ul ]'|_ .|_| % :>. HEH?amp( z.ah ngs ! :m
O\Fary III I.ll |I q-:%uga\ || Ill Il U T N ettt § 80 HERZ2NA 8.1 (3.41014.9) s
L ' | Colorectum ’ 2
7 Wi 1 ) K |||I \ ___J_J o _—mmelhanZ.S ; 60 -
RN LA 58 5 2 § from2. t0 25 & —1 HERZamp
/ o il _'II_ T 'l|_| : B o Tt - -_(FISH neqative) @ w0 HERZNA
“‘h\\ |\ ? 5% | = |
Uterus Ll Z_Jl e “*—-———-—.:_L ! _|  pladder £ o S I 1 < "
1 T ° S 20
4-69 18-80 T || J___;f" ' \\“\ [ ( 11 86 12.4 9 o Log-rank test results L
\ (WL O -l - o s o = —
:& L /r [ S 1 of trend with copy number: 0 6 12 18 24
Cervix = /A } D\\' Prostate b s Time (months)
r \ [} / o No. at risk
0.5-14 21 3 1| | |' 5.86-6 10 <1 : T Wegzmp 2 5 2 0 0 0 0 0 0
| | | Time In mos HERZNA 65 57 36 26 15 9 5 2 2

[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 -518 (2002). [4]. Cancer. 2005;104(7):1391-1397. [5]. JCO Precis Oncol. 2019;3:1-13 19



ATTC Platform

Anti-HER2 antibody: mechanism of action

* Anti -HER2 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, p95HER?2;

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

PAM Pathway Antibody HMPL-A251

Trastuzumab
Antigen binding
Fc Humanized
Trastuzumab
- blocks
dimerization

HER2 HER1, HERZ,
HER3, or HER4

Extracellular
domain

Trastuzumab
blocks

T
i b

lated P95
Signal-transduction pathways

| 1

Strategy

Endocytosis
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Summary

* HER2is a well-established therapeutic target and a good tumor-associated antigen, which is overexpressed in a
variety of solid tumors.

* PAM pathway is one of the main downstream signaling pathway of HER2.
* PAM pathway alteration confers resistance to trastuzumab-based therapy.
* PAM pathway inhibition synergizes with HER2 antibody to enhance the anti-tumor efficacy.

 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.
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ATTC Platform PAM Pathway Antibody m Strategy
[ ]
Introduction

Rationale for a PI3K/PIKK inhibitor conjugated to a HER2-targeted antibody, HMPL-A251.

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

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

HMA000352

Humanized anti-HER2
IgG1 antibody
(trastuzumab biosimilar)

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

e Cleavable linker * Stable in human and monkey plasma

* Cleaved by cathepsin B, a protease highly expressed in cancer cells

[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]. LoRusso PM et al. J Clin Oncol. 2016;34(31):3803-3815. [4]. Oh DY et al. Nat Rev Clin Oncol. 2020;17(1):33-48. [5]. Kriiger S et al. Int J Cancer. 2002;102(5):514-518. 24
[6]. Luo H et al. PLoS One. 2018;13(1):e0191972. [7]. Slamon DJ et 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.



AW
Binding of HMPL-A251

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

Binding in HCC1954 cells
(breast cancer; HER2+; PIK3CA1047R)

600001 _—@- HMPL-A251

—y— HumanligGl
40000+

30000-

MFI

20000+

10000-

0-
0.001 0.01 0.1 1 10 100 1000

Concentration (nM)

MFI = Median Fluorescence Intensity
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ALY
Internalization of HMPL-251

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

Intracellular trafficking
DAPI HMPL-A251 LAMP-1 Merge

Internalization in HCC1954 cell
(breast cancer; HER2+; PIK3CA1047R)

DAPI HMA000352 LAMP-1

Oh Oh

32.3% 32.5%

30000 mm 37°C, 4h o
™ 4h 4h
O_

HMPL-A251 HER2 antibody 24h 24h
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AW
Cellular signaling pathway inhibition of HMPL-A251

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.

DNA damage evaluation

Inhibition of PAM pathway Inhibition of PIKK pathway e B
(breast cancer; (breast cancer;
HER2+; PIK3CA1047R) HER2+; PIK3CA1047R)

HMPL-A251(nM) 1.0 20

Bleomycin (10 pM) - + + + + +
HMAO000352 (nM) - - 1.0 20 - - - HMPL-A251 (nM) ) ) 20 0.5 i i 20 nM HMPL-A251 +5:g n::me::'lx;;nl
609 (nM) - - - - - 0.50 2.0 n
308 HMAO000352 (nM) - - - - 20 -
p-AKT — Y e e 609 (nM) - - - - - 10
P-AKTS473 | N e ] | |
p-DNA-PKcs52056 — -— — —
L ey e e ey ey e
— — s DNA-PKCS ety "umer S e’ sugee =ees
p'PTDSGKTBSS | — — — — | | |
— — — — o— S— - N 5345 - — — ——
p-565235/236 e P e v substrate Chkl |- T — -—-| DNA damagein HCC1954cellbycometassay
S6 [ — P e O — AT p-chk™ |l Y < - - — | ' ,_'l
Cleaved PARP |—— =—— . — substrate Chk2 |- B — _| 100 023 026 25 6.1 Mean
LY un:.:g-'n
GAPDH |-".--| GAPDH |- - - . -| . st sodes
g o8 332 cott, T X
E 'y iy P L L R T
E o1 -I--!:ﬁ ceflsise’ 'gi;;!.! ..?'5!."
I B T A A
F oo .35}3 st K -!E'
o .EO o
0.001 T T T T
Control HMPL-A251  Bleomycin Bleomycin
(20 nM) (500nM)  +HMPL-A251

- 27
: p<0.0L.



