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£ R, n=34, QD, 123 Orelabrutinib 50mg, QD, 124
JA7 %k, 50mg, QD n=33, 24
R4, OLE
B4 4% 50mg, BID n=35, 24 3
>
%127 %245
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HBERHNGI+ T1 B3 ERER Y F 5k

B SN FAH AR BRM T X (AT
Cra) BB L
= 80mgQD, L&Ak, Gd+T1 &
% b IR N S TN O [N o
P::)'.:)éés §0.8%, 3 A R R v 92.1%
P=0.0032 92.1%, m F—,‘] 7"%&&
P=0.0006

Placebo Orela50mg QD Orela 50mgBID Orela 80mg QD
N=34 N=33 N=35 N=34




SN . T1% TR &R
) - )ag (1)
F R, Fr Lkt 148 23 &, b pedsl
AR Placebo-controlled(N = 136), 24Wk + ext Cumulative Gd+lesionsat Wk12 92.1% InnoCare
BTKp ) 7 ’ S
Tolebrutinib Placebo-controlled for 4Wk, with Dose-response for Gd+ - ,
BTK47 4] 7 12Wk cross-over (N=130), 16Wk + ext lesions at Wk 12 eh3se g Gl SEle
s> & _ . . 75mg qd
RRAFHR  Placebo-controlled + open label DMF (N = Cumulative Gd+ lesions at Wk12, 70%) (56% at Merck
BTK ] 1 267),24Wk + ext 16, 20, and 24 ° o KGaA
75mg bid)
SRS Placebo-controlled + Inf-b1a reference Cumulative Gd+ lesions at o/ (4)
CD20# 4 arm (N=218), 24Wk + ext Wk 12, 16, 20, and 24 7 600mg gémo  Roche
Rk RER Placebo-controlled (N=231), 24WKk + Cumulative Gd+ lesions at 65% ()6 60ma a12w Novartis
CD20# 4 ext Wk 12 91%() 94
FkE 1k Placebo-controlled, adaptive, doseranging Dose-response for CUAL at o/ (8) .
S1PR (N = 297), 6m + ext 3 mo e 2mg qd Novartis
FLH-T&  Placebo-controlled(N = 257)24Wk + ext ~ Cumulative Gd+lesions at Wk12, 69%©) 240mg tid Biogen
16, 20, and 24
X . . 61%(10)
R EIE _ Cumulative Gd+ lesions o .
S1PR Placebo-controlled (N = 281), 6m + ext monthly for 6 months 8:];) gt 5mg qd Novartis
3 A Placebo-controlled (N = 179), 36Wk + ext # of CUAL per MRI scan 61%(1 14mg qd Sanofi

" www.clinicaltrials.qov; (2)Sanofi’'s R&D held on April 23, 2020;(3) MontalbanX, et al. N Engl J Med 2019; 380:2406-2417;(4) KapposL, et al. Lancet 2011,378:1779-87 (5) Bar-Or A. et al,
Neurology 2018;90:1805-e1814; (6)Endpoint with full data (0-12 Wks) (7) Post hoc data (4-12 wks);(8) Selmaj K, et al Lancet Neurol 2013;12:756-767,(9) Kappos L, et al. Lancet
2008;372(9648):1463-72;(10) Kappos L, et al. N Engl J Med 2006; 355:1124-40;(11) O’Connor P, et al. Neurology 2006;66(6)
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MSa 77 34 T —ANB =898 97 75
E Xk 9MS ¥ 3 HLAE

CSF Conc. ~2h

BTK ¥ #] A 28] B HR # £ (mg) (ng/mL)

£t
48.9

Orelabrutinib InnoCare 150 QD
Evobrutinib Merck KGaA 75 BID
Tolebrutinib Sanofi 120 QD
2018 2023E 2030E
. . mU.S. =mChina =ROW
FiBAY 2 % % (CNS) oY i3 4 ShA & % 4484 7 Frost & Sullivan Analysis
MS 3 3 34 80N RIR 48 B3

1 doi: 10.1016/j.msard.2021.103000 8
2 Multiple Sclerosis and Related Disorders 51 (2021) 103001 Topic: Advances in therapy in MS; doi: 10.1016/j.msard.2021.103001
3 Absinta et al J Clin Invest. 2016 Jul 1; 126(7): 2597-2609
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platelet destruction (

