(12) FHL MGV L A A IERS HS

9) T FLATH A 4 41 >
b =
=

@3) I H
2024 478 H 29 H (29.08.2024)

WIPOIPCT

0 O OO 1
(10) [ElFr A=
WO 2024/174990 A1

5D EHpr £ FI5 K5

CO7K 16/00 (2006.01)  AG6IK 39/395 (2006.01)

CO7K 16/28 (2006.01)  AG61P 35/00 (2006.01)

CO7K 14/71 (2006.01)  AG6IK 38/17 (2006.01)
(1) EPrHES: PCT/CN2024/077727
(22) [FEFFREH: 2024 £ 2 A 20 H (20.02.2024)
(25 HiFIES I
(26) é}?ﬁlmg liij

(30) flooteA:
202310142861.2 ZOZBQEZ)EJZO H (20.02.2023) CN
(71) FE A L R 5 AR M R 25 TR Y B (AKESO
BIOPHARMA, INC.) [CN/CN]; R E T FR&E R T
JHEFF KX AR %65, Guangdong 528437 (CN),,

(72 KIN: 2 H 5 (LI, Baiyong); H1IE] [ 228 h Ly i
JHETT K X AR IR 65, Guangdong 528437 (CN),
B (XIA, Yuy; HE ] RE AR TT R X
R IE6E, Guangdong 528437 (CN),

HWRENTPEARSENERESTE
FR 2\ 7] (CCPIT PATENT AND TRADEMARK LAW
OFFICE); ' [E L BT FH 3k X &2 241719 k#7158
SR REF10Z, Beijing 100031 (CN).

@Y fEEEER S AN, ZREG M RRARER
R3M: AE, AG, AL, AM, AO, AT, AU, AZ, BA, BB, BG,
BH, BN, BR, BW, BY, BZ, CA, CH, CL, CN, CO, CR, CU,
CV, CZ, DE, DJ, DK, DM, DO, DZ, EC, EE, EG, ES, FI,
GB, GD, GE, GH, GM, GT, HN, HR, HU, ID, IL, IN, IQ,
IR, IS, IT, IM, JO, JP,KE, KG, KH, KN, KP, KR, KW, KZ,
LA, LC, LK, LR, LS, LU, LY, MA, MD, MG, MK, MN,
MU, MW, MX, MY, MZ, NA, NG, NI, NO, NZ, OM, PA,
PE, PG, PH, PL, PT, QA, RO, RS, RU, RW, SA, SC, SD,
SE, SG, SK, SL, ST, SV, SY, TH, TJ, TM, TN, TR, TT, TZ,
UA, UG, US, UZ, VC, VN, WS, ZA, ZM, ZW,

B4) BTGRP EEH, ZORE PR AR
£47): ARIPO (BW, CV, GH, GM, KE, LR, LS, MW, MZ,
NA, RW, SC, SD, SL, ST, SZ, TZ, UG, ZM, ZW), Bk
(AM, AZ, BY, KG, KZ, RU, TJ, TM), BXilll (AL, AT, BE,
BG, CH, CY, CZ, DE, DK, EE, ES, FI, FR, GB, GR, HR,
HU, IE, IS, IT, LT, LU, LV, MC, ME, MK, MT, NL, NO,

(54) Title: FUSION PROTEIN COMPRISING TGF-BRII EXTRACELLULAR REGION FRAGMENT, PHARMACEUTICAL

COMPOSITION THEREOF AND USE THEREOF

(54) KIHZHR: A TGF-pRIESNA Fr R & A . HAMmA S M %k

| & 45)

G

am B s W

Ssiensien

wo 2024/174990 A 1 | AN OA 0 KOO OO

(57) Abstract: A fusion protein comprising a TGF-BRII extracellular domain fragment, a pharmaceutical composition thereof and the
use thereof. Specifically, the fusion protein comprises: a first protein functional region targeting an immune checkpoint and a second
protein functional region having TGF-§ binding activity, wherein the second protein functional region is a variant of the TGF-BRII
extracellular domain fragment, and the variant of the TGF-BRII extracellular region involves the first serine at the N-terminus of the
TGF-BRII extracellular region fragment being replaced with alanine, glycine or threonine; and/or a fragment comprising an amino acid
sequence as shown in SEQ ID NO: 59 is deleted from the TGF-BRII extracellular domain fragment. The fusion protein can inhibit
TIGIT and reduce TGF-p levels at the same time, and has good potential for preparing anti-tumor drugs.
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