wo 20217229571 A1 | AT 0000 TR0 00O O

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

World Intellectual Propert J
(yner Organisation > 0 010 R A 0 OO

International Bureau

/ (10) International Publication Number
(43) International Publication Date = WO 2021/229571 Al
18 November 2021 (18.11.2021) WIPRPO | PCT
(51) International Patent Classification: SA, SC, SD, SE, SG, SK, SL, ST, SV, SY, TH, TJ, TM, TN,
CO7D 233/90 (2006.01) A61K 31/454 (2006.01) TR, TT, TZ, UA, UG, US,UZ, VC, VN, WS, ZA, ZM, ZW.

CO7D 401/10 (2006.01) AGIP 35/00 (2006.01)
CO7D 401/04 (2006.01) AGIP 25/32 (2006.01)
CO7D 413/10 (2006.01) AGIP 31/12 (2006.01)
CO7D 413/12 (2006.01) AGIP 1/16 (2006.01)
AGIK 31/4164 (2006.01)  AGIP 3/00 (2006.01)
AGIK 314178 (2006.01)  AG1P 25/00 (2006.01)
AGIK 31/4439 (2006.01)  AG6IP25/18 (2006.01)
AGIK 31/506 (2006.01) AGIP 25/24 (2006.01)
AGIK 31/501 (2006.01) AGIP 25/22 (2006.01)
AGIK 31/497 (2006.01) AGIP 29/00 (2006.01)
AGIK 31/5377 (2006.01)  A61P 37/00 (2006.01)
AGIK 31/496 (2006.01)

(84) Designated States (unless otherwise indicated, for every
kind of regional protection available): ARIPO (BW, GH,
GM, KE, LR, LS, MW, MZ, NA, RW, 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, FL, FR, GB, GR, HR, HU, 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, CM, GA, GN, GQ, GW,
KM, ML, MR, NE, SN, TD, TG).

Published:
—  with international search report (Art. 21(3))
(21) International Application Number:

PCT/IL2021/050541

(22) International Filing Date:
12 May 2021 (12.05.2021)

(25) Filing Language: English
(26) Publication Language: English
(30) Priority Data:
PCT/IL2020/050524
14 May 2020 (14.05.2020) IL
(71) Applicant: METABOMED LTD [IL/IL]; 18 HaKishon St,
81220 YAVNE (IL).

(72) Inventors: NAKACHE, Philippe; Etzel 19, 7401450
Ness Ziona (IL). EREZ, Omri; HaRaaz Street 3, APT
8, 7631003 Rehovot (IL). BOTTI, Simone; HaNassi
HaRishon Street 52b, apt 32, 7630242 Rehovot (IL).
GOUTOPOULOS, Andreas; 73 Worcester St. Apt 5,
Boston, Massachusetts, 02118 (US). FINCH, Harry; The
Haven, Appley Wood Corner, Haynes, Bedfordshire MK45
3QQ (GB).

(74) Agent: COHEN, Mark S. et al.; PEARL COHEN ZEDEK
LATZER BARATZ, P.O. Box 7198, 6107121 Tel Aviv
(IL).

(81) Designated States (unless otherwise indicated, for every
kind of national protection available). AE, AG, AL, AM,
AOQ, 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: IMIDAZOLE 3-OXIDE DERIVATIVE BASED ACSS2 INHIBITORS AND METHODS OF USE THEREOF

(57) Abstract: The present invention relates to novel ACSS2 inhibitors having activity as anti-cancer therapy, treatment of alcoholism,
and viral infection (e.g., CMV), composition and methods of preparation thereof, and uses thereof for treating viral infection, alcoholism,
alcoholic steatohepatitis (ASH), non-alcoholic steatohepatitis (NASH), obesity/weight gain, anxiety, depression, post-traumatic stress
disorder, inflammatory/autoimmune conditions and cancer, including metastatic cancer, advanced cancer, and drug resistant cancer of
various types.



