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o BRRILEHA vs. ZRITIZH: MZEEIECOG PSIFDAFEE, 173E6H (21% vs. 13%),;
BEiFE= I TPO/TPO-RAETTHILL AT E1(75% vs. 65%); WHO HMmiF5 AF%1(69% vs. 53%)

{ FRILE, N=126 LEIF. N=62
BABERI (%) o
FHe (%), i CEE) 43.5(18,72) 42.0 (18, 69)
1%, n (%) 87 (69.0) 37 (60)
ELLECOG 43, n (%)

0 99 (79) 54 (87)

1 27 (21) 8 (13
B2 TPEIREN L RIETa] (), R (FREZE) 7-6(1.1-36.1) 7-8(1.1-41.2)

> 3£, n (%) 95 (75) 51(82)
B/ MRITER, n (%), <15x109/L 75 (60) 37 (60)
BEAEITPIAT 43k, L (CERE) 4 (1, 10) 4(1,9)
FLEES TPO/TPO-RAETT, n (%) 94 (75) 40 (65)
BETFIESZRRIIRR, n (%) 5 (4.0) 3(5)
BE 32 4CD20347T, n (%) 20 (16) 7(11)
B ERERITPATT, n (%) 41 (33) 20 (32)

F4 WHO s, n (%)
0/1 39 (31)/87 (69) 29 (47)/33(53)
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FEZXSMSM/MRIBXBIREBE R
- EITTAHF, SLRFIHMELE, RRLERAHEERS THENEZR (48.4% vs. 0, p-value <0.0001)
- MR ESREDITER —
« MRMBIRFLERANZANEREZS TFTLEFIA
HFLRE  REA

EX(531rEE) (N=126) (N=62)

BESENEE, 24FAMYNESETRARIL4-24AR, 6 HREEIFMPE D4R

n (%) M/ MRIHE>50X 10%/, RESATFFREERS (126 vs. 62) 61 (48.4) 0 <0.0001
0-24AARE/D—RIM/MRITER=50X10%/L, B&E =
(126}\?5?\]6:5) NPT b SRR 89 (71) 10 (16) <0.0001

BANEE, URANERTHAR, E/VELS2RM/NMRITER=30X10%/LEAE

n (%) LR2EEBET DL (126 vs. 62) 92 (73) 4 (6) <0.0001
0-24FNERLI/IMRITE<15X 10°/LEE S, Mm/vMRitEk 56 (75) 8 (22) 00001

>30X% 10°/L BIRELLIE M =20 X 10°/LAIBE D= (75 vs. 37)
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Durable response

(Sovleplenib/Placebo)Difference (95% Cl) P-value

Gender

Male(n=64) —— 13 (33.3)/ 0 33.3 (14.9,50.2) 0.0009

Female(n=124) —l— 48 (55.2)/ 0 552 (43.8,65.9) <0.0001
Baseline Platelet Count

<15x10"9/L(n=112) —— 23 (30.7)/ 0 30.7 (18.0,42.4) <0.0001

>=15x10"9/L(n=76) —— 38 (74.5)/ 0 745 (59.3,85.7) <0.0001
Prior Splenectomy

Yes(n=8) L 1(20.0)/ 0 20.0 (-54.7,71.7) 1.0000

No(n=180) il 60 (49.6)/ 0 49.6 (40.4,58.8) <0.0001
Previous TPO and/or TPO-RA Medication

Yes(n=134) —l— 44 (46.8)/ 0 46.8 (36.1,57.6) <0.0001

No(nh=54) —— 17 (53.1)/ 0 531 (32.2,70.9) <0.0001
Concomitant Anti-ITP Treatment at Baseline

Yes(n=61) —— 14 (34.1)/ 0 341 (8.6,50.6) 0.0025

No(h=127) —— 47 (55.3)/ 0 55.3 (44.1,66.1) <0.0001
Prior use of anti-CD20 antibody

Yes(n=27) L 10 (50.0)/ 0 50.0 (-0.2,72.8) 0.0261

No(n=161) il 51 (48.1)/ 0 48.1 (38.3,58.0) <0.0001
Baseline WWHO scale

0(n=68) —— 21 (53.8)/ 0 53.8 (37.1,69.9) <0.0001

1(n=120) —l 40 (46.0)/ 0 46.0 (33.5,57.1) <0.0001
Baseline ECOG PS

0(h=153) il 51 (51.5)/ 0 515 (41.3,61.7) <0.0001

1(n=35) L { 10 (37.0/ 0 37.0 (-5.9,58.0) 0.0734

T T T~ 1 T T 1 1 T
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« EFENER6LIAIERZR, 5114(84%)FEH14-24AFHITMALMELDLSRNE, HE39(64%)EFFE
67 IR IR &