BTK¥p 4 51 & 77 ITP 49 48 %
m R EEmie (Foy £4Kk)

A~ 84 o /)N AR B IR
l;send B RV BAEME A T IR T A
Normal platelet
*Dyin‘plﬂdﬂ
Y” Antibody molecule
:£Complemem
15202342 A6 B, 12715 K 35351 4 -
m Fih &4 36.4% (12 out of 33) i 3] £ &4 .5, 50mg 0B E 40% LB £ B

(6 out of 15)
m 22 gatAE R R E (“GCT ) RBMEM LB EG ( IVIG” ) SR EE P!
50mg #8, 75.0%3ik %] £ &4 % (6 outof 8)

10

HEH# /% Drew Provan, John W. Semple, DOI:https://doi.org/10.1016/j.ebiom.2022.103820
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R, S ERMKE] AR : % R Np - - m e cav:260ng;mLueumg) :
St G R S
. —'j;'(’-é:_\ﬂrﬁ‘]")%'fiﬁ, Jﬁl!]‘*&ﬁhjﬁlfﬂi&'é}(JAK- : § Foemese e 1L-12 IC5y: 43.7 ng/mL :
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%3 DLT : |
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ICP-488 (TYK-2i, JH2)
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JAK2 TYK2 JAK2 JAK1

*Thi *Th17 * Dendritic-cell
differentiation differentiation maturation
* IFN-y secretion * MHC
expression
* B-cell
differentiation
and antibody
production

+ T-cell survival

R By 7o
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# 7 # /% Silvio Danese, MD, PhD, Laurent Peyrin-Biroulet, MD, PhD, Selective Tyrosine Kinase 2 Inhibition for Treatment of Inflammatory Bowel Disease: New Hope on the

Rise, Inflammatory Bowel Diseases, Volume 27, Issue 12, December 2021, Pages 2023-2030
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B H R Tafasitamab E3 "ICaI:-:Qig# #
ZAM4E, A T84 | 44 %2ADCC/ADCP g i

: B ER/H Fik
A % 8 A # CD19 Futk % FRLenalidomide 25

CD3xCD20
B, BT ES AR
HNTRMESLE RA

EET eI A
[__PHb__] _PH2* [__PH3 |

1L: DLBCL - MCD

ICP-022/ BTK
Orelabrutinib Combo w/ CD20
r/r DLBCL
Tafa+LEN+Orelab,
ICP-B04/ NHL
Tafasitamab cD19
DLBCL Tafa+LEN, r/r DLBCL
ICP-B02 CD3 x CD20 DLBCL/ fn 3% 7&
DLBCL/ fn 3% 7&
ICP-490 E3 ligase
Combo w/ CD19
DLBCL/ o 3% 7

B amrn | B




r/r CLL/SLL @ FTEERH B AIR L 2020412A25H
r/r MCL @ FTEERH B AIR L 2020412A25H
rir MZL @ 202248 A NDA . A NMPA £ Z 5t A AR F &
r/ir WM @ 20224 — % fE NDABMNMPA 2, 20225 E X R RAGRE
ICP-022/
® D
weonse € [ D
r/r MCL @ £ERLRE
NHL

|
m rir MZL:F B EABTKIE R E. aFE LR 4 (“IRC”) 44 ORR #58.9% , £3] £ &4 %5,
#ogmatin (“DOR”) #3434 8, #it12/~A PFS #= OS 4] 482.8%#291%

|

|

|

m MCDDLBCL: £#%EH N LA %R £ FHMh%, 1L DLBCLFE %

: m rIrWM: {287 840t0m 4 24.9 A~A, MRR % 80.9% , ORR %% 91.5% , #ii+124~H DOR >
| 84.9%, #it 12 A8 PFS 3% 81.2% , 4 k2% P4 PFS, &3 ARXR LA/ S5, K3
L BRI