AW
Cell growth inhibition of HMPL-A251

HMPL-A251 exhibited a HER2 expression-dependent cell growth-inhibitory activity with bystander killing
effect to overcome HER2 heterogeneity.

Cell growth inhibition of HMPL-A251 Bystander effect
* %
xk —_
1000 -_— I ! . §
2.1 0.20 0.26 6.7 36.1 median [T
M ()]
o (M) < HCC1954
o_ o A, A .
° A o (HER2-positive )
F L) v — X
g 1o :: . ; A : MDA-MB-468
s o. v 4 g (HER2-null)
o (] v E
n [ ] *
) 1 ° . =
°® (X ®o < v c
0.1 ¢ : ; ° ) ¢ : ¢ 3
&)
0.01
PAM alt PAM PAM alt
non-alt
All HER2-positive HER2-low | HER2-null
(n=26) (n=13) (n=6) (n=7)

co-culture

*:p<0.05, **: p<0.01. 28



Anti-tumor activity of HMPL-A251 in DS-8201 resistant model

HMPL-A251 can overcome the DXd-mediated resistance to DS-8201.

Dose-response inhibition curves of HCC1954 cells

transfected with non-targeting or SLX4-targeted siRNAs

Dose-response inhibition curves of HCC1954 parent

and DXd-induced resistant cells

DXd DS-8201 DXd DS-8201
100 [ ® HCC1954siNC 100j ® HCC1954siNC o | ® HCC1954 parent - ® HCC1954 pare
gol & HCC1954sis goL 4 HCC1954siSLX4 | 4 HCC1954 DXd-resi 8o -resistant
g+ = S 7ok S
g 80 c 60F c f c 60
S 8 8 so————— e —————
S 40f | s 5 a0l | 5 or
£ T £ = [ N
E ool | = c | = 20}
| | — 10: | -— I
0 A | 1 1 | L -0 | !| . ! | opET L | | !
1 100 0.01 1 100 0.01 1 100
nM nM nM
HM5041609 HMPL-A251 HM5041609 HMPL-A251
100 & HCC1954siNC MO o Hec19sasine ol & HCC1954 parent L. Hcc1954parent s
- B 80+
z £ 70f = 1o} ¥ sol-
- s [ 5 . § F—————
= = = B 40
;§ ;§ S o ) L N
E £ = < 20p H
T iore T I
' L o0k h ” \ | \ _20_ ! hi [ . \
0.01 1 100 0.01 1 100
nM
609 609
DS-8201 HMPL-A251 DS-8201 HMPL-A251
IC5, shift 55.3x >556X 0.75x IC5, shift 23.2x >667X
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HMPL-A251 vs. antibody + payload combination (1/2)

* Combination of 609 and trastuzumab produced synergistic anti-tumor.

« HMPL-A251 demonstrated stronger anti-tumor activity and better tolerability than antibody and payload

combination.

Tumor Volume

HCC1569
(Breast cancer: HER2+; PTEN loss)

=i \Vehicle iv D1

HMPL-A251 10 mg/kg iv D1
e HMPL-A251 30 mg/kg iv D1
==g==Trastuzumab 30 mg/kgivD1
i HM5041609 0.5 mg/kg ip BIW

600 === Trastuzumab combo HM

1000

800 -

400 .

200 -

TumorVolume (mm?3, Mean + SD)

0 2 4 6 8 10 12 14
Days of Treatment

*:p<0.05, **: p<0.01. iv: intravenous; ip: intraperitoneal; D1: day 1; BIW: twice a week

Change in Tumor Volume
from Baseline (%)

Waterfall Plot of Change in Tumor Size

-100

HCC1569
(Breast cancer: HER2+; PTEN loss)

150 HMPL-A251 10 mg/kg iv D1
Il HMPL-A251 30 mg/kg iv D1
I Trastuzumab 30 mg/kgiv D1 } ]

7 I 609 0.5 mg/kg ip BIW
M Trastuzumab combo 609
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AW
HMPL-A251 vs. antibody + payload combination (2/2)

« Combination of 609 and trastuzumab caused safety issue as revealed by body weight loss and increase in
blood glucose.

* HMPL-A251 demonstrated better tolerability than antibody and payload combination.

HCC1569 Blood Glucose level post single dosing
(Breast cancer: HER2+; PTEN loss)

g\ ehicle HMPL-A251 10 mg/kg iv D1 40.0
— =] " [
a i HMPL-A251 30 mg/kg iv D1 ==fi==Trastuzumab 30 mg/kgivD1 g - & = Vehicle
+ ™ &
c 15 ——6090.5 mg/kg ip BIW == Trastuzumab + 609 2 a 30.0
ol T 4
s @ 5 /Ty —e— HMPL-A251

- o N

.‘E’S ‘= Eﬂ / \'} 30 mg/kg
v a= 20 | / \
3 £°3 7N ~ 5 - 609
s @ E / \ 0.5 mg/kg
O s E / \
. o 100 |/ N
Ty ] = = — % = Trastuzumab
.g ) ¥ - +609
%_20 1 1 1 1 1 1 | 0.0
a 0 2 4 6 8 10 12 14 Oh 2h 8h 2dh 96h  168h

Days of Treatment Time postdosing

*:p<0.05, **: p<0.01. iv: intravenous; ip: intraperitoneal; D1: day 1; BIW: twice a week 31



In vivo anti-tumor efficacy of HMPL-A251 (1/3)

A single intravenous dose of HMPL-A251 demonstrated robust anti-tumor activity in HER2-positive tumor models with PAM
alterations, which was comparable or stronger than DS-8201 administered at an equivalent dose.