« RREEMANLEFIAR AN EHHUFFEER B 725917 .9 F12.6 3

130 | —A—— Sovieplenib Durable Responder — —& — Sovleplenib Total — ® — Placebo
120 —
N 110
—
> 100 —
<
= 90 -
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£ 80
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2 60 -
2
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o
8 407
3 30
=
20
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0 —_
I I I I I I I I I I I I I I
& 4 4 4, 4, 4, 4, 4, 4, 4, 4, 4, 4, 4,
Q%g %% q% Q% Q% q% q% Q% Q% q% Q¥ q¥ Q% %k
s 7 9 v & @ 0 - . s % N7 2 4
Visit
Sovleplenib Durable Responder 61 19 60 59 60 61 59 60 60 61 59 61 61 61
Sovleplenib Total 126 41 114 110 109 111 109 105 83 83 84 85 85 84
Placebo 62 22 54 52 47 50 47 49 8 8 8 8 8 8
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Sovleplenib Plasma Concentration (ng/mL)

RELCEREREBEPIRSHNF

=8=100 mg QD (n=6) 200 mg QD [n=86)
=8=300 mg QD (n=18) =8=400 mg QD (n=6)

= =EC50:47.7 ng/mL

0 4 ] 12 16 0 24
Time (Hour)

B £5¥) % 5 n] 43515 A BIFE = HD Y

. WﬁBPK/PDﬁj\d‘ﬁ%:zEH, RRLEMTEAUEE

RIEHIREEERFC o o HEFFEAT.7 ng/MLEYEC,,
Mk

. BRIE300mg QD FAITEEE M 24/ BHA TS

PRARFLIMIIRELERFTE ECo WL E

. &aﬂﬂ%): 100 mg BID {XEELEIFEC LA ERIZAY)

FEREFRE 12 /08

» RELCRHEHFANEINGAMRFRIEITP B2E

HIEPRR & E S
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E%E EM=EEE

PR BRI MIEFRAA
- WAZEAYRENEIAYE, KEFHENZENBEERETRRLEM(12.1/4 vs. 24.17)

o JAITPHINEMRERR. Z3RFREMH(TEAES) I ERREMH(SAE)RRERSL/FIABM,;, REAEH
SEtERR G

R/ =R RRICREH =5
N=126 N=62 =126, n (%) N=62, n (%)
S EFLEAT (g EVLRE—RFTREMH(TEAE) 125 (99) 53 (85)
i (GEE), & 24.1(3.0,25.9) 12.1(2.6,24.4) 3% 19 (15) 7(11)
42K
> 24/, n (%) 86 (68) 8 (13) 13 (10) 8 (13)
54% 0 0
SKPn SRR ER AT () BEERESHFRNTEAE(=3) 32 (25) 15 (24)
R EL(SERE) 23.9(3.0,25.9) 12.1(2.6,24.4) =& TEAE 26 (21) 11 (18)
R I (%) TEAESBZMSH 43" .
RO (FREE) 97 (8.9) 99 (2.5) TEAES &5 rh kiR 15 (12) 3(5)
TEAESIATT FHIIN AR S 25

*MBITEAESHUEE: —PI=RiEairs. —HI=Rbl. —FI—RAEEMm. —Fl—RONEHS



AT PREINTREHS (REZE >15%)

. BELRHRENNTEACSSE: EIRESR. COVID-1OMAMMIERB SR, HhAAN1-2%5
. BRLEARE LM ERE

- RIENBEESE(E01.6% vs. 3.2%, IXIt1.6% vs. 1.6%, AE/51.6% vs. 0%)

FRITE#H(N=126) ZRI5T(N=62)
n (%) n (%)
FEGH | 3% | 4% Fﬁﬁ%" | 4

IR E R 36 (29) 2 (2) 0 0 0
COVID-19 /& 30 (24) 1(1) 0 8 (13) 0 0
M¥LE R S B = 30 (24) 0 0 4 (6) 0 0
Bz T 24 (19) 0 0 8 (13) 0 0
= PRER M E 23 (18) 0 0 3 (5) 0 0
R £ IEE 23 (18) 0 1(1) 3 (5) 0 0
wm 23 (18) 2 (2) 1(1) 8 (13) 4 (6) 0
82 22 (17) 1(1) 0 1(2) 0 0
ASTHS 20 (16) 0 0 1(2) 0 0
B PE M 20 (16) 0 0 9 (15) 0 0
ALTH = 19 (15) 3(2) 0 1(2) 0 0
R A R R 19 (15) 4 (3) 0 0 0 0

BHRRENERBRETH, REFERESBERBER2ARZ T RMRFELET, SBUATIEREEERE
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ESLIM-01IARTERTTERIEITPEEPHRINAR T ETELSFIFMEREL =, IMEERERESZSE
AT EERBENIL

RRICEH vs. ZEIFI:

RENEZEIFENETER. 48%vs. 0, p<0.0001

EREFES I TPO/TPO-RA(ESLIM-01: 75%);87 N EEF ER—AITR

BOEARY, MELEERIVIMEITE =50 X 109/LER AT iE] 98K

SEWEDENWHORMITAMNEERBLR (QITRT)

ZRLRAMSHRET, SHEsSHURSNELESRR, TS

WFERIEITPES, RETRHE—MENEREIMZAITTERE

<N X X



HEXGMRED T BT BEER

Rilzabrutinib

oY=l Syk FcRn BTK
BRBKE(10mg/kg)
AR SR ST AR
HE&RE Fx100mg, (1000mg) FR400mg,
FHMAX BE—XEBHE B‘HRERX
—R

