wo 20227161502 A1 | AI] 000 TR0 0O O

(12) B ERESER A AT ERRERIB
a9) 5250 %‘%F"’-#Réﬂéﬂ éz 0 ) OO OO
br 5 = (10) EFRATES

43) Elfr % H
2022 E(E 8) ; 4THL}(T208.2022) WIPOIPCT WO 2022/161502 Al

(51 EfRENHES: @D EEE FRBERY, ZoRkE MMM E R
CO7K 16/28 (2006.01)  CO7K 14/725 (2006.01) {47 : AE, AG, AL, AM, AO, AT, AU, AZ, BA, BB, BG,
CO7K 14/705 (2006.01) BH, BN, BR, BW, BY, BZ, CA, CH, CL, CN, CO, CR, CU,

Q1) EFEES . PCT/CN2022/075302 CZ, DE, DJ, DK, DM, DO, DZ, EC, EE, EG, ES, FI, GB,

B GD, GE, GH, GM, GT, HN, HR, HU, ID, IL, IN, IR, IS, IT,

(22) ErrERIER: 2022 2 A 1 H (01.02.2022) JO, JP, KE, KG, KH, KN, KP, KR, KW, KZ, LA, LC, LK,

@25) BigE=. iy LR, LS, LU, LY, MA, MD, ME, MG, MK, MN, MW, MX,
P ) MY, MZ, NA, NG, NI, NO, NZ, OM, PA, PE, PG, PH, PL,

26) NHIET: L PT, QA, RO, RS, RU, RW, SA, SC, SD, SE, SG, SK, SL,

(30) {54 ST, SV, SY, TH, TJ, TM, TN, TR, TT, TZ, UA, UG, US,
17/164,834 202149F2 H1H (01.02.2021)  US UZ,VC, VN, WS, ZA, ZM, ZW.

63/150,577 2021023171 (17002021 US  (84) g mem (1 5500, TokiE TR
202110877843.X 202147 F30H (30.07.2021) CN {7477 : ARIPO (BW. GIL GM. KE, LR, LS, MW, MZ,

T BRBEAN:FREEYESR GIiD GRAFEST NA, RW, SD, SL, ST, SZ, TZ, UG, ZM, ZW), FIE (AM,
PHI THERAPEUTICS CO.,LTD.) [CN/CN]; HE#F AZ, BY, KG, KZ, RU, TJ, TM), Ek#ll (AL, AT, BE, BG,
T 48 WU MM T VR VT X 1 42 % 658 2 2 B b2 CH, CY, CZ, DE, DK, EE, ES, FI, FR, GB, GR, HR, HU,
F208%, Zhejiang 310056 (CN). IE, IS, IT, LT, LU, LV, MC, MK, MT, NL, NO, PL, PT,

RO, RS, SE, SI, SK, SM, TR), OAPI (BF, BJ, CF, CG, CI,

R = . . W T 4 b
(72) KA : X% U LIV, Lingfeng); 1 [EH7 VT4 i/ CM, GA, GN, GQ, GW, KM, ML, MR, NE, SN, TD, TG).

TR VT X 05 %2 8% 658 52 5 1 2 1 208 =, Zhejiang
310056 (CN). $H13C 8 (ZHONG, Wenting); " [H A mpmngs:
WA U VL X 2 B 658 52 S 245208 — iz Mr 2R (L4 5214 (3)) .
=, Zhejiang 310056 (CN). X i #F(LIU, Liling);  — 43545500 B 551335 (4115, 2(a))
FEITARMNEETLREZRKSS2S
H2HE208%, Zhejiang 310056 (CN).

79 REA: EF=HEEEIDFE L FTJIUN HE LAW
OFFICES); H E b i & B 14k K418 5 4
1K JE20/2, Beijing 100005 (CN).

(54) Title: TARGETED PROTEIN DEGRADATION SYSTEM AND USE THEREOF
(54) KFAAFR: —FhL R & A AR AR S LN

(57) Abstract: An endoplasmic reticulum-based chimeric protein construct for targeted protein degradation and the use thereof, wherein
the chimeric protein construct is used for treating cancers, viral infection diseases, autoimmune diseases, neurodegenerative diseases,
etc. The chimeric protein construct includes a protein binding domain based on an endoplasmic reticulum-associated degradation mech-
anism and a targeting domain. The protein binding domain of the chimeric protein construct based on the ERAD mechanism can be
the transmembrane domain of the endoplasmic reticulum resident protein of a virus or a functional variant thereof and an endoplasmic
reticulum resident domain or a functional variant thereof. The targeting domain of the chimeric protein construct can target any target
proteins of interest, and can be the natural ligand of the target protein, an antibody that specifically recognizes the target protein, or an
antigen-binding fragment thereof. The targeting domain of the chimeric protein construct can also be an antigen that can be specifically
recognized by an antibody.
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