A: HER2+/PAM-altered Breast Cancer Tumor Xenograft (HCC1954)

HCC1954
(Breast cancer: HER2+; PIK3CAH1047R)

4000 —t—Vehicle iv D1

=@ Trastuzumab 10 mg/kg iv D1
—#— DS-8201 10 mg/kg iv D1
HMPL-A251 1 mg/kg iv D1
=g— HMPL-A251 3 mg/kg iv D1
e HMPL-A251 10 mg/kg iv D1

3000

2000

1000

TumorVolume (mm?, Meant SD)

0 4 8 12 16 20 24 28
Days of Treatment

SK-0V-3
— (Ovarian cancer: HER2+; PIK3CAH1047R)
/1200 1 ——vehicte iv D1
% 1000 L =—g=— Control IgG-ADC 10 mg/kg iv D1
% =i DS-8201 10 mg/kg iv D1
-~ 800 | —o—HMPL-A2513 mg/kgiv D1
E —ir— HMPL-A251 10 mg/kg iv D1
- 600
E
2 200
=
S 200
£
s
0 1 1 1 L
1 4 7 10 13 16 19 22
Days of Treatment

iv: intravenous; D1: day 1; alt: alteration

Best Change in Tumor Volume

Best Change in Tumor Volume

from Baseline (%)

from Baseline (%)

-100-

-100-

100+

504

-504

100

50

HCC1954
(Breast cancer: HER2+; PIK3CA**"R)

M DS-8201 10 mg/kg D1
B HMPL-A251 3 mg/kg D1
EEE HMPL-A25110 mg/kg D1

SK-0V-3
(Ovarian cancer: HER2+; PIK3CAH%4"R)

R DS-8201 10 mg/kg D1
EEE HMPL-A25110 mg/kg D1
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In vivo anti-tumor efficacy of HMPL-A251 (2/3)

A single intravenous dose of HMPL-A251 demonstrated robust anti-tumor activity in HER2-low tumor models with PAM
alterations, which was comparable or stronger than DS-8201 administered at an equivalent dose.

C: HER2-low/PAM-altered Endometrial Cancer Tumor Xenograft (MFE-280)

MFE-280
(Endometrial cancer: HER2-low; PIK3CAH1047Y)
52400 o _vehicle iv D1
1] 2100 =—o=—Trastuzumab 10 mg/kg iv D1 °
= —#—DS-8201 10 mg/kg iv D1 1 £
$ 1800 HMPL-A251 1 mg/kg iv D1 ] s
= 500 | —e=—HMPL-A251 3mg/kg iv D1 / S
E —a—HMPL-A251 10 mg/kg iv D1 - = 5
£ 1200 g g
F 900 =
5 £
% 600 "g’n
S 300
E 2
2 o o
0 3 6 9 12 15 18 21 o
Days of Treatment @
D: HER2-low/PAM-altered Cervical Cancer Tumor Xenograft (Ca Ski)
Ca Ski

(Cervical cancer: HER2-low; PIK3CAES45K)

[
[=]
(=]
o

=t Vehicle iv D1
=—w— DS-8201 10 mg/kg iv D1
=—dr— HMPL-A251 10 mg/kg iv D1

800 |

=)

w

+
o
-
= S
E 600 z
£ -]
- £
£ 400 =
E] [
(=] i
= o
5 200 %D
5 &
- 0 u
0 3 6 9 12 15 18 21 [
Days of Treatment oQ

iv: intravenous; D1: day 1; alt: alteration

from Baseline (%)

from Baseline (%)

MFE-280
(Endometrial cancer: HER2-low; PIK3CA"1%7Y)
100
JEN DS-8201 10 mg/kg D1
50 PN HMPL-A2513 mg/kg D1
N HMPL-A25110 mg/kg D1
-100-
Ca Ski
(Cervical cancer: HER2-low; PIK3CA®**%K)
100+
R DS-8201 10 mg/kg D1
50 EEE HMPL-A251 10 mg/kg D1
-100-
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In vivo anti-tumor efficacy of HMPL-A251 (3/3)

A single intravenous dose of HMPL-A251 demonstrated robust anti-tumor activity in HER2-positive tumor models without
PAM alterations, which was comparable or stronger than DS-8201 administered at an equivalent dose.

E: HER2+/PAM-non-altered NSCLC Tumor Xenograft (NCI-H2170)

N
w
(=]
o

[
[=]
(=]
o

=
[=)
(=]
o

Tumor Volume (mm?3, Mean + SD)
o G
[=] [=]
[=] [=]

(=)

1000

800

2]
[=]
o

200

TumorVolume (mm3, Mean * SD)

NSCLC: non-small cell lung cancer; iv: intravenous; D1: day 1; alt: alteration

400 [

NCI-H2170
(NSCLC: HER2+; PAM non-altered)

—¢—Vehicle iv D1
=@ Trastuzumab 10 mg/kg iv D1
| —%—DS-8201 10 mg/kg iv D1

HMPL-A251 1 mg/kg iv D1
|l  —e—HMPL-A251 3 mg/kg iv D1
et HMPL-A251 10 mg/kg iv D1

0 4 8 12 16 20 24 28

ZR-75-30
(Breast cancer: HER2+; PAM non-alt)
=t Blank
| =——DS-8201 10 mg/kg iv D1
—t—HMPL-A251 10 mg/kg iv D1

1 4 7 10 13 16 19 22 25 28
Days of Treatment

Best Change in Tumor Volume

Best Change in Tumor Volume

from Baseline (%)

from Baseline (%)

-100-

-100-

100

50

.50_

NCI-H2170
(NSCLC: HER2+; PAM non-alt)

M DS-8201 10 mg/kg D1
[l HMPL-A25110 mg/kg D1

100

50

ZR-75-30
(Breast cancer: HER2+; PAM non-alt)

M DS-8201 10 mg/kg D1
M HMPL-A251 10 mg/kg D1
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Pharmacokinetic profile of HMPL-A251

* Following a single intravenous administration in cynomolgus monkeys, HMPL-A251 demonstrated a favorable PK profile with

low clearance.