RN & 18% vs. 2% 22% vs. 5% 31%

PCD=EE 5 AYIE]
RENE: ERECRHMPEDEIRI/IRITE=>50X10%/L
[1] REFTE R

Cevidoplenib

Syk

M Ak
FHMX

27%!1]

Lanalumab

BAFF

8B 5% (3mg/kg
5% 9mg/kg)
FUE—R
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aitl

TPO. TPO-RA FSykiniEIIaYra 1554 € &l

2023 F BIEFRBEEMAERY S

Z54) R E R TR E MR R ? B R Al
TPO-RA J&¥715 hnn /) vk & p%
pgh o _
(32 B3 v Ve TP + SAA 23z E 5T
NPLATE® , oy —
=R v v ITP + ST ATE 151Z%7%
45 L 3002 v x ITP + CIT 5.8Z%5T
FEIR® 2 8212850/ 1.2 E TR
(Rt ghamm)s v v P ShESNEEE
S HE IR v x ITP + SAA KIS
R I VR T i
£ 1Ee (FI T g ) v v hED ol TP R
TAVALISSE® (i@ 2)13! SEEAEITX v {RITP 9,4005 Z 5T

[1] Provan D, Arnold DM, Bussel JB, etal. Updated international consensus report on the investigation and management of primary immune thrombocytopenia. Blood Adv. 2019;3(22):3780-3817. doi:10.1182/bloodadvances.2019000812;
[2] company reports; [3] USPI
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REBARTPO/TPO-RATT A, BINRAFENERMIERZNITP AT NESRMERN
RERTHNFRRE

3ZHAHMH B {3 el JE0H

- RIEES: e kNENASIEXE - B2

- M=RERRAR « KERRENHARRMNY
- REEsSNBERESEENTRREY

FTHKE= Rt e
. EEBRRALT ARG . HIURENT BRI SEBMEQ8%). IS5
. HREAESBUMRITHAERE, F5HE (31%)A0ECr(19%)"
| BT S
o PN ERTE (TR BEEPIS ER )

[1] Ghanima W. et al. Thrombopoietin receptor agonists: ten years later. Haematologica. 2019;104(6):1112-23
[2] Mei H. et al. A multicenter, randomized phase Ill trial of hetrombopag: a novel thrombopoietin receptor agonist for the treatment of immune thrombocytopenia. Journal of Hematology & Oncology. 2021; 14 (37). doi.org/10.1186/s13045-021-01047-9
[3] Bussel J, Arnold DM, Grossbard E, et al. Fostamatinib for the treatment of adult persistent and chronic immune thrombocytopenia: results of two phase 3, randomized, placebo-controlled trials. Am J Hematol 2018; 93: 921-30
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Expert opinion: SYK pathways and the future

SYK is an important regulatory molecule of signal transduction path-
ways involved in the pathogenesis of autoimmune diseases such as
ITP, and the SYK-signaling pathway has emerged as a potential target
for the treatment of such diseases.

Recent advances in understanding spleen tyrosine
kinase (SYK) in human biology and disease, with a
focus on fostamatinib

Nichola Cooper, Waleed Ghanima, Quentin A Hill, Phillip LR Nicolson, Vadim
Markovtsov & Craig Kessler

[1] Nichola C. et al. Recent advances in understanding spleen tyrosine kinase (SYK) in human biology and disease, with a focus on fostamatinib. Platelets, 34:1, 2131751, DOI: 10.1080/09537104.2022.2131751
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RRILEMRINL:
- REMNSNDESEHMNBIESE
- BE/VWMTEAESRZIY{EBMNEG

EERCTRH EthEgpi
(Fi12/@) (§5127)

UL TR EthER LR
#2025 B B4 (AESIs) N=126, n (%) N=62, n (%) N=102, n (%) N=48, n (%)
R85 2(1.6) 0 32(31.4) 7(14.6)
10N 2 (1.6) 2(3.2) 19 (18.6) 4 (8.3)
SME 15 (11.9) 4 (6.5) 28 (27.5) 6 (12.5)
ALT/ASTHS 22 (17.5) 2 (3.2) 14 (13.7) 0
R R A AR R 18 (14.3) 1(1.6) 7(6.9) 0
RES 63 (50.0) 27 (43.5) 31(30.4) 10 (20.8)
TEAESH A= 4(3.2) 0 10 (9.8) 4 (8.3)
\ i (18) (10)
TEAESE L) em > 12 (9.5) 3(4.8)
D (9) (2)

TEAE=/8YT R I F RE M
[1] FDAMEME BN ZFRIEE, $158TTRT0MELTITIMRSS; [2] FIBRAIXENFRIERIIBES N EE
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o MMU/MRITEE N Misi2ZEZTPO-RASTTITPEE BB N,
ERRXEAMHITPRES, MiEAERFIAT%!

« ITPRBEABENERFR, —BEXEME, HmELMIRENEERE

e R B R RS RRLER EftERE it sl ZehiamE

ELISM-01 FIT1 &FIT2 REXEHR FREHEH

n(%) (n=126) (n:102)[2] (n=339)[3] (n=466)

MRt & 1(0.8%) Zi= 39 (11.5%) /

— IR OHNEESE
Mmizte TS 14 0 KRS — I BiE T ERK 17 (3.8%)
1BE

[1] DOPTELET® (avatrombopag) FDA label
[2]James Bussel, etal. Am J Hematol. 2018;93:921-930.
[3]Mei et al. J Hematol Oncol (2021) 14:37.

