The present invention discloses novel conmpounds which
have HCV protease inhibitory activity as well as
phar maceuti cal conpositions conprising such conpounds
(122 INTERBATIONSL SPPLUGATIGN PUBEASHED UNDER (THE PAIING @O©OPERATION TREATY (PCT)

associ ated with the HCV protease.

t(19 voald| IytellealLRbepeaty 1 5- 20
t he gedeaiizatigny uct ure of
wher dptgmagtional Bureaup] | R1,

(43) International Publication Date

The novel conpounds
macr ocycl e and have

;;\r L

(10) International Publication Number

7 April 2005 (07.04.2005) PCT WO 2005/030796 Al
(51) International Patent Classification’: CO7K 5/12, (74) Agent: KALYANARAMAN, Palaiyur, S.; Scher-
CO7D 245/00, A61K 38/12 ing-Plough Corporation, 2000 Galloping Hill Road, Mail
Stop K-6-1 1990, Kenilworth, NJ 07033-0530 (US).
(21) International Application Number: . s
PCT/US2004/031136 (81) Designated States (unless otherwise indicated, for every

(22) International Filing Date:
23 September 2004 (23.09.2004)

(25) Filing Language: English

(26) Publication Language: English
(30) Priority Data:

60/506,637 26 September 2003 (26.09.2003) US

(71) Applicant (for all designated States except US): SCHER-
ING CORPORATION [US/US]; 2000 Galloping Hill
Road, Kenilworth, NJ 07033-0530 (US).

(72) Inventors; and

(75) Inventors/Applicants (for US only): VENKATRAMAN,
Srikanth [IN/US]; 35 Roanoke Street, Woodbridge,
NJ 07095 (US). NJOROGE, F., George [US/US]; 11
Softwood Way, Warren, NJ 07059 (US). WU, Wanli
[CN/US]; 41B Alva Court, Edison, NJ 08817 (US). GIRI-
JAVALLABHAN, Viyyoor, M. [US/US]; 10 Maplewood
Drive, Parsippany, NJ 07054 (US). MCKITTRICK,
Brian [US/US]; 14 Millbrook Road, New Vernon, NJ
07976 (US). SU, Jing [US/US]; 1398 Graymill Drive,
Scotch Plains, NJ 07076 (US). VELASQUEZ, Francisco
[MX/US]; 4 Alexandra Way, Clinton, NJ 08809 (US).
PINTO, Patrick, A. [US/US]; 34 Battle Ridge Road,
Morris Plains, NJ 07950 (US).

kind of national protection available): AE, AG, AL, AM,
AT, AU, AZ, BA, BB, BG, BR,BW, BY, BZ, CA, CH, CN,
CO, CR, CU, CZ, DE, DK, DM, DZ, EC, EE, EG, ES, FI,
GB, GD, GE, GH, GM, HR, HU, ID, IL, IN, IS, JP, KE,
KG,KP,KR,KZ,LC, LK, LR, LS, LT, LU, LV, MA, MD,
MG, MK, MN, MW, MX, MZ, NA, NI, NO, NZ, OM, PG,
PH, PL, PT, RO, RU, SC, SD, SE, SG, SK, SL, SY, TJ, TM,
TN, TR, TT, TZ, UA, UG, US, UZ, VC, VN, YU, ZA, ZM,
ZW.

(84) Designated States (unless otherwise indicated, for every
kind of regional protection available): ARIPO (BW, GH,
GM, KE, LS, MW, MZ, NA, SD, SL, SZ, TZ, UG, ZM,
ZW), Eurasian (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM),
European (AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES, FI,
FR, GB, GR, HU, IE, IT, LU, MC, NL, PL, PT, RO, SE, SI,
SK, TR), OAPI (BF, BJ, CF, CG, CI, CM, GA, GN, GQ,
GW, ML, MR, NE, SN, TD, TG).

Declaration under Rule 4.17:
— asto the applicant’s entitlement to claim the priority of the
earlier application (Rule 4.17(iii)) for all designations

Published:

—  with international search report

—  before the expiration of the time limit for amending the
claims and to be republished in the event of receipt of
amendments

For two-letter codes and other abbreviations, refer to the "Guid-
ance Notes on Codes and Abbreviations” appearing at the begin-
ning of each regular issue of the PCT Gazette.

M

0]

005/030796 A 1|00 0 0 00 O 0

(54) Title: MACROCYCLIC INHIBITORS OF HEPATITIS C VIRUS NS3 SERINE PROTEASE

L.\ N R'
N
[ T “

[p]
i [Xl/

o (57) Abstract: The present invention discloses novel compounds which have HCV protease inhibitory activity as well as pharmaceu-
tical compositions comprising such compounds and methods of using them to treat disorders associated with the HCV protease. The
novel compounds typically include a 15-20 member macrocycle and have the general structure of structural Formula (1): wherein

7, L', M’, Ry, X and D are defined herein.



