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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/s12943-023-01827-6
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[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) 22
6] Sherri Z., et al (2016). Landscape of Phosphatidylinositol-3-Kinase Pathway Alterations Across 19 784 Diverse Solid Tumors. JAMA Oncol. 2016;2(12):1565-1573. doi:10.1001/jamaoncol.2016.0891
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ADS = American depositary share.

AIHA = autoimmune hemolytic anemia.

ALK = anaplastic lymphoma kinase.

ALL = acute Lymphoblastic Leukemia.

AML = acute myeloid leukemia.

API = active pharmaceutical ingredient.

ASCO =American Society of Clinical Oncology.

ASCO G/ =ASCO (American Society of Clinical Oncology) Gastrointestinal
Cancers Symposium.

ASH =American Society of Hematology.

bsAb = bi-specific antibodly.

BID = twice daily.

BRAF = B-Raf.

BSC = best supportive care.

BTK = bruton’ s tyrosine kinase.

CBCL= cutaneous B-cell lymphoma.

CER = constant exchange rate.

Cl = confidence interval.

CLL/SLL = chronic lymphocytic leukemia and small lymphocytic lymphoma.
CRC = colorectal cancer.

CRL = complete response letter.

CSF-1R = colony-stimulating factor 1 receptor.

DCO = data cutoff.

DD/ = drug-drug interactions.

DLBCL = diffuse large B-cell lymphoma.

dMMR = deficient mismatch.

DoR = duration of response.

DRR = durable response rate.

epNET = extra-pancreatic neuroendocrine tumor.
EGFR = epidermal growth factor receptor.

EGFRm+ = epidermal growth factor receptor mutated.
EMA = European Medicines Agency.

EMC = endometrial cancer.

Epizyme = Epizyme Inc.

ERK = extracellular signal-regulated kinase.

ES = epithelioid sarcoma.

EU = European Union.

EZH2 = enhancer of zeste homolog 2.

FISH = fluorescence in situ hybridization.

FISH5+ = MET amplification as detected by FISH with MET copy number = 5
and/or MET: CEP signal ratio = 2.

FISH10+ = MET amplification as detected by FISH with MET copy number =
10.

FDA = Food and Drug Administration.

FGFR = fibroblast growth factor receptor.

FL = follicular lymphoma.

FPI = first patient in.

GAAP = Generally Accepted Accounting Principles.

GC = gastric cancer.

GEJ = gastroesophageal junction.

Gl = gastrointestinal.

HKEX = The Main Board of The Stock Exchange of Hong Kong Limited.

HL = Hodgkin’ s lymphoma.

HR = hazard ratio.

Hutchison Sinopharm = Hutchison Whampoa Sinopharm Pharmaceuticals
(Shanghai) Company Limited.

IDH1/2= Isocitrate dehydrogenase-1 OR isocitrate dehydrogenase-2.
In-market sales = total sales to third parties provided by Eli Lilly (ELUNATE®),
Takeda (FRUZAQLA®), AstraZeneca (ORPATHYS®) and HUTCHMED (ELUNATE®,
SULANDA®, ORPATHYS®and TAZVERIK®).

HCPs = healthcare professionals.

ICl =immune checkpoint inhibitor.

IHC = immunohistochemistry.

IHC50+ = MET overexpression as detected by IHC with 3+ in = 50% tumor
cells.

IHC90+ = MET overexpression as detected by IHC with 3+ in = 90% tumor
cells.

ILD = interstitial lung disease.

INHL = indolent Non-Hodgkin’ s Lymphoma.

/0 =Immuno-oncology.

IND = estigational New Drug (application).

IR = independent review.

IRC = independent review committee.

/TP = Immune thrombocytopenia purpura.

/TT=Intent-to-treat.

Lilly = Eli Lilly and Company.

MAA = Marketing Authorization Application.

MAPK pathway = RAS-RAF-MEK-ERK signaling cascade.

Mab = monoclonal antibody.

MCL = mantle cell lymphoma.

MDS/MPN = myelodysplastic/myeloproliferative neoplasms.

MET = mesenchymal epithelial transition factor.