Cao XX, Jin J, Fu CC, Yi SH, Zhao WL, Sun ZM, Yang W, Li DJ, Cui GH, Hu JD, Liu T, Song YP, Xu B, Zhu ZM, Xu W, Zhang MZ, Tian YM, Zhang B, Zhao RB, Zhou DB. Evaluation of 15
orelabrutinib monotherapy in patients with relapsed or refractory Waldenstrém's macroglobulinemia in a single-arm, multicenter, open-label, phase 2 study. EClinicalMedicine. 2022 Oct
4;52:101682. doi: 10.1016/j.eclinm.2022.101682. PMID: 36313145; PMCID: PMC9596308.
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m r/r DLBCL X Rk 3k X 72 b I ARE /2 24T

m EREABREFR O HRAAR, BH EEAANETAMELZCR
m R ET, A XS R AATIEA

m 5B R BB AT ik

& %445 &5 rir DLBCLA] #7575 3%

r 1

Company Target Therapy Phase I ORR (%) ! CR (%) 1 mDOR (m) : mPFS (m) I mOS (m) 1
. | | | | i I l =

| | |

Incyte/lnnoCare CD19 Tafas!tama.b + Appro_ved : 575 | 40 : 43.9 I 1.6 I 33.5 I
Lenalidomide ex-China 1 I 1 ! I I

: I I I I I I

ADC . CD19 ADC Lor'1c.:astUX|mab Appro.ved I 483 1 241 | 10.25 : 493 |1 9.92 I
Therapeutics tesirine ex-China 1| | i 1 | |
, i i i - i i

Roche CD79% Polatuzumab vedotin ~ Approved | | | I | |
ADC +BR vs BR : 42 vs 18 : 23vs 3 : 126vs 7.7 " 9.5vs 3.7 : 124 vs 4.7 :

, I I I - I I

Roche CD20/CD3 Glofitamab BLA I 50 1 39 1 104 : 38 I 115 I
! ! I 1 I !

) i i i I i i

Amgen/ CD19/CD3 Blinatumomab Il I 43 : 19 1 116 I 3.7 : 5.0 :
Beigene ' I - 1 1 I
I | i ' i 1

Re.generon/ CD20/CD3 Mosunetuzumab Il : 33 1 21 1 N/A : N/A ; N/A :
Zai Lab I I I . I I
I i i i

AbbVie BCL2 Venetoclax+R+Pola Il I 65 _ I 31 : 58__1 4.4 1 11 1

HE4 R Frost & Sullivan Analysis as of the end of 2022; Insight; Pharma Intelligence 16
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= Aastlberdomide # A , 445 HIRATLACRBNIAF Al 63k a5 = MM ESEEST ik
W BRI BRI, HlwCD38 %4, CD20%4. CD19sgy ¢ AR HTEIAIEESTA TMM, NHL,

B, AN AP T BA D 6 R LA £ RRABRAT ERE#S
* LIRKAF M 25
IC P_ 490 Efficacy of ICP-490 in in vivo model of
< acquired resistance to lenalidomide
> = - Vehicle, PO, QD
ro EHE _ sou0) - anaitamide. 10 make. .
£
"o 2000 RRMM
g MM
3 1L MM
5 1000
£
2
T e 15 2 2% %
Days after treatment
*RFIL-2%ZATHER
IL-2 release
from @CD3 activated PBMC
__ 1000 MM
HWEBRRA T 3 NHL
@ v \ 8 R BR E MM (CLL/SLL, MCL,
o, 2 o | MZL, WM, FL,
@ v NHL DLBCL,
o etc.)
4 —
0-
DMSO + -
ICP-490 - +
H#E# % Reference: a: Jan, M., Sperling, A. S., and Ebert, B. L. (2021). Cancer therapies based on targeted protein degradation — lessons learned with 17

lenalidomide. Nature Reviews Clinical Oncology 18, 401-417.
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= ICP-B02 / CM355 (CD3 x CD20)
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020234 — & A T iE 45 216 AKX 36 3K

= ICP-248 (BCL-2)
0202249 A IND3# 2CDE 4, 202343 2 A% 4 &5 A4
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‘ EAREETR, EHEE, EARGHY

< 1 ICP-192 (Gunagratinib)
BETH A o
REAXERS 203 % 7 B2 &4 7 L7k 54375 %, ORR
52.9% , DCR 94.1%

[ ICP-723 (Zurletrectinib)
S8 LR BNTRKAE ek oAk % P4 %8E A RN L,

ORR#475%
RTKi EGFRI VEGFi || KRASI || RAFi
MEKI CDK4/6i PD-1/PD-L 1 ICI

ICP-189 |ICP-B05

EEEHEZH

SHP-2 CCR8
' BeERFEEAD
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ICP-192 (Gunagratinib, FGFRi)

m TAR2E LI26E LA TH, KRR A ZRAEEHE(DLT”)

m RN ARG B R e LA R

208 AFBAE Y RAR— R B IFEGIEERES T R2THEFFH, ORRS52.9%, DCR 94.1%,
mPFS 6.934~ /1, &4 % FASCO Gl

m B SRR R A s R

m R R R R 61116 AR K

m EAMHTE. RAALES £EHEFRE, &FELLHE
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(Ao, +2)

