2016/001686 A1 |1 000 OO0 0 OO OO 0

(43) International Publication Date

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

(19) World Intellectual Property Ny
Organization é
International Bureau -,

=

\

(10) International Publication Number

WO 2016/001686 A1l

7 January 2016 (07.01.2016) WIPO I PCT
(51) International Patent Classification: bridgeshire CB2 0QQ (GB). SAEB-PARSY, Kourosh
A61K 31/225 (2006.01) A61P 39/06 (2006.01) [GB/GB]; University of Cambridge, Department of Sur-
A61P 9/10 (2006.01) gery, School of Clinical Medicine, Box 202, Level E9, Ad-
ke's Hospital Hills R i idge-
(21) International Application Number: gﬁgzrg%ze (S)QQOEE}IB% ills Road Cambridge Cambridge
PCT/GB2015/051949 '
i . ) (72) Inventors: MURPHY, Michael Patrick; Highfields,
(22) International Filing Date: 3 July 2015 (03.07.2015 Westlet Waterless, Brinkley Road, Newmarket, Cam-
uly 2015 (03.07.2015) bridgeshire CB8 ORD (GB). WORK, Lorraine; Institute
(25) Filing Language: English of Cardiovascular & Medical Sciences College of Veterin-
L ) ary & Life Sciences University of Glasgow MHF GCRC,
(26) Publication Language: English 126 University Place, Glasgow Strathclyde G12 8TA (GB).
(30) Priority Data: FREZZA, Christian; MRC Cancer Cell Unit, University
1411937.4 3 July 2014 (03.07.2014) GB of Can}bridge,. HutChiSOH/MRC Research .Centre, BOX. 197,
Cambridge Biomedical Campus Cambridge Cambridge-
(71) Applicants: MEDICAL RESEARCH COUNCIL shire CB2 0XZ (GB).
[GB/GB]; 2nd Floor David Phillips Building, Polaris . . .
House, North Star Avenue, Swindon Wiltshire SN2 1FL (74) Agent: RICHARDS, William; Turnpike House, 18 Bridge
(GB). THE UNIVERSITY COURT OF THE UNIVER- Street, Frome Somerset BAL1 1BB (GB).
SITY OF GLASGOW [GB/GB]; University Avenue, (81) Designated States (unless otherwise indicated, for every
Glasgow G12 8QQ (GB). kind of national protection available): AE, AG, AL, AM,
(72) Inventors; and AO, AT, AU, AZ, BA, BB, BG, BH, BN, BR, BW, BY,
(71) Applicants : CHOUCHANIL Edward [CA/GB]; Depart- BZ, CA, CH, CL, CN, CO, CR, CU, CZ, DE, DK, DM,

ment of Medicine, Box 157, Level 5, Cambridge Biomed-
ical Campus, Cambridge Cambridgeshire CB2 0QQ (GB).
KRIEG, Thomas [DE/GB]; University of Cambridge, Di-
vision of Cardivascular Medicine, ACCI, Level 6, Box
110, Addenbrooke's Hospital, Hills Road Cambridge Cam-

DO, DZ, EC, EE, EG, ES, FI, GB, GD, GE, GH, GM, GT,
HN, HR, HU, ID, IL, IN, IR, IS, JP, KE, KG, KN, KP, KR,
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, SA, SC,

[Continued on next page]

(54) Title: SUCCINATE DEHYDROGENASE INHIBITORS (SDHi's)

Figure 2 o
continued f in vivo heart
3 - Ak i
T Succinate 7] Citrate
?é@\ 2.5- Fumarate [[} Aconitate
85 ] a-KG
EE 2.
g o
o <
o8 1.5+
=@
o=z
sa 11
= 0.5 N
A
0 izt
+ dimethyl
malonate
Normoxic Ischaemic

risk

(57) Abstract: The invention relates to a succinate dehydrogenase inhibitor or a prodrug and/or a pharmaceutically acceptable salt
thereof for use in the treatment or prevention of reperfusion injury, such as ischemia-repertusion injury, by inhibiting the accumula -
tion of succinate, wherein the inhibitor or prodrug and/or pharmaceutically acceptable salt thereof is a cell-permeable reversible in -
o hibitor of succinate dehydrogenase.



WO 2016/001686 A1 |IIIWAL 00T 0O OO T

84)

SD, SE, SG, SK, SL, SM, ST, SV, SY, TH, TJ, TM, TN,
TR, TT, TZ, UA, UG, US, UZ, VC, VN, ZA, ZM, ZW.

Designated States (unless otherwise indicated, for every

kind of regional protection available). ARTPO (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))