MRCT = multi-regional clinical trial.

MSI-H = high levels of microsatellite instability.

MSL= Medical Science Liaison.

MSS/pMMR = microsatellite stable / mismatch repair proficient.

MZL = marginal zone lymphoma.

na = not available.

NDA = New Drug Application.

NEC = neuroendocrine carcinoma.

NETs = neuroendocrine tumors.

NHL = Non-Hodgkin’ s Lymphoma.

NME = new molecular entity.

NR = not reached.

NRDL = National Reimbursement Drug List.

NSCLC = non-small cell lung cancer.

ORR = objective response rate.

OS =overall survival.

QD =once daily.

PD = progressive disease.

PD-L1 = programmed cell death ligand 1.

PFS = progression-free survival.

PI3KS = phosphoinositide 3-kinase delta.

RJP = pneumocystis jirovecii pneumonia.

PMDA = Pharmaceuticals and Medical Devices Agency.
PNET=pancreatic neuroendocrine tumor.

CCRCC = clear cell renal cell carcinoma.

PDAC = pancreatic ductal adenocarcinoma.

PMMR = Proficient mismatch repair.

PRCC = papillary renal cell carcinoma.

PTCL = peripheral T-cell lymphomas.

R&D = research and development.

ROS-1 =c-ros oncogene 1.

SHPL = Shanghai Hutchison Pharmaceuticals Limited.
SNDA = supplemental New Drug Application.

SOC = standard of care.

Syk = spleen tyrosine kinase.

TEAE = treatment emergent adverse events.

TNBC = triple negative breast cancer.

TGCT = tenosynovial giant cell tumor.

TKI = tyrosine kinase inhibitor.

TPO-RA = thrombopoietin receptor agonists.

Tx = treatment.

VEGF = vascular endothelial growth factor.

VEGFR = vascular endothelial growth factor receptor.
VET = venous thromboembolism.

WAIHA = warm antibody autoimmune hemolytic anemia.
WM/LPL = Waldenstrom macroglobulinemia and lymphoplasmacytic
lymphoma.

WT = wild-type.

WCLC =IASLC World Conference on Lung Cancer.
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Fruguintinib Capsules
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Surufatinib Capsules
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Savolitinib Tablets
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[1] FAFRUZAQLA® . ERFOMXINIE®, EEDHNREE « ILRMIHARRENNE=SFHLSEER. HEF—ESMEEAKEAIEH RN

(B7 %7T)

2025 2024 %A (ElE;LCE)

FRUZAQLA® (BkIEEE)
B (KIEER)
HIR® (RRER)

—_— KB (EEBR)

IR~ mh it S

. [itﬂﬁiij@ (fthiE B )

STt

MpiEF mHE U

$366.2 $290.6 +26% (+26%)
$100.1 $115.0 -13% (-13%)
$27.0 $49.0 -45% (-45%)
$28.9 $45.5 -36% (-36%)
$2.5 $0.9 +158% (+J56%}]®
$524.7 $501.0 +5% (+5%)
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20254 20244

1,367,275 836,110
126,750 155,537
73,317 74,908
94,623 92,498
10,865 77,765
80,267 37,378
1,753,097 1,274,196
45,533 42,521
208,892 256,124
93,160 82,806
51,547 98,503
102,703 22,389
501,835 502,343
1,237,926 759,929
13,336 11,924
1,753,097 1,274,196
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214,356 271,534
71,183 91,831
285,539 363,365
262,973 266,836
548,512 630,201
(336,349) (348,884)
(148,295) (212,109)
(103,028) (112,913)
(587,672) (673,906)
476,896 —
60,955 42,598
498,691 (1,107)
(2,477) (7,192)
(61,133) —
22,651 46,469
457,732 38,170
(823) (441)
456,909 37,729
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HBAER: SACHIFIMARIPOSA-2§t3 ={tEGFR-TKIZZ:4:#