* The similar PK profile between HMPL-A251 and total antibody indicated good linker stability during circulation.

Pharmacokinetics of HMPL-A251 in cynomolgus monkeys

PK profile of HMPL-A251 following a single intravenous administration in cynomolgus
monkey

1000000

100000

10000

1000
—=—Total antibody (30 mg/kg)
100
- « - HMPL-A251 (30 mg/kg)

10

Concentration (ng/mL)

—e—HM5041609 (30 mg/kg)

1

0.1

1

0'01 T T T T T T T T T T T T T T 1
0 24 48 T2 96 120 144 168 192 216 240 264 288 312 336

Time (h)

% Antibody Conjugated HM5041609

In vitro stability of HMPL-A251 and DS-8201 in plasma

-e— inhuman plasma
-= inmonkey plasma

Plasma sta bility —— in PBS {pHT.4) with 0.5%BSA
HMPL-A251 DS-8201

0

120 I 1204
(=]
" - -
1004 _I ;’
+ — 4 =
80 e
2
&
60 3,
o
S
40+ J
°
Q
20+ 2 20
-
b
o T T T 1 g 0 T T T 1
o 2 4 6 8 0 2 4 6 8
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AW
In vivo pharmacodynamic activity of HMPL-A251 (1/2)

MFE-280 HMPL-A251 Trastuzumab 609
(Endometrial Cancer: HER2-low; PIK3CAH1047Y) 10 mg/kg, iv 10 mg/kg,iv  0.5mg/kg, ip
Vehicle 48h 96h 168h 8h

y-H2AX

Cleaved :
caspase 3

iv: intravenous
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In vivo pharmacodynamic activity of HMPL-A251 (2/2)

e HMPL-A251 quickly distributed

into the tumor, persisted for 168

hours, sustained intra-tumoral
payload release with

subsequent potent and durable

inhibition of PI3K pathway as

well as remarkable induction of

DNA damage and tumor cell
apoptosis.

* Significant accumulation of
CD68-positive macrophages
observed, suggesting strong
ADCP function by HMPL-A251.

* Compared with systemic
administration of 609,

HMPL-A251 achieved a superior
tumor-to-plasma ratio, offering

the potential to minimize
payload-mediated systemic
toxicity.

MFE-280
(Endometrial Cancer: HER2-low; PIK3CAH1047Y)

higG % Area

I higa' % Area (AbJADC penetration in tumor)
—— Free HM5041608 in plasma (ngfmL)
—=— HMS041609 in tumor {ng/g)

L) -
L= =1
1 1

2
1
UBIIEIUIING I

higG" % Area

=
=
1

Cleaved Caspase-f %oArea

p-AKT" (5473) IntDen

Cleaved Caspase 3

alillL,

%éﬁ%ﬁ

ﬁﬂﬁ

=

'Heh Eh 14h 43h !!Eh 163h %h Bh

43h  96h 168h 96h  Bh

T
veh ah 24h 4Eh gﬁh
Transtupumab HM5041609

...
=
|

cD68" YArea

y-H2AX" %Area

p-56' (5235/236) IntDen

ﬁﬁﬁ

HMPL-A251 'runslumrnth HMSDIIW‘B

CD68 (ADCP)

T

s [

s il

Veh 8h  24h  48h  96h

U'eh 4h 24h dah $6h lﬁah 56h ah
Tr anslummah Husane:

Transtuzumab HM5041609

‘.I'eh Eh 24h 4Eh 96h ISﬂ-h _36h  8h

HMPL-A251 T anl»lllIIlTlab IIM!D‘]SD?



Summary

HMPL-A251 is a first-in-class PI3K/PIKK inhibitor conjugated with a HER2 antibody.

HMPL-A251 has demonstrated potent anti-tumor activity in HER2-positive tumor models, with
or without PAM alterations, as well as HER2-low tumor models harboring PAM alterations.

HMPL-A251 exhibited favorable pharmacokinetic and safety profiles, warranting further clinical
evaluation.

US IND was cleared. China IND was under review. Phase 1 clinical study is expected to start in
Q4 2025.
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Strategy

Preliminary Global Clinical Development Strategy
A data driven plan for US and China trials

Dose escalation
MTD + RP2D

o N\

Single agent dose
escalation

RP2D £ MTD
Population:
- HER2+or low

- PAM status will be
tested retrospectively

Define biomarker strategy in various indications

Dose expansion

HER2 positive and PAM (+)

HER2 positive and PAM (-)

HER2 low and PAM (+)

Proof of Concept
Safety and efficacy

Solid Tumor A
HER2 positive and PAM +/-

* Mono therapy: 22L, inclusive of prior anti-HER2 therapies
* A251+chemo: 1L or 2L

Solid Tumor B

HER2 positive and PAM +/-
* Mono therapy: 22L , inclusive of prior chemo and 10 therapies
* A251+chemo: 1L

Solid Tumor C
HER2 positive and PAM +/-

* Mono therapy: =2L, inclusive of prior chemo and IO therapies
* A251+chemo: 1L

Solid Tumor A

HER2 low with PAM +
* Mono therapy: 22L, inclusive of prior anti-HER2 therapies
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Multiple indications with significant market potential

PAM pathway may address a huge unmet medical need.

PAM is the most frequently altered Bigger Market for
pathway in solid tumors A0l oAl HER2+/HER2-low Breast Cancer!
50%

Major US/EU/JP/CN

m HER2-positive 15-20%
Breast 280,984 = HER2-low SSHE0%0
Cancer m HER2-negative
Prostate 941,610
Cancer
Gastric 646,560
Cancer
Ovarian 162,404
cancer

ALKI5! EGFR*l  HER2[! RAS[! PAM[!