ZKE=
FREINDAHIF
(n=653)
RENIER
ARZ5YI =Mz (ADR)

39 (6.0%)

a3 B JEH
EEHAH

RIRS

9 (7%)
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THE LANCET
Haematology

Volume 11 - Issue 6 - June 2024

Efficacy and safety of sovleplenib (HMPL-523) in adult k®
CrossMark

patients with chronic primary immune thrombocytopenia

in China (ESLIM-01): a randomised, double-blind,

placebo-controlled, phase 3 study

Yu Hu*, Xiaofan Liu*, Hu Zhou*, ShujieWang, Ruibin Huang, YiWang, Xin Du, Jing Sun, Zeping Zhou, Zhenyu Yan, Wenming Chen, Wei Wang,

Qingchi Liv, Qingshu Zeng, Yuping Gong, Jie Yin, Xuliang Shen, Baodong Ye, Yun Chen, Yajing Xu, Huiping Sun, Yunfeng Cheng, Zhuogang Liu,

Chunling Wang, Guolin Yuan, Xiaohui Zhang, Xin Li, Peng Cheng, Xinhong Gue, ZhongxingJiang, Feng'e Yang, Linhua Yang, Chengwei Luo,

Taiwu Xiao, Sisi Fu, Hongyan Yin, Xiaojun Guo, Qian Xu, Songhua Fan, Michael M Shi, Weiguo Su, Heng Meit, Renchi Yangt

Summary

Background Sovleplenib, a novel spleen tyrosine kinase (SYK) inhibitor, showed promising safety and activity in Lancet Haematol 2024

patients with primary immune thrombocytopenia in a phase 1b/2 trial. We aimed to evaluate the efficacy and safety of  published Oniine
sovleplenib in patients with chronic primary immune thrombocytopenia. June 14, 2024

RERF
(i 77- MR/ F)
B RTEA L ZATE: June 14, 2024, at 23:30 UK time
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- |bERRRZE(EE. ROMFERAFIIY)
FEEIBMFIEM I

» ClinicalTrials.gov 8= : NCT06291415 **%Eﬁﬁ?ﬁiﬁ

- BRELEH

« BREEZEITPO-RAR LB A LMITPEE,
HTPO-RAFIEESE

« FEGEZHFATHN—ZITPREE(EFEA. 17
RIREBES)

- SIERTTEREER, HNEFREANITPES

« HKEMITPESE
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wAIHAA 84551

RERMENEFFXKEY], ESHTH N ZERIERZAYIEIRAL

AIHA RJ5EE:
0.8-3.0/100,000(1]

AIHA B: 2EEBAL FRE&ZIBEA
9.3-17/100,000 150,00012! (4 26,0002 4]

75-80%!4l

WAIHA GAIHARGIY
B FrE: 8%-11%0)

AHA =B & ®&EMHAMERN; wAIHA = BAE B S RE AR mn
[1] Eaton WW, Rose NR, Kalaydjian A, Pedersen MG, Mortensen PB. Epidemiology of autoimmune diseases in Denmark. J Autoimmun. 2007; 29 (1):1-9. doi: 10.1016/j.jaut.2007.05.002.

[2] Roumier M, LoustauV, Guillaud C, etal. Characteristics and outcome of warm autoimmune hemolytic anemia in adults: new insights based on a single-center experience with 60 patients. Am J Hematol. 2014; 89 (9):E150-5. doi:
10.1002/ajh.23767.

[3] Hansen D.L., MollerS., Andersen K., GaistD., Frederiksen H. Increasing Incidence and Prevalence of Acquired Hemolytic Anemias in Denmark, 1980-2016. Clin. Epidemiol. 2020;12:497-508. doi: 10.2147/CLEP.S250250
[4] Gehrs BC, Friedberg RC. Autoimmune haemolytic anemia. Am J Hematol. 2002; 69:258-271. doi: 10.1002/ajh.10062.

[5] Cotran Ramzi S, Kumar Vinay, Fausto Nelson, Nelso Fausto, Robbins Stanley L, Abbas Abul K. Robbins and Cotran pathologic basis of disease. St. Louis, Mo: Elsevier Saunders; 2005. p. 637.
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o et et smtsEm (wAIHA)?

B 415 T F DAHL A BOWAIHATF 3%, 727E B ARSI B MR s

A3 (warm antibody) HE % & sME R M (AIHA) B—fHEBE %
R, EIFETEERSM IR IE NS | #2hY;3 MmN % m

. WAIHARAHAR B ILAT/R, SFTE R AAIHARBIEIS80%
. AEREMAHENLLE

- - sk DIFDARLEI S, BIEEINR R ENESER
[ - BERLEEES—SITEST, BASHEESTEMANRES L
. HRZER, MZERANBENEERREEI S5 %, (EREY)
BEARNRE S R; BEHFFERAFEETEIR (375 mg/m28; 100mg EE
Y X18), MERMKIEG-6E). i, ERBREER
e
= Syk AT WAIHARY B EER S
.- . TRREIRIRT SyKIENFCS AT BT R{E SE @R
/ . SyktiB5TBARSHESESER, (REEEBATEDWIEAN
W - ZRRILEAWAIHATRIREY || A G PR AR (R 72 R R IR IR AR i 36
Syk
{mesen | popie RELRHE—MESRIEE. BANORSYKISIA, ERLyT6ESNRN