REAGMETH B EM3 Y

MARIPOSA-2[112] SACHI3!
=R ERn+T FXER+REHBRE

vs {7 vs i1
ITT: 120 vs 221 ITT: 106 vs 105

METH tg1&M 75 % ' 14% ’ 39%

=fREGFR-TKI&IT /&
FEMETH 10T B & R F2vs 30 STvs 3

2REEHAT SR
BEHT LS 1

. 4.4vs3.1(ITT: 4.2) 6.9 vs 3.0
"FHIPFS (R) HR: 0.51 (p=0.078) HR: 0.32 (p <0.0001)

PIRHEZE RS (CNS)TF AL T E?SAV?N%\?%%DSACHI

ITT = EMaT AR MET = BB ERHEMEF; EFGR = REEKEFZE; TKI = @%ﬁ@& AAESHDH PFS %ﬁﬁiﬁﬁﬂ

[1] Califano R, Amivantamab plus chemotherapy vs chemotherapy in EGFR-mutant advanced NSCLC after dis progr on on osimertinib: O t omes by osimertinib re nce mechanisms in MARIPOSA-2, ASCO 2025, Abstract# 8639

[2] Passaro A, Amivantamab plus chemotherapy (with or without Lazertinib) vs chemo th rapy in EGFR-mutate d adva d NSCLC ft rpr g nono \m t ib, ESMO 2023 Ab t act #LBA15, DOI: 10.1016/j.annonc .2023.10.117

[3] Shun L, et al; Savolitinib combined with osimertinib versus chemotherapy in EGFR-mutant and MET-amplified advanced NSCLC after dis rogres n EGFR tyrosine kinase inhibitor: results from a randomized phase 3 SACHI study; ASCO 2025
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ESLIM-02 IEBEA T E3E

0-8F 8-24F
(NE) (FFRRE)
EREH =R MER-FIZRER
(n=16) (n=5) (n=5)
BENMEE, MIZEA(Hb) =>100g/L 43.8% 0% 60.0%
% (n) BRELIEM=>20 g/L (7/16) (0) (3/5)
IFEENEE, Eﬁgé Zi?giéfgg[ﬁﬁiﬁ H 18.8% 0% 40.0%

% (n) BEEAIEM>20 g/L

Lancet Haematology. 2024 Aug;11(8):e567-e579

(3/16) (0) (2/5)

0-24[7
(WS + Fl

FrEERLTRE
(n=21)

66.7%

HRE)

AT RBE

(14/21)

47.6%
(10/21)
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ATTC: HMPL-A251 vs. DS-820189{A R s 734
THER2PAM. 8 /FHEEPAMKRZHIEIEREIR, HMPL-A251 8 X 88kk4575 B H oAV e s & 14

Hr5%7|EDS-8201 B s B
A: HER2PA1%/PAMER ZE R ZLBRZEIRTE R 0TS 1EE (HCC1954)

HCC1954
($LER#%; HER2+; PIK3CAL047R)

—t—Vehicle iv D1
== Trastuzumab 10 mg/kg iv D1

—=— DS-8201 10 mg/kg iv D1
3000 - HMPL-A251 1mg/ke iv D1
—e—HMPL-A251 3 mg/kg iv D1
e HMPL-A251 10 mg/kg iv D1

AR (mm?, FHETIREE)

0 4 8 12 16 20 24 28
BITRE

B: HER2PH1Y/kR#HEPAML T M EZLIREINE ZFhiZ1E7E (ZR-75-30)

ZR-75-30
($LB3#E; HER2FAM:; R LB PAM )

=t Blank

1000

800 | =—»—DS-8201 10 mg/kg iv D1

=pr—HMPL-A251 10 mg/kg iv D1

600 -

400 [

200 -

AR (mm?, FHETIREE)

1 4 7 10 16 19 22 25 28

13
AITRE
iv: BROESS; D1t £ 1X

FhEFIREN TR RETL

B (AFREN FRENRETK

(%)

(%)

1004

504

-504

-100-

100+

50

-100-

HCC1954
(FLBRSAE; HER2+; PIK3CAL04TR)

DS-8201 10 mg/kg D1
HMPL-A251 3 mg/kg D1
HMPL-A251 10 mg/kg D1

ZR-75-30
($LBz#%; HER2PAM:; KB PAMKZE)

