The present
structure of Fornula I:

to 5; RL is optionally substituted al kyl,

invention relates to C onpounds having the
wherein n is an integer froml

al kenyl ,

(122INOERYATIONYIC ARFANGATIION RIFBLISHEGINDER THE PYTENTINOOBERENGN TREATY (PCT)

aral kyl , al koxy, aryl oxy,

(19) Wogld a#tﬂl@ﬁydﬂ Proplett Qraahizatign
cycl élmflwpnal BIRARS,
- NHSQ2 R4

i

cyano,

Ryl oxy or al kynyl oxy;

-NHC( ’7,;’:‘

C( W /
ORSPCI C—O) %‘;’%
am di no o

R2

IWWWWI;{I&@WEI A O

ef;heciat?onﬁlumber

0235 Al

(51) LIte\MLﬁE Ir:lteﬁdcﬁssﬁiéjﬂo yl,
C%)é 18B6RIOCY,

al kenyl ,
07/45'@60@ pgaryl,

al é‘éfoﬂbﬁg ’Kri(s;})ﬂg |c8§}1|y kéﬂrgaon Haryana 122001

6([1\@ METI Sreedhara, Rao [IN/IN]; Apartment No.

tzeswsazogsloa)l kytosp botse@eyg| y aI kydo1, Qnahﬂayclhloeghkyloalzkyelcmr -43, Gurgaon,
C@mw?mzw%am | n¢’0ége?f9/9€)@®6 OR5 is hyI@ry@geWOer(INRKAY Fbhijig IN/IN]; Sector C-1,

B 26812 (26000

hydr o gl?éaﬁNO

Vasant Kunj, New Delhi, Delhi 110070

REo.pgy
g; 9%'333?:2;1 af%ﬁ B oar v ) AN i o 3

11/06 (2006.01)
CO7D 211/88 (2006.01)

(21) International Application Number:
PCT/IB2006/000349

(22) International Filing Date:
21 February 2006 (21.02.2006)

(25) Filing Language: English

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

380/Del/2005 22 February 2005 (22.02.2005) IN

(71) Applicant (for all designated States except US): RAN-
BAXY LABORATORIES LIMITED [IN/IN]; Plot No.
90, Sector 32, Gurgaon, Haryana 122001 (IN).

(72) Inventors; and

(75) Inventors/Applicants (for US only): PALLE, Venkata,
P. [US/IN]; Sylvan Heights Sanewadi, Aundh, Pune,
Maharashtra 411007 (IN). SATTIGERI, Viswajanani,
Jitendra [IS/IN]; N-323, Vijayrattan Vihar, Gurgaon,
Haryana 122001 (IN). KHERA, Manoj, Kumar [IN/IN];

(74) Common Representative: RANBAXY LABORATO-
RIES LIMITED; c/o DESHMUKH, Jay R., 600 College
Road East, Suite 2100, Princeton, New Jersey 08540 (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

[Continued on next page]

(54) Title:
TREATMENT OF ASTHMA AND OTHER DISEASES

R1

5-PHENYL-PENTANOIC ACID DERIVATIVES AS MATRIX METALLOPROTEINASE INHIBITORS FOR THE

ASO

0]
R3 aH
AACH)n

9

A1 | 0 0 OO

(57) Abstract: The present invention relates to C ompounds having the structure of Formula I: wherein n is an integer from 1 to
5; R, is optionally substituted alkyl, alkenyl, alkynyl, cycloalkyl, aryl, heterocyclyl, heteroaryl, aralkyl, alkoxy, aryloxy, alkeny-
loxy or alkynyloxy; R, is alkenyl, allcynyl, aryl, heterocyclyl, heteroaryl, cycloalkyl, NR4Rs, -NHC(=Y)R,, - NHC(=