NERB PRI R ETMF S RMIE LA

AHA =B B B IERMER I, Syk = BEAEUEIES . 39
[1] J Pharmacol Exp Ther. 2024 Jan 2;388(1):156-170. doi: 10.1124/jpet.123.001752. PMID: 37918855
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° ';‘Q-LX-L-I_. /_&E_Iﬁlﬁﬁ_*ﬂ;\ RXE\ ?:-‘r IIJRT.I- ﬁEI‘J”HHEﬂ: * EHA Eﬂﬁi?ﬂfgm
o FEARSD: 4RARNENEER *

ASSOCIATION

WERTrHE (0-8/3)

BinAgE.
. EE MRS N ZSRIT2% 300 mg QD
WAIHAZE & N=16

- FF iR 2 B ER |

A
v

. EIEMARELRE B =%ITE7 300mg QD, _
e N - ERE—RRElNSE IR
(IgG+, &3t+/-C3) | EHE24E BE3

1 (Hb) |
<100 g/L ZEF 300 mg QD
. B ME A N=5 |

BREER=-MAEH(Hb)>100 g/LERELIEM=> 20 g/L, HZE2ATFRELERERI
WAIHA=BH A B S et RmiE 2, QD =8B—K



FREASGHMAIFAEXFREZ R

« 24N, RERLEMETWAIHAREN SN EZENG66.7%, FENERNAT.6%
« MZREFIABRNNZEMNAE T S5MEEERMUNESNEE

0-8/3 8-24[3
(WE) (FFRUREE)
RHELEHR REHF MEZEFIAEN
(n=16) (n=5) (n=5)
BREE, MmeIEH(Hb) =100 g/L B
n (%) REANIN>20 g/L 7{43.8) . 3(60.0)

HEPR 7 RBYES3 R M
ol VR
f(;)ﬁ =%, STEE(Hb) >100g/LB%  3(18.8) 0 2 (40.0)
° AWM >20 g/L

0-24[F
(S +FEFRE)

FREEFRLREREE
(n=21)

14 (66.7)

10 (47.6)
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0-24 A MAT & H (Hb) KT

140
130
-
@ 120
£
S 110
=)
£
5 100
I
(] 90 —
c
8
K 80
=
70 —
60 — |—0— Sovleplenib Responder — ® — Sovleplenib Total [b] |
T T T T T T T T T T T T T T T T T
% % % 4% % % 4% % 4 4 % 4 % 4 4 2 4
‘% Y. Q* Q* Q* Q* 04 Q* Q* Q* Q* Q* 04 Q* Q* Q* Q* 04
%% 7 B @ 4 6 @ 9 % 7, % % <2 < 2
%
£
Sovleplenib Responder 14 14 14 14 14 14 13 10 13 10 12 12 12 1 1 11 10
Sovleplenib Total [b] 21 21 21 21 21 21 19 16 19 16 18 17 17 16 16 16 14

[a] E&E X AERRBRRLRER
[b] RRLEH S EIESREESEAMLHFERNARITEHNEE

M£TZE A (Hb) W ZERyH i

ECR B8]

- BRILEHEEMXHD
>100g/L BARE L E N
=20g /LB #KBT (8] /9
4 .95 (0-243)

- RERMLEHAEBRIREL
HANHb >15g /LAY L
$RET18)794.1/E (0-24 )

RRICETE0-24F LI

TRENMNEE

« T71.4%(10/14)MINEE

BE24ERETTHINR
ERENNE
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TieBEFEREEZINCD20:5Tr, EREEMYIEREITH

. . FIEBIACD20AIT | BREIESTACD204T

T > L
BEEE, n (%) %'Dlgiag}'fb) 100 g/L B¥EAS 9(69.2) 5 (62.5)

BENEE, n (%) ERTREESIRNGAPMIEH

(Hb) =100 g/L EARELEHN>20 g/L 7(53.8) 3(37.5)
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RERLCREH vs. REIH:
v 1E24EM, WAIHABENRBMEENG66.7%, FHEMEENAT.6%
v NREFIERANBEBIKE T 5HERERNNELEER
v MAZAKPREEHEFERE, EHRHD >100g/ LA (EMEIEN4.1E4.9F
v TI%MINE B ETE24ANATT BRI R E R

wAIHAREHN 3T BBRYIIHAESLIM-02i A5 B BTN

Hb=M4I&EH &
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A TFEUEENIGRBRINEH LS