BN DS-8201 10 mg/kg D1
BN HMPL-A251 10 mg/kg D1
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HMPL-A2518] LA ARDXd 7T SHIDS-82011%%

HE A FEEMIEk SLX42EMsiRNARIHCC19544HFAY HCC19543 kA 5 DXdMIZ54H AT
7l E- R BHHIH L 7l E-RMHDEI LS

DXd DS-8201 DXd DS-8201
_ 100
1001~ o Hcc1954siNC [ & Hcc19sasine [ ® HCC1954 parent | L e Hcc1954 pare
80 80 4 HCC1954siSLX4 o o 80 a HCC1954 D¥¥-resistant
e | e | $ L F
L c 601
.§60 § 60 s s L
= - -
5 40 5 40l 5 3 or
< B £ L = = [
£ 20 = 2ol £ £ 20t
. - I
0 opET ! |
0.01 1 100 0.01 1 100
nM nM
HM5041609 HMPL-A251 HM5041609 HMPL-A251
100 . HCC1954siNC HO: ® HCC1954siNC I & HCC1954 parent L ® HCC1954parent A
gol 4 HCC1954siSLX - %" & HCC1954 DXd-rgsistant 80|~
z B = B = ¥ 6oL
B "~ ool
s § .. I 5 s .
2 = = 2T [
=2 2 = 2 7 I
r— = b—] = 20F
£ € = < ||
I or |
| L ok h | 1 1 20 hi L1
0.01 100 001 1 100
nM

609 609
-- 2SO | (piskpikig | VPR -- 2SO | piakipic | A

ICy, R 55.3x >556x 1.0x 0.75x IC, " 23.2x  >667x



HMPL-306 ;&f7IDH1 /522 T2 14 8EFH B Mz (AML)

2024F58 BSIRAPHAEL AR M4 I EBRR 5

s IDH1/2%%5
49 5 AMLEBE f15-25%]3] FEHin

RiBAE27Y
IL25%HRIAMLE = L
R EE25%MAMLEETERS - UZ-2Z=7

R AL A TR
T IDHL/2 SREHIHIFIFERL e
7 RiBAEM19712

« FRES—IDH1PHIFIZRHL

« EEBRMIDH1IHNHFIF]
—FRIDH2HPHIFFIFR L

[1] Lin J et al. IDH1 and IDH2 mutatio Iy n Chin pt t with acute myeloid leukemia and myelodysplas t yd ome matol O 9()5 955 doi:10.1007/s00277-011-1352-7.
[2] AbbVie (2024) Acute myeloid le k (AML) Abe Science. Retrie d July 1, 2024, from https://www.abbvi e.com/ typ / e-myeloid-leukemia. html
[3] Guillermo Bravo et al. The role fIDHmtt cute myldl ukem Ft e Onc: Igy2018(14)10979993
of North China. Medicine 98(50):p e18196, Dec 2019

[4]Mm GtIThp valen isk factor. dpg ostic value f xiety and depres: refractory or relapsed acute myeloid le a patien



HMPL-306: IDH1ZRZFIDH2R T EE RN CR+CRhE

| HREf 51

IDH138ZEEHRICR+CRhEE

IDH23E T B FHAYCR+CRhE

150/250mg 42 150/250mg 44
2P0 R 2D 500
150/250mg £A* 150/250mg £A* 35.7
RP2D" P20 625
0 20 40 60 0 20 40 60 80
B CR+CRhE (%) B CR+CRhFE (%)
SERFRA(0S) SERFRA(0S) DEFFHRA(0S) SEFFHRA(0S)
B n (%) BMu(95% Cl), B M n (%) BMuEI(95% CI), B
150/250mgZH 8 (53.3) 13.4 (1.2-NR) 150/250mgZH 13 (65.0) 13.1 (2.3-16.9)
RP2D4H 4 (36.4) NR (0.9-NR) RP2D4H 4 (33.3) NR (1.3-NR)

*HEBR FLT3/RAS RT B E
CR=5E24EM%; CRh =2 MEFIMERICR; RP2D = IHFRHEERE; NR=FRKE
[1] EHA 2024 #P532
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