wo 2025092997 A1 | AL O0 0 KO0 OO

(12) INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT)

A

=

(19) World Intellectual Property
Organization
International Bureau
(43) International Publication Date
08 May 2025 (08.05.2025)

(10) International Publication Number

WO 2025/092997 A1

WIPO I PCT

(51) International Patent Classification:

CO7K 19/00 (2006.01) CI2N 15/63 (2006.01)
CO7K 14/47 (2006.01) CO7K 14/435 (2006.01)
CO7K 14/705 (2006.01)

(21) International Application Number:
PCT/CN2024/129458

(22) International Filing Date:
01 November 2024 (01.11.2024)

(25) Filing Language: English

(26) Publication Language: English

(30) Priority Data:

2023114571483 03 November 2023 (03.11.2023) CN

(71) Applicant: THE FIRST HOSPITAL OF JILIN
UNIVERSITY |[CN/CN]; No. 1, Xinmin Street,
Changchun, Jilin 130021 (CN).

(72) Inventors: WANG, Xiaodan; No. 1, Xinmin Street,
Changchun, Jilin 130021 (CN). YANG, Yongguang; No.
1, Xinmin Street, Changchun, Jilin 130021 (CN). XU, Lu;
No. 1, Xinmin Street, Changchun, Jilin 130021 (CN).

(74) Agent: ZHIXIN & PARTNERS LAW FIRM LIMITED;
Tianzuo International Center, Tower B-1201, Zhongguan-

@1

84

cun South Avenue No.12, Haidian District, Beijing 100081
(CN).

Designated States (unless otherwise indicated, for every
kind of national protection available). 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, JM, JO, JP, KE, K G,
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,7ZM, ZW.

Designated States (unless otherwise indicated, for every
kind of regional protection available): ARIPO (BW, CV,
GH, GM,KE, LR, LS, MW, MZ, NA, RW, SC, SD, SL, ST,
SZ, TZ, UG, ZM, ZW), Eurasian (AM, AZ, BY, KG, KZ,
RU, TJ, TM), European (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, PL, PT, RO, RS, SE,
SI, SK, SM, TR), OAPI (BF, BJ, CF, CG, CI, CM, GA, GN,
GQ, GW, KM, ML, MR, NE, SN, TD, TG).

(54) Title: A CD47 MUTANT AND ITS APPLICATIONS

>

g
4

A}
8
;
g 3

%
% phagocytasis
3

D172 ARS 5

coaTk HCDA7-1gY.

FA80APC.

CFSE

(57) Abstract: Provided is a CD47 mutant and its applications, wherein
the CD47 mutant comprises a partial amino acid sequence of CD47 and an
amino acid sequence of a glycosylphosphatidylinositol (GPI) attachment sig-
nal. The CD47 mutant is obtained by removing sequences (transmembrane
and intracellular regions) potentially involved in transduction of signals with
negative effects such as inhibiting cell survival, suppressing blood flow and
angiogenesis, as well as promoting tissue injury. Simultaneously, benefi-
cial functional segment (extracellular IgV domain) of the CD47 protein se-
quence, which is involved in inhibiting phagocytosis and cytotoxic activity
of myeloid cells, is fused with GPI membrane anchor attachment signal se-

quence from human decay-accelerating factor (DAF) protein. The obtained
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Fig. 5

CD47 mutant can protect cell and organ grafts from transplant rejection me-
diated by myeloid cells and other SIRPa-positive immune cells, with effi-
cacy comparable to wild-type CD47, while eliminating negative effects of
5" wild-type CD47.
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