1,210.7

23R 54 FGFR £ K H UMK

1,370.5 55.3

52.5 — 7.1

1711

180.6

471.7

1,618.6

59.0
I 94.6

201.3

FH

= Other Solid Tumors

2023E

= Breast = Urothelial s HCC = Gastric

2030E

= Cholangiocarcinoma

HEH# /% Frost & Sullivan Analysis
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ICP-723 (Zurletrectinib,TRK)

m % AR TRKHp 4 H A R ek £ —R A 25
m 1£20% 27 238 X3+ RAE 2| DLT
m e R T 8 RATFIPKEIE 5 Huht g &

m A =R RELABSFT , RP2D# £ 48
mg , $# 52 T R ZARBNTRKAR gk 4
4+ ORRANT5%

m WA AL J}fi EME

& R

m 2023 % %
44

—Z FAT A ILEEF HIND T 2

.0,
(
*e
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NTRK A #2402 XREMFBENBER &

Cancers enriched “‘"‘i"’f’ o
for TRK fusions /4 N\
@ Frequency >00% {: 3 .~—~—Hiqh-gmk glioma

Paediatric cancers

Cancers harbouring TRK

MASC - g*’ @

fusions at lower frequencies
@ 5%t0 5% - .ﬁ—“ﬁd and neck cancer £ 3\ High-grade glioma
a4 8=
/ / _' ] AY —Sarcoma @7
/ ! 2 Ac phoblasti
Lung cancer 1 lwm.xul X \“3 2 | et
i ol ] . .‘I myeloid lou o s .._-._. mymld cancer
histiocytosis. multiple
Secretory blc:: carcinoma ———— I“l . mfbm;am dendritic | ) \ Secretory breast
ointe: ll“l_‘_"'—"—'. / cell neoplasms
Gastroie "J \®1 | ! \ﬁ« carcinoma
(pan-negati vv) / / Al 11— Renal cel | Infantile
; / e S\ || carcinoma | .J—ﬁbvosartcma
Cholanglocarcinoma T / e At I| 'l Pancreatic cancer / » o g
| / Hy 5\ Ll N\ Cgﬂ:u‘fa a":mm
Mel A4 2 \ | B w2y |\ | mixed con
lanoma // | "—1—-—-—.‘ R Colorectal cancer l : . ‘,5\ | mesoblastic
g f { o ! \ \ | B \ 1| el
pitzoid xumours—r \ | o / /' i l P, | J
| St
L I e ’ (5 ) W F | {
Wl e ) Wl

BaF3 4 A2 # % £ & (LMNA-NTRK1 G595R), 55
#«'—‘RTRKIé‘JM‘ﬁS'&

LOXO-195

1
1
100 ICP-723 1 mg/kg !
| ! |+ ICP-7233mghkg |
80
[¢
60

401 o vehicle, PO, BID
-B- Larotrectinib, 30 mg/kg, PO, BID
-¥- LOXO-195, 30 mglkg, PO, BID
201 »- ICP-723, 0.3 mg/kg, PO, BID

Survival Rate (%)

Larotrectinib (% —TRKi
ASFLMNA-NTRK1 G595R

R A w2 7 AT

A~ ICP-723, 1 mglkg, PO, BID
% ICP-723, 3 mglkg, PO, BID
0 r r 1
0 10 20 30

Days after treatment
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= ICP-189 (SHP2)

0 202256 A Bl Jm ANEL 2, F EIMIE R RXIBEIHAT P

020 mg 7 & F1.2 T #H&EHL5PR
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Orelabrutinib : ICP-192 (gunagratinib) : ICP-723 ICP-332 ICP-488
BTK inhibitor | pan-FGFR inhibitor | pan-TRK inhibitor TYK2 inhibitor TYK2 inhibitor
Covalent & selective | Covalent & selective I Reversible & selective Reversible & selective Reversible & selective
Market approval jPotent against wt & mutations; Potent against wt & mutations JH1 binder JH2 binder
| |

FGFR1 (C488) FGFR2 (C491)l
R3 (C482) FGFR4 (CA77
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