TEZMIEREMR A PSR S0 5MNE LH A RIZR

RELEHEKXECIAEREE ERLEARET/NEABIREIRE hA RN

« RRLEMEAREXTRREAAERRIBFH - RERLERERBHIMRL/lprNRIEEFRET
ATIAMELER B HEAN 2 BRRYSR EE
- RERLEARA/NBANIRBRE R EEMIERT)
YR EFHH

rat CIA SLE
T 2.4+
£ ) .
‘w’ 2.2- 00— ———————F 4 —— Sovleplenib 20 MPK, PO, QD
£ = ] - Sovleplenib 5 MPK, PO, QD
S 2.0 -= Vehicle, PO, QD S i
> 18 -m- Sovleplenib 1 MPK, PO, QD £ o ¢ 7 =7 POEmEiEsens, (Fo, lp
.07 © ]
2 -e- Sovleplenib 3 MPK, PO, QD = Y]
< 1.6 —+ R406 10 MPK, PO, BID S
c E i
£ 1.4- 3 80-
% —o— Sovleplenib 10 MPK, PO, QD .
g 1.2 - Naive i -=— Vehicle, PO, QD
> 4
< 1.0 T T T T T T 70

b T T T T T T T 1
1 2 3 4 5 7 0 9 11 13 15 17 19 21 23 25
Days of treatment Age (weeks)

CIA=IRRIF SR XTIRIRE
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ZNERE (HFX°)

AT afr kRS ERE(PDAC)
MBS NAERE AWM NN SRS
AR BB TS5 K




ZNERE

ZRERF &1

F2021 A PE L, HEHENSBWETIAHNSESE
BHERIEE RHEE=

£2023ASCO %=, RXTmENBZEEKSPD-1{4H

AIT—EPDACHINTERTY | 4y oo o D A CH I TR S A SSRGS

1/IERER 3R EHREAFRRET AT #),8PDACAIII/IIERFAZR

IT=FRE LK LHNHAR 50
PDAC=fERRZ B BRE
ASCO=%[EIRFRMBEFE =



PDACA gt it Mhin&

EENRREERRE T WA /AH mEKAFENK

MELLRTT
REFHRLIE, RZE
BHREERE RS TIAIR
Al BRI IR

ATTRRAR

i, FAMBTIIRER
ZNEBERVATHR; ¥
B10-20% HNEHEZEFAR

EFE(R
R EFHEFR<13%I

[1] Pancreatic Cancer Action Network. Accessed June 28, 2024
[2] Sumit S. et al. Current and Future Therapies for Pancreatic Ductal Adenocarcinoma. Cancers (Basel) 2022 May; 14 (10): 2417
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FOLFIRINOXEL & FafthiR/

HMERE S RN
S M B R (G A 7 |
10-1248 |
Y ger 23-32% N HRE e (P28 oS

- THEREFH
(PFS): 5.5-6.41H

p=E3 EE%&EME%%ﬁE
AZl B HAA R IER
:ﬁxﬁﬁ%ﬂﬁﬁmﬂwgﬁ
o] 3T A R T A F AR BT 253K i

52



PDAC: EXXRAENEITE

a1, PDAC BIRARYr D3 EFE FOLFIRINOX XS A RIX S HEHE S ERTESFNU I SR, WT

PDAC &, BR7T ir 25, KB HMBMANERET ERF
+ I PDAC FHERNZET AR ST VR ERIRRIARAM, XRAFEHMATHA
- BT PDAC EZxMEEMNHIMEMIFE, ERLEREIRIPHEZRERARSERE RNAYIER

BRE— T AR

FOLFIRINOX ShAftR/ BEASSEETE

PRODIGE4-ACCORD11 MPACT
HRIFE ZHty, BEHL, I/IEERRS, EEL R 0S A, BEHL, NIERRRSS, EBL R OS
BEUE 342 861
AT FOLFIRINOX S PafthR SAfR/BEASGER S PafthR

122

ORR, % 31.6 9.4 23 7
mPFS, B (95% Cl) 6.4(5.5t07.2) 3.3(2.2t0 3.6) 5.5(4.4t05.5) 3.7(3.2t0 3.6)
mOS, A(95% Cl) 11.1 (9 to 13.1) 6.8 (5.5t07.6) 8.5(7.89 t0 9.53) 6.7 (6.01 to 7.23)
FRERIARRRRL, % 45.7 21 38 27
Mm/MRIRL, % 9.1 3.6 13 9
FRAFEA, % 42.5 5.3 26 15
HEHE, % 9 0 17 1
R85, % 12.7 1.8 6 1

ORR=ZFWEME, OS =247FH ; PFS = BHRBRLERH
[1] Wainberg. Clin Cancer Res. 2020;26:4814; Renouf. ESMO 2020. Abstract LBA65
[2] Andre A, et al. Advances in Systemic Therapy for Advanced Pancreas Cancer. ASCO 2024
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AMLA &4 1it#hi17:8 77

Rom e RIEST FRAA RBVET I

IDH1/258 %%
?fﬁl%ﬁzgg‘zl %%éo 29 5AM L,%R\%E’\JIS-ZS%B]

US$1-$521Z
gy EESUMAMLEEEER AT

RIEAREEREIE RN

‘ T IDH 1 /2 R E IR
EHTH - . cREA—FIDH LSRR

- *
RBAH19/ - EEAMIDH1HNEFA—
1D H2#N 151 SR AL

] Lin J et al. IDH1 and IDH2 mutation analysis in Chinese patients with acute myeloid leukemia and myelodysplastic syndrome. Ann Hematol. 2012;91(4):519-525. doi:10.1007/s00277-011-1352-7.
] AbbVie. (2024). Acute myeloid leukemia (AML). AbbVie Science. Retrieved July 1, 2024, from https://www.abbviescience.com/cancer-types/acute-myeloid-leukemia.html

