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(57) Abstract: The present disclosure is directed to bifunctional small molecules which contain a circulating protein binding moiety
(CPBM) linked through a linker group to a cellular receptor binding moiety (CRBM) which is a membrane receptor of degrading
cell such as a hepatocyte or other degrading cell. In certain embodiments, the (CRBM) is a moiety which binds to asialoglycoprotein
receptor (an asialoglycoprotein receptor binding moiety, or ASGPRBM) of a hepatocyte. In additional embodiments, the (CRBM) is
a moiety which binds to a receptor of other cells which can degrade proteins, such as a LRP1, LDLR, FcyRI, FcRN, Transferrin or
O Macrophage Scavenger receptor.

2023/178202 A3 |0 000 0 0O O 00

[Continued on next page]



WO 2023/178202 A3 |1} 1IN 0IDE 00000 00

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).

Published:

—  with international search report (Art. 21(3))

—  before the expiration of the time limit for amending the
claims and to be republished in the event of receipt of
amendments (Rule 48.2(h))

—  with sequence listing part of description (Rule 5.2(a))

(88) Date of publication of the international search report:
26 October 2023 (26.10.2023)