1] Glaviano, A, et al. (2023). PI3K/AKT/mTOR signaling transduction pathway and targeted therapies in cancer. Molecule Cancer. 2023 Aug 18;22:138. doi: 10.1186/512943-023-01827-6

2] Gajendra S.,et al (2016). The value of genomics in dissecting the RAS-network and in guiding therapeutics for RAS-driven cancers. Semin Cell Dev Biol. 2016 Jun 20;58:108-117. doi: 10.1016/j.semcdb.2016.06.012

3] Jaeyun J., et al (2023). Clinical Implication of HER2 Aberration in Patients With Metastatic Cancer Using Next-Generation Sequencing: A Pan-Tumor Analysis. Precision Oncology, Volume 7. doi.org/10.1200/P0.22.00537

4] Minkyue S., et al (2025). Epidermal Growth Factor Receptor Aberrations Identified by Next-Generation Sequencing in Patients with Metastatic Cancers. Journal of Korean Cancer Association 2025;57(4):932-941. DOI: https://doi.org/10.4143/crt.2024.564

5] Aditya S., et al (2023) ALK fusions in the pan-cancer setting: another tumor-agnostic target? Precision Oncology Volume 7, Article number: 101 (2023)

6] Cancer Today. (2022). Global cancer data visualization tools (GLOBOCAN estimates)

7] LiY., etal. (2023). Comprehensive characterization of HER2-low breast cancers: implications in prognosis and treatment. BioMedicine. 2023;91:104571

8] Celcuity. (2025). Investor Presentation: Detailed Data ESMO, October 20, 2025. Retrieved from https://ir.celcuity.com/wp-content/uploads/2025/10/Celcuity-Investor-Presentation-Detailed-DataESM010.20.25-Final.pdf 41



ATTC Platform PAM Pathway Antibody HMPL-A251
Antibody selection strategy: delivery of and combination

with the payload

Antibody-payload tumor signaling synergy; combination with SOC in frontline line intended for all comers.

Lung Breast Colorectum Prostate Stomach Bladder Pancreas Ovary HNSCC

39% 73% 69% 73% 43% 58% 38% 54% 52%

HER2+ [2]

No data

S
® =

O

3

eeeO:
Se

EGFR+ 4

44%

\_/

B7H3+ 5.6l

69%

100%

83%

eceC
ecr®.

AGCK ACID

@

#, Adenocarcinoma; ##, Squamous cell carcinoma; 4
[1]. CA Cancer J Clin. 2024 May-Jun;74(3):229-263. [2]. Nat Rev Clin Oncol. 2020;17(1):33-48. [3]. Annu Rev Med. 2024;75:31-48.; [4] Cells 2021, 10, 1206; [5], Cancer Cell. 2017 Apr 10;31(4):501-515.€8.; [6], Cancer Res 2017;77(13 Suppl):Abstract nr 42



HUTCHMED ATTC pipeline

Drug

Payload

Indication

ATTC Platform PAM Pathway Antibody HMPL-A251 Strategy

Status

ATTC 1
HMPL-A251

ATTC 2
HMPL-A580

ATTC 3
HMPL-A830

HER2

PI3K/PIKK

Solid tumors

Phase | initiation H2 2025:
China IND filed & US IND approved Global

Undisclosed

Undisclosed

Solid tumors

Phase | initiation H1 2026: China & US

Global

Undisclosed

Undisclosed

Solid tumors

Phase | initiation H2 2026: China & US

Global
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Drug

FRUSICA-1

Fruquintinib/A?

FRUSICA-2

SACHI

A high, clinically meaningful and durable ORR

SAVANNAH  2/3L EGFRm MET-amp/oe NSCLC

SAFFRON 2/3L EGFRm MET-amp/oe NSCLC

Enrollment target reached (data readout H1 2026)
Savolitinib*

SANOVO

Registration

SAMETA

Surufatinib Phase ll/lll

Bridging

Tazemetostat?
SYMPHONY-1

ESLIM-01

Sovleplenib
ESLIM-02

Registration 2L FGFR2 fusion/rearrangement IHCC LP1in Feb 2025 (potential NDA by the end of 2025)

FPlin May 2024

Ranosidenib

+
(HMPL-306) RAPHAEL 2L IDH1/2+ r/r AML
MET-amp = MET amplified; MET-oe = MET overexpressed; LPI = last-patient-in - ;

*In collaboration with AstraZeneca * In collaboration with Ipsen A” In collaboration with Lilly



congress

Fruquintinib (FRUQ) plus sintilimab (SIN) versus axitinib (AXI) or |
everolimus (EVE) monotherapy as second-line treatment in patients |
with locally advanced or metastatic renal cell carcinoma (RCC)

The phase 3 part of a randomised, open-label, active-controlled phase 2/3 study
(FRUSICA-2)

Dingwei Ye"', Zhisong He?, Yuanyuan Qu', Xiaodong Zhang?, Xin 1
Yao?, Yu Xie®, Jianming Guo®, Jing Li, Bin Hu®, Jiasheng Bian®,
Chaozhao Liang'?, Jun Xiao', Nianzeng Xing'2, Lulin Ma'3, Xiaoping
Zhang', Zhenhua Liu', Hui Chen'6, Qing Zou'’, Chuize Kong's,
Weiguo Su's;

on behalf of the FRUSICA-2 investigators

Berlin, Germany 17 Oct 2025

s . EURDPEAN SOCIETY FOR
wimer: MIEDIGAL ONCOLOGY



P Fruquintinic_ g
FRUSICA-2 study design

Key Inclusion Criteria: Fruquintinib (FRUQ) + Sintilimab (SIN)
(N=119)