[1

[2

[3} Guillermo Bravo et al. The role of IDH mutations in acute myeloid leukemia. Future Oncology 2018 (14) 10: 979-993

[4] Mianmian Gu et al. The prevalence, risk factors, and prognostic value of anxiety and depression in refractory or relapsed acute myeloid leukemia patients of North China. Medicine 98(50):p €18196, Dec 2019
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[1] Sci. Adv. 2019; 5 : eaaw4543
[2] Blood Adv. 2020 May 12;4(9):1894-1905; . Cancer Discov 2018 Dec;8(12):1540-1547
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RIEEERIDHL/2BRT

IDH3EE =
AhfEg 2By -
H{k3eTEX |IDH1-R132 IDH2-R140 |IDH2-R172

24BN IR A TR 60-80% 60-80% 0% 1%
Fi B JEE \

Qg oS b 70% 70% 0% 1%

SR A MmMEAML) 15-25% 5-10% 5-15% 0-5%
&I 2 45 ihyE

S R EZEESAE(MDS) 10% 5% 5% 0%
& e = AR T AR B 26% 0% 1% 25%

e ANE 55% 40% 0% 15%

Ak 25% 0% 0% 25%
LIRS )

REEE 22% 20% 0% 2%

==Eliob 80% 0% 0% 80%

Amary et al., 2011; Paschka et al., 2010; Yan et al., 2009; Fujii T et al., 2016, Abstract 3101, AACR 2016.



HMPL-3062IDH1EZTHIDH2E TN E N5
HMPL-3067EIDH13EZ F1IDH23E T By ity 4R 2 9 R I 5230 B vl #3542 892-HGHNFEFR

IDH1R T4k

IDH2R T 4R

U87MG!PHI1-R132H

TF1!DH1-R132H

HT1080 (IDH1-R132C)

RBE (IDH1-R132S)

U87MG!DH2-R140Q

TF-1!DH2-R140Q
HEK293!DH2-R172K

SW1353 (IDH2-R172S)

HMPL-306
0.050%0.012

0.031%0.006
0.026+0.004

0.094x0.019
0.031x0.0005
0.021x0.010
0.425 (n=2)

0.458*0.077

Ivosidenib (AG-120)

0.032£0.006

0.06810.025

0.009%0.002

0.058+0.019

Enasidenib (AG-221)

0.043x0.007
0.055%0.013
5.162 (n=2)

1.458+0.368
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HMPL-306 ERNRIM B BZRIYIRE, XEaTREBIERRNE
R 3R AN AR LE R BV SR E
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® 16000 -
)
c
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S |
oo 8000 o
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) I
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0 ey S
8h ‘ 24h 16h 24h
AG-120 50 mg/kg HMPL-306 50 mg/kg
Plasma Drug concentration (ng/mL) ™ Brain Drug concentration (ng/g)
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FIEH R

250mgQDp _ *h=4 TRETRERE [

(n=3) IDH1 (n=15)
L&
200 mg QD 150 mg + 250 mg
(n=7) QD (n=36) IDH2 (n=21)
+n=23
LT > TREVRRE [
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100 D
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Al B % ZRAHAIR150 mg QD IDH2 (n=12)
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\
|
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IDH1SEZEMIDH2ET EHAICR+CRhE

RP2DAE—1EARA250mg QD, MEZAARA#S9150mg QD

IDH1RZE EERCR+CRhE

150/250mg4H 26.7

|HI|| ““\

RP2D 45

150/250mgA* 33.3

RP2D*

o

20 40

B CR+CRh rate (%)

RP2D=IIHAERRIEEFE,; QD=8H—RK; CR=5T2%EM; CRh=E5 MRFMEHICR
“HEBR FLT3/RAS REIT B

IDH2ZR L EBERCR+CRhE

150/250mg4A

RP2D

150/250mgH* 35.7
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IDH1 321 IDH2 RTEBENOSHE

RP2DAE— " EHA250mg QD, MEZAEHA#E9150mg QD

SETFHA(OS) SHETFHA(OS)Hh S5 7FHA(0S) SHEFHA(OS)Hh
E14, n (%) {ii#%(95% Cl), B E14, n (%) ii#%(95% Cl), B
150/250mg2H 8 (53.3) 13.4 (1.2-NR) 150/250mg2H 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)
IDH1ZEZEEROS IDH2ZE T EEROS

Probability of OS(%)
Probability of OS(%)

.........................
23 24

.........................
222222



HMPL-306 R REHIHE

Total (n=59)

=g abEN 19 (32.2)
S byl 10 (16.9)
I 7(11.9)
KR 7(11.9)
S0 B 14 7K B 7(11.9)
ik 6 (10.2)

TEAE=ST IR REM; TRSAE 8T HHIIMNTEFTREM, SAESERREM; TRAESSTHEXTRRE



HMPL-3065 B3 #tF1{E6HAY IDH #NHIFIAYELR - BRE

HMPL-306 2R HHERIVEMNR, RFHNMRRZEE, BENHSENREBND HESESIEDS)

