WO 20147132084 A1 | [N 00 O 0000 0 OO0

(43) International Publication Date

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

(19) World Intellectual Property Ny
Organization é
International Bureau %

4 September 2014 (04.09.2014)

WIPOIPCT

AT 0O 0 A

(10) International Publication Number

WO 2014/132084 A1

(51

21

(22)

(25)
(26)
(30)

71

72)

(74)

81

International Patent Classification:
CO7K 7/64 (2006.01) A61K 38/04 (2006.01)

International Application Number:
PCT/GB2014/050612

International Filing Date:

3 March 2014 (03.03.2014)
Filing Language: English
Publication Language: English
Priority Data:
1303681.9 1 March 2013 (01.03.2013) GB
1303685.0 1 March 2013 (01.03.2013) GB
Applicant: UCL BUSINESS PLC [GB/GB]; The Net-

work Building, 97 Tottenham Court Road, London WI1T
4TP (GB).

Inventors: TOWERS, Greg; 147 Graham Road, London
E8 1PD (GB). SELWOOD, David; 50 Fordwich Road,
Welwyn Garden City, Hertfordshire AL8 6EY (GB). RA-
SAIYAAH, Jane; 4 Francis Terrace Mews, Tufnell Park,
London N19 5PW (GB).

Agent: SRINIVASAN, Ravi Chandran; 14 South Square,
Gray's Inn, London, Greater London WCIR 5JJ (GB).

Designated States (unless otherwise indicated, for every
kind of national protection available): AE, AG, AL, AM,

(84

AO, AT, AU, AZ, BA, BB, BG, BH, BN, BR, BW, BY,
BZ, CA, CH, CL, CN, CO, CR, CU, CZ, DE, DK, DM,
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, LT, 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, 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): ARIPO (BW, GH,
GM, KE, LR, LS, MW, MZ, NA, RW, SD, SL, 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))

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))

(54) Title: NON-IMMUNOSUPPRESSIVE CYCLOSPORIN DERIVATIVES AS ANTIVIRAL AGENTS

~

M

-

4000
3000
2000
1000

Infected cells/field

0=
0
Figure 2

o A o
|
x“\ H
N N
N - N .
a /E\ ‘ ] R

.

N/
Rs

o
= L :
B.

( 0 S ¢

. H H

- N N
u)‘\r \HAN W])\RA oy, (31
. ! T
U]

OY%L

or wane (l)

B DHSO
& Compound 1

10 15

Days p.i

(57) Abstract: A cyclosporin derivative which is a compound of formula (I), or a pharmaceutically acceptable salt thereof, for use in
the treatment or prevention of a viral infection: wherein: A represents (F(II)) or (F(IIT)) B represents methyl or ethyl, R, represents
ethyl or isopropyl, R4 represents -CH.CH(CH3)CHs, -CH>CH(CH3)CH,CH3, -CH(CH3)CH3 or -CH(CH3)CH,CH3, and either (a) one
of R; and Ry« represents hydrogen and the other represents methyl, and Rj represents -Ls-Gs, or (b) one of R; and R+ represents hy-
drogen and the other represents -Li-G1, and Rs represents H, wherein L; and Ls represent a direct bond, a C;-Cs alkylene group or a
C,-Cs alkenylene group; and G, and Gs represent a hydrogen atom, a -COOR' group, or a phenyl moiety which is unsubstituted or
substituted by one, two or three substituents selected from a halogen atom, a -COOR' group, a -CONR'R" group, a hydroxyl group, a
Ci-Cs alkyl group and a C;-Cs alkoxy group, wherein R' and R" are the same or different and represent hydrogen or a C;-Cs alkyl
group, provided that (a) G, does not represent a hydrogen atom when Li represents a direct bond or methylene, and (b) G3 does not
represent a hydrogen atom when L; represents a direct bond or methylene.