» Confirmed locally advanced or metastatic
RCC

* FRUQ: 5 mg, QD, oral, 2-wk on/ 1-wk off, 21-day/cycle

* SIN: 200 mg, Q3W, IV, 21-day/cycle
* Progressed on or intolerant to previous first-
line VEGFR-TKI therapy

Stratification Factors:

* Aged 18-75years :
= UGG IMDC risk stratification: favourable vs intermediate vs poor

e ECOGPSofOor1l Lo * ECOGPSscore:0vs1

Key Exclusion Criteria:

e dulatory th (INV’s choice of)
° ecelveda prior mmune-moadutatory therapy ege o o
(except immunotherapy in Axitinib (AXI) or Everolimus (EVE)

adjuvant/neoadjuvant therapy without (N=115)
progression within 6 months post- « AXl:5mg, BID, oral, 21-day/cycle

discontinuation) * EVE:10 mg, QD, oral, 21-day/cycle

Statistical Consideration

90% power with 146 BIRC-PFS events in ITT population, one sided a=0.025, assuming HR=0.583
The pre-planned final analysis point: one month after achieving 146 INV-PFS events (regardless of strict censoring rules).

>

Treatment until progressive
disease, death, intolerable
toxicity, or other protocol-

specified end of treatment criteria

Primary Endpoint

* BIRC-PFS per RECIST 1.1

Secondary Endpoints

« INV-PFS per RECIST 1.1
« ORR,DCR

.« DOR,TTR

« 0S
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P Fruquintini_
FRUQ plus SIN showed significantly improved median PFS

PFS BY BIRC Median follow-up: 16.56 months PFS BY INV Median follow-up: 16.59 months

[
o
L
[
o
1

12-m PFS rate (%)
61.6

12-m PFS rate (%)

~
(5]

18-m PFS rate
(%), 47.9

~
(%,

18-m PFS rate

(4]
o

Progression-free survival (%)

Progression-free survival (%)
wn
o

|
|
|
|
— L 25 | FRUQ+SIN !
- ' - 10.1
25 FRUO+SIN ! AXI / EVE |
AXI / EVE I | I
T T T T T T T T II T T T T T 0 T T T T T T } T T T T T T T
. ; 0 2 4 6 8 10 12 14 16 18 20 22 24 26 27
0 2 4 6 8 10 12 14 16 18 20 22 24 26 27 No. at risk (Censor) Months
No. at risk (Censor) Months FRUQ+S 119(0) 108(3) 101(4) 86(5) 81(5) 73(6) 69(6) 44(26) 43(27) 27(37) 15(47) 12(49)
FRUQ+S 119(0) 108(3) 101(4) 90(7) 81(9) 75(9) 74(10) 48(30) 46(31) 29(44) 17(56) 14(59) 5(67) IN - 4(57) 1(60)
IN 1(70) AXI/ 115(0) 101(4) 83(7) 52(8) 42(12) 29(13) 26(13) 15(19) 13(19) 2(27) 2(27) 1(28)

EVE 0(29)

AXI/ 115(0) 100(6) 78(11) 52(14) 43(19) 31(21) 28(22) 19(28) 17(29) 4(37) 3(38) 2(39) 1(40)
EVE 0(40)

Event, n (%) Median (95% Cl), months Event, n (%) Median (95% Cl), months

FRUQ + SIN (N=119) 49 (41.2) 22.21 (16.59, -) FRUQ + SIN (N=119) 59 (49.6) 16.59 (13.80, -)
AXI /| EVE (N=115) 75 (65.2) 6.90 (5.55, 8.31) AXI [ EVE (N=115) 86 (74.8) 5.82(5.49, 8.28)
Stratified HR 0.373 (95% Cl: 0.256, 0.544); Stratified log-rank p < 0.0001 Stratified HR 0.370 (95% ClI: 0.260, 0.527); Stratified log-rank p <0.0001
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Overall survival data were evolving with data maturity of about 20%

ORR by BIRC (A) and Investigator (B)

A (%) Odds Ratio 4.622, p < 0.0001
80 ~ 60.5% FRUGHSIN iCR |
60 A axi /eve [l
40
24.3%
20 A
0
FRUQ + SIN AXI/EVE
B (%) Odds Ratio 4.192, p <0.0001
80 - ! 62.2% PRCR l
FRUQ+SIN [l
60 - axi/eve |
40
27.8%
0
FRUQ + SIN AXI/EVE

Per BIRC assessment

FRUQ + SIN

(N=119)

AXI | EVE
(N=115)

Best overall response, n (%)
CR
PR
SD
Non-CR/non-PD
PD
NE

ORR (95% Cl), %

60.5 (51.13, 69.34)

24.3 (16.83, 33.23)

DCR (95% Cl), %
Median DoR (95%Cl), months
Media TTR (95%Cl), months

90.8 (84.06, 95.29)
23.69 (14.46, -)
2.79 (2.76, 2.86)

88.7 (81.45, 93.84)
11.33 (6.90, -)
2.69 (1.41,2.83)

Per investigator assessment

Best overall response, n (%)
CR
PR
SD
Non-CR/non-PD
PD
NE

ORR (95% Cl), %

62.2 (52.84, 70.91)

27.8 (19.87, 36.95)

DCR (95% Cl), %
Median DoR (95%Cl), months

Median TTR (95%Cl), months

90.8 (84.06, 95.29)
17.97 (13.83, )
2.83(2.79, 4.14)

87.8 (80.42, 93.18)
11.04 (4.17, 12.45)
2.76 (1.45,2.83)
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Summary
* FRUQ plus SIN demonstrated superior clinical benefits compared
- ~ with physician’s choice of AXI (87.8%) or EVE (12.2%) in advance
RCC after first-line VEGFR-TKI
63%

v" PFSimprovement:
22.2 vs 6.9 months by BIRC (HR 0.373, p<0.0001)

v" ORR benefit:
60.5% vs 24.3% by BIRC (Odds Ratio 4.622, p<0.0001)

Reduction in risk of disease
progression or death with
FRUQ plus SIN
(by BIRC) « The safety profile of FRUQ plus SIN was tolerable, and consistent
\- / with known profiles of each individual treatment.

