wo 20217113820 A1 |00 TR0 R O

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

A

=

(19) World Intellectual Property
Organization
International Bureau
(43) International Publication Date
10 June 2021 (10.06.2021)

(10) International Publication Number

WO 2021/113820 A1

WIPO I PCT

(51) International Patent Classification:
AG61K 38/19 (2006.01) AG61K 38/17 (2006.01)
CO7K 16/28 (2006.01)

(21) International Application Number:
PCT/US2020/063617

(22) International Filing Date:
07 December 2020 (07.12.2020)

English
English

(25) Filing Language:
(26) Publication Language:

(30) Priority Data:
62/944.963 06 December 2019 (06.12.2019) US

(71) Applicant: GENEVANT SCIENCES GMBH [CH/CH],
Viadukstrasse 8, 4051 Basel (CH).

(72) Inventors; and

(71) Applicants: HEYES, James [GB/CA]; c/o Genevant
Sciences, Inc., 245 Main Street, 2nd Floor, Cambridge,
Massachusetts 02142 (US). HOLLAND, Richard J.
[GB/CA]; c/o Genevant Sciences, Inc., 245 Main Street,
2nd Floor, Cambridge, Massachusetts 02142 (US). WOOD,
Mark [CA/CA], c/o Genevant Sciences, Inc., 245 Main
Street, 2nd Floor, Cambridge, Massachusetts 02142 (US).
MARTIN, Alan D. [CA/CA]; c/o Genevant Sciences,
Inc., 245 Main Street, 2nd Floor, Cambridge, Massa-
chusetts 02142 (US). ESAU, Christine [US/US], c/o

Genevant Sciences, Inc., 245 Main Street, 2nd Floor, Cam-
bridge, Massachusetts 02142 (US). SCHWARZ, Margrit
[US/US]; ¢/o Genevant Sciences, Inc., 245 Main Street,
2nd Floor, Cambridge, Massachusetts 02142 (US). YE, Xin
[CN/CA]J; c/o Genevant Sciences, Inc., 245 Main Street, 2nd
Floor, Cambridge, Massachusetts 02142 (US). LI, Alice
[CA/CA]; c/o Genevant Sciences, Inc., 245 Main Street, 2nd
Floor, Cambridge, Massachusetts 02142 (US). PASETKA,
Chris Justin [CA/CA]; c/o Genevant Sciences, Inc., 245
Main Street, 2nd Floor, Cambridge, Massachusetts 02142
(US). CROWE, David [US/US]; c/o Genevant Sciences,
Inc., 245 Main Street, 2nd Floor, Cambridge, Massachu-
setts 02142 (US). TYLER, Steven [US/US]; c/o Genevant
Sciences, Inc., 245 Main Street, 2nd Floor, Cambridge,
Massachusetts 02142 (US).

Agent: MALEN, Peter L. et al.; Viksnins Harris Padys
Malen LLP, 7851 Metro Parkway, Suite 325, Bloomington,
Minnesota 55425 (US).

(74)

(81) Designated States (unless otherwise indicated, for every
kind of national protection available). AE, AG, AL, AM,
AQ, AT, AU, AZ, BA, BB, BG, BH, BN, BR, BW, BY, BZ,
CA, CH, CL, CN, CO, CR, CU, CZ,DE, DJ, DK, DM, DO,
DZ, EC, EE, EG, ES, FI, GB, GD, GE, GH, GM, GT, HN,
HR, HU, ID, IL, IN, IR, IS, IT, JO, JP, KE, KG, KH, KN,
KP, KR, KW, KZ, LA, LC,LK, LR, LS, LU, LY, MA, MD,
ME, MG, MK, MN, MW, MX, MY, MZ, NA, NG, NI, NO,
NZ, OM, PA, PE, PG, PH, PL, PT, QA, RO, RS, RU, RW,

(54) Title: CONJUGATES AND METHODS FOR TREATING LIVER FIBROSIS

FIGURE 4

HEBM 7R3 mBENA in NHP Ly
14 days Post-Dose

Mormaiized HSDI7R1Z mRNA
% Saline Controd)

& 0 0 0 00
&Q N PN &S 8 .
S
o Treatmant

Cnp-way ANCOA with Tis
t performed o
data; meankEEM

(57) Abstract: Provided herein are certain nucleic acids (e.g., dou-
ble stranded siRNA molecules), as well as conjugates that comprise
a targeting moiety, a double stranded siRNA, and optional linking
groups. Certain embodiments also provide synthetic methods useful
for preparing the conjugates. The conjugates are useful to treat cer-
tain diseases, such as liver fibrosis, e.g., in the setting of NASH or
ASH.
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