Idhifa® ibsovo® Rezlidhia®
HMPL-306 (Enasidenib, (Ivosidenib, (Olutasidenib, LY3410738
AG-221, CC-90007) |AG-120 FT-2102

|IERFR R 1T gLt Bt Bt IR SR T
$les IDH1/2 IDH2 IDH1 IDH1 IDH1/2
o BMS / Celgene / : FORMA (Now Novo .
235] HUTCHMED Servier Servier / CStone Nordisk) /Rigel Eli Lilly
! r/r IDH1 or > ) > ) ) r/r IDH1 or
1& [N fiE IDH2-mut AML >2L IDH2-mut AML =2L IDH1-mut AML r/r IDH1-mut AML IDH2-mut AML
CR: 32%; CRh: 3%
CR: 22%; CRh:o8°/o CRi: 10% CR+CRh: 21%
IDHIm  CR+CRh: 50.0%* %Fgggzgcg}%: 12%  10s:11.68 CRi/CRp: 15%
B pyilietu iy (1538%)
e FAREIHEIIEL: 14.88 e peseigian: 1028
RP2D)
CR: 19%; CRh: 4% CR+CRh: 17%
IDH2m CR+CRh: 62.5% mOS: 9.38 CRi/CRp: 6%

FR{iuFEIREYE]: 6.6H

87 FLT3/RAS REMBERRI 71
Cri=Se24BfR, IR IT4R<1,000/ul; CRp=5e£%B#R, M/MR<100,000/ul; CRMRD-=Hu\EBHEIAL LB



HMPL-3065 B3 #tF1{EtHAY IDH HEIFIAELR - 214

HMPL-306 2R ERRVEMNR, RFHNMRREE, BERNHSENRERB D HESESIEDS)

Idhifa® ibsovo® Rezlidhia®
HMPL-306 (Enasidenib, AG-|(lvosidenib, (Olutasidenib, [LY3410738
21, CC-90007) KAG-120 FT-2102

27

N (ZeEHiEE)

QTc [BJHARE K,
EIFR (=34k), %
DUEEIL,
ERIFL (=3%R), %

Zett PRAEAS,
WTRAE  (r(arsap (>34R), %

ASTHE,
FAIFR (=34R), %

ALTH S,
EAIFLR (=348), %

BRRIR

*DILI=ZSMERFR(A, FELRIEXRFETIF; TRAE=AFIFIBX T RR M

HUTCHMED

59

8.5% (6.8%)
T =4 EE

5.1% (1.7%)

8.5% (0)

8.5% (0)

EHA 2024 #P532

BMS / Celgene /
Servier

214

10% (6%)

81% (15%)
UGT 1AL

5% (1%)

9% (2%)

Blood 2017 130(6) 722-
31;FDA review files and
label, NDA209606

FORMA (Now

Servier / CStone Novo Nordisk) / Eli Lilly
Rigel

179 153 130

25% (8%) 8% (1%) 2% (<1%)
14% (8%)

0/, (50 0/, (50
11% (5%) LEIBE L 9% (5%)
16% (1%) 4% (-) -

6% (2%)

0% (10
1 () 1IDILI*5E T
15% (1%) 8% (3%) -

N Engl J Med 2018 378(25)
2386-98; FDA review files,
NDA211192

ASH 2022 #2757; FDA review

files, NDA215814 AACR 2023 CT026
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REML
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1
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BRI TT (R &R H/L)
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HMPL-506 HMPL-506

%li: éﬂ,ﬁﬁ{%—%i?% For FLT3 mut co-ocure with NPM1 mut
5823 ERFRIAKI
$3K: RUBEF/RBHRTL
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G
HMPL-506 i
For DNMT3A mut co-ocure with NPM1m
&iE

~60% of FLT3 T ENPM] EEH7F
~509% of DNMT3A ZEZES5 NPM1 EE L 77

HMPL-506
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RUNX1-RUNX1T1 :
=y f T e

Modified from Int J Hematol 97, 165—174 (2013)
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8-101ZE7T
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ERATT A 25/ B AL 275!
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SHEETEEFR Sy kil IDH1/230 EHEIF)

2k  ABEA51/0] EiBRAE 5. TR RiFBAE 195716
Hi% B A% 5275141

PDAC =FRRR S ERREE; | TP=% 4 M/ \MREME; Syk=FRES SELAES; AML=2 M8 R A IL/K; IDH=S4TIRERA S5

[1] International Agency for Research on Cancer. World Health Organization. Accessed June 28, 2024; [2 IQVIA analysis; [3] ] Clarivate, Immune Thrombocytopenic Purpura Niche & Rare Disease Landscape & Forecast. 2018 Apr

[4] Prevalence estimated based on Rigel presentation and Delvelnsight, only considering China and 7MM markets

[5] Lin J et al. IDH1 and IDH2 mutation analysis in Chinese patients with acute myeloid leukemia and myelodysplastic syndrome. Ann Hematol. 2012;91(4):519-525. d0i:10.1007/s00277-011-1352-7 76
[6] AbbVie. (2024). Acute myeloid leukemia (AML). AbbVie Science. Retrieved July 12024, from https://www.abbviescience.com/cancer-types/acute-myeloid-leukemia.html
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