FRUQ plus SIN demonstrated both statistically and clinically meaningful

improvement in median PFS, suggesting the combination therapy could be a
new second-line treatment for patients with advanced RCC
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Surufatinib: 1L PDAC

To be presented at ESMO Asia in Dec.

Fruquintinib m Savolitinib Tazemetostat

Multicenter, randomized, open-label, Phase II/1ll registration study

Induction followed by maintenance

Surufatinib RP3D + Camrelizumab
+ Gemcitabine + Nab-p

Followed by Suru/cam maintenance

Gemcitabine + Nab-p

Followed by Gemcitabine maintenance

Phase Il
Primary endpoint: ORR
Secondary endpoint: PFS

Fanregratinib

Phase Il
Primary endpoint: OS

Sovleplenib
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Global

ELCC “wcLc-
2025 52022

2/3L TAGRISSO® ref. NSCLC with MET aberration
SAVANNAH study:

high, clinically meaningful and durable ORR

ORR: 56% (investigator); 55% (BICR)

Savolitinib: global and China progress driving future growth

7 potential registration studies: 3 global & 4 in China: advancing multiple indications and market opportunities.

H1 2025 achievement

Global

ELCC < ELcc

2025 2024
rV' A bD

METex14 skipping NSCLC
Confirmatory Phase lllb study: 1L and 2L full approval in 2025

2L EGFR TKI ref. NSCLC with MET amplification
SACHI study:

* China NMPA approvalin Jun 2025

» Potential for earlier line treatment

« Savolitinib + TAGRISSO® Phase Il registration study

China

MET-driven Papillary Renal Cell Carcinoma (PRCC)
SAMETA study:

e Enrollment completed in 2024

* Savolitinib + IMFINZI®vs. SUTENT® vs. IMFINZI®

* Phase lll registration study

China

AACR~
2023 3
1 «AL’Y‘

BTD = Breakthrough Therapy Designation

2/3L TAGRISSO® refractory NSCLC with MET
aberration

SAFFRON study:
Savolitinib + TAGRISSO® Phase Ill registration study

Enrollment target reached

1L EGFRm+ NSCLC with MET overexpression
SANOVO study:

Enrollment completed in Aug 2025

Savolitinib + TAGRISSO® Phase Ill registration study

Gastric cancer with MET amplification
Potential NDA by end of 2025
Registration cohort FPI Mar 2023

53



Tazemetostat: 3L FL China approvalin 2025

* Tazemetostatinr/r FL with EZH2m.
* Chinais participating global Phase Ill EZH-302/SYMPHONY-1 (NCT04224493) evaluating TAZ+R2 for r/r FL patients.

 r/rFL1-3a Primary endpoint
China bridging study * EZH2 mutation N=22 Taz 800mg EHA 2025 Approved
2021-TAZ-00CH1 e >2priorsystemic — > BIDPO —>  ORR (EZH2 MT): 2025 March
therapies, including * |IRC: 63.6%
@ anti-CD20 therapy * Investigator: 68.2%
95.5
100 - IRC-assessed M INV-assessed 90.9
80 +
63‘6 68-2
g 60 -
0;4:‘; 40 -
18.2 18.2
. -
O ] |

Complete Response Rate Overall Response Rate Clinical Benefit Rate

IRC = Independent Review Committee 54
J, Cao, et al., A phase 2 study of tazemetostat (TAZ) in Chinese patients (pts) with relapsed or refractory (R/R) follicular ymphoma (FL) harboringenhancer-of-zeste-homolog-2 mutations (EZH2mut); EHA 2025 PF910



Tazemetostat: EZH-302/SYMPHONY-1

Phase 1b (Stage 1: Safety Run-in)

Dose Escalation Using 3+3 Design?

Enrolled N=44

400 mg, 600 mg, 800 mg orally BID X 28-day cycles

Patients with r/r FL TAZ (dose escalation; 3+3 design) + R?
N=~3-182
Tazemetostat
Rituximab

Lenalidomide

375 mg/m? intravenously on days 1, 8, 15, and 22 of
cycle 1,then on day 1 of cycles 2to 5

20 mg (CrCl=60 mL/min) or 10 mg (CrCl <60 mL/min)
orally QD on days 1 to 21 every 28 days for 12 cycles

Phase 3 (Stage 2b)

Arm 1

Patients with r/r FL TAZRP3D + R?

=568

Arm 2

Stratified by EZH2m status Placebo + R?
(MT vs WT), sensitivity to prior
treatment (sensitive vs refractory),
and number of l|n2e)s of therapy (I'vs
>

Continue arm 1 treatment Continue TAZ as
forup to 12 cycles or until maintenance therapy for
relapse or intolerability up to 2 years

Continue arm 2 treatment Continue placebo as

for up to 12 cycles or until maintenance therapy for
relapse or intolerability up to 2 years

Tazemetostat

Primary Endpoints
« Safety and tolerability
» TAZRP3D

Secondary Endpoint
+ Safety PK parameters

Primary Endpoint

PFS (by investigator)

Secondary Endpoint

PFS (by IRC), ORR, DOR,
DOCR, DCR, OS, QoL,
population PK, safety
and tolerability

