The present

i nvention relates to a net hod of

reversing left ventricle

renodel i ng by conbi ned adm nistration of therapeutically effective anounts

ranol azi ne and at

| east one co-renodel i ng agent,

whi ch may be an ACE

i nhi bi t or (12)aNTERRBTIONALAPPIFCAFION ®FURISHED UNDER THE PATENT COOPERATION TREATY (PCT)

|CORRECTED VERSION|

006/0531671 A1 |10 U000 000 0T OO O 0

(19) World Intellectual Property Organization
International Bureau

(43) International Publication Date
18 May 2006 (18.05.2006)

fﬂb A0 010

(10) International Publication Number

WO 2006/053161 Al

(51) International Patent Classification:
AGIK 31/495 (2006.01) AGIP 9/00 (2006.01)

(21) International Application Number:
PCT/US2005/040824

(22) International Filing Date:
9 November 2005 (09.11.2005)

English
English

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

(30) Priority Data:
60/626,154 9 November 2004 (09.11.2004) US

(71) Applicant (for all designated States except US): CV
THERAPEUTICS, INC. [US/US]; 3172 Porter Drive,
Palo Alto, CA 94304 (US).

(72) Inventors; and

(75) Inventors/Applicants (for US ornly): BLACKBURN,
Brent [US/US]; 633 Almond Avenue, Los Altos, CA
94022 (US). SABBAH, Hani [US/US]; 1141 Meadowood
Drive, Waterford, MI 48327 (US).

(74) Agents: HARTRUM, J., Elin et al.; CV Therapeutics,
Inc., 3172 Porter Drive, Palo Alto, CA 94304 (US).

(81) Designated States (unless otherwise indicated, for every
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, KM, KN, KP, KR, KZ, LC, LK, LR, LS, LT, LU, LV,
LY, MA, MD, MG, MK, MN, MW, MX, MZ, NA, NG, NI,
NO, NZ, OM, PG, PH, PL, PT, RO, RU, SC, SD, SE, SG,
SK, SL, SM, SY, TJ, TM, TN, TR, TT, TZ, UA, UG, US,
UZ, VC, VN, YU, ZA, 7ZM, 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, IS, IT, LT, LU, LV, MC, NL, PL, PT,
RO, SE, S, SK, TR), OAPI (BF, BJ, CF, CG, CI, CM, GA,
GN, GQ, GW, ML, MR, NE, SN, TD, TG).

Published:
with international search report

(48) Date of publication of this corrected version:
14 September 2006

[Continued on next page]

(54) Title: USE RANOLAZINE IN COMBINATION WITH AT LEAST ONE REMODELING AGENT FOR REVERSING LEFT
VENTRICULAR REMODELING IN THE TREATMENT OF HEART FAILURE

A LV End-Diastolic Volume (ml)

RAN
+ o+

ENA MET

RAN

o (57) Abstract: The present invention relates to a method of reversing left ventricle remodeling by combined administration of
therapeutically effective amounts ranolazine and at least one co-remodeling agent, which may be an ACE inhibitor, an ARB, or a
beta-blocker. The method finds utility in the treatment of heart failure. This invention also relates to pharmaceutical formulations

WO

that are suitable for such combined administration.
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