Preliminary efficacy analysis
was performed on the
response-evaluable
population

— Efficacy was reported as
best overall response,
PFS, and DOR®

The safety populationfwas
used for all safety analyses

2Additional patients enrolled to further study safety in the 600- and 800-mg groups. ®An optional stage 3, for patients with MT £ZH2 FL only, will be executed if the efficacy in stage 2 fails for all patients but is sufficiently promising for patients with MT £ZH2 FL (as assessed in a futility analysis during stage
2). “All patients receive treatment in 28-day cycles. “The response-evaluable population consists of patients from the intent-to-treat population who had adequate baseline and =1 postbaseline tumor assessment, per the International Working Group criteria for non-Hodgkin lymphoma. ¢Per
investigator assessment, according to Lugano 2014 response criteria. ‘The safety population is defined as all patients who receive =1 dose of study drug

BID, twice daily; CrCl, creatinine clearance; DCR, disease control rate; DOCR, duration of complete response; DOR, duration of response; FL, follicular lymphoma; IRC, independent radiology committee; MT, mutant; ORR, objective response rate; OS, overall survival; PFS, progression-free survival; PK,
pharmacokinetics; PO, orally; QD, once daily; QoL, quality of life; R, randomization; R?, lenalidomide plus rituximab; RP3D, recommended phase 3 dose; r/r, relapsed/refractory; TAZ, tazemetostat; WT, wild-type.
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Fanregratinib (HMPL-453): a novel FGFR inhibitor

Completed enrollment in February 2025.
Potential China NDA in 2025.

Cohort1

* FGFR2 fusion, inoperable locally advanced ICC 12 pts

* Failure or unwillingness to 1L therapy, or toxicity

intolerance

Cohort 2

Cohort 2: Stage |

» Advanced solid tumor HMPL-453 300mg

2w on/1w off

e Failure of standard
therapy 6~9 pts

1 Cycle =21 days

Primary endpoint Pivotal stage ORR(IRC)
Secondary endpoint ORR (INV), DCR, TTR, DoR, PFS, OS
Cohort 2 stage I: Safety

HMPL-453 150mg QD

1 Cycle =21 days

Cohort 2: Stage Il

SAT pivotal

FGFR2 fusion/rearrangement,
/ g STpts HMPL-453 300mg

inoperable locally advanced or

metastatic ICC 2w on/1w off

Failure to at least 1L therapy, or
toxicity intolerance

1 Cycle=21days

SRC willreview the safety and efficacy data
to decide to expansion
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Sovleplenib ESLIM-01 extension study update

* Targetre-submission will be in first half of 2026.

* Inthe future, will look to continue overseas development.

«vor,  Long-term treatment was effective in increasing and Response Rates
= 6%7 . .. . 81.0% 83.0%
S ‘. 2 maintaining platelet count with well tolerated safety . 50805 64.2%
S s 70 43.4%
~—--=" A Follow-on, open-label sub-study!!
(Total N=179: 126 initial + 53 P-Sov crossover) .
. Overall response: 810%, Overall responserate  Durable response rate Long;’:;n;:;rable
durable response: 51.4% mAllSov mP-Sov
ESLIM-01 at EHA: Median Platelet Count During Treatment
overall response 70.6%; durable response 48.4% ]
« Median cumulative duration of platelet count

60

>50X10%/L: 38.9 weeks / S :
* Use of rescue therapy: 22.9% i

20

(x10°/L)

10

o 0 o o o [—e— Aansov —&— P-Sov |

* Welltolerated, with a safety profile consistent with sostine i Wi we Wiz wis weo wer w2 w0 e wee wer vira wen
p re\/i O u S St U d i eS a n d n O n eW Sa fety Si g n a lS We re Z\al::lsef:: N?T; 63 146 140 134 128 12‘2nal:‘j_I: VIs;tS T1 65 58 47 33 21
i d e n tifi ed P-Sov 53 24 45 42 42 38 33 32 32 22 23 19 17 10 9

Note: * the number of patients with platelet counts value at the related visits

[1] Hu, Y. (2024, December 8). Long-Term Sovleplenib Treatment of Adults with Primary Immune Thrombocytopenia in China [Conference presentation]. 2024 ASH Annual Meeting, Abstract #2558 57



Fruquintinib Surufatinib Savolitinib Tazemetostat Fanregratinib
Warm antibody autoimmune hemolytic anemia (wAIHA)

ESLIM-02 Phase Il demonstrated encouraging results

» Completed enrollmentin June 2025.
* Potential ChinaNDA in Q2 2026. * X %

Week 0-8 Week 8-24 Week 0-24
(Double blind) (Open label) (Double blind + Open label)

Efficacy Definition

Sovleplenib Placebo CIOSS oVer All sovleplenib

(n=16) (n=5) f"°“(':=':;°"° (n=21)

Overall Hb =100 g/L with an increase

response, n (%)  of 220 g/l from baseline s 0 260 14 (66.7)
Hb > 100 g/L with an increase

Durable of 220 g/L from baseline on 3(18.8) 0 2 (40.0) 10 (47.6)

response, n (%) 3 consecutive visits with at
least 7 days interval

Lancet Haematology. 2024 Aug;11(8):e567-e579 58
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HUTCHMED today and beyond...

(In USS)

Global
commercial
success

* FRUZAQLA®:H1 2025 up +25%
to $162.8m

« ORPATHYS®: 2" potential global
commercial success

 ELUNATE®: new indication (EMC)
approved

Next-
generation
technology
platform

Upcoming
catalysts

Potential events next 12-months: Antibody-Targeted Therapy Conjugate

SAFFRON recruitment completion (ATTC) platform with multiple selective,
efficacious and tolerable drug candidates

Surufatinib PDAC Phase Il readout . _ ) o .
. o v First candidate US + China clinical trial
Fanregratinib NDA submission iR tem A [FE 2005

Savo GC NDA submissions
Fruquintinib RCC NMPA approval

SAMETA and SAFFRON Phase Il
readout

* In-licensing and out-licensing options

Profitable, ~$2.7bn market cap, $1.4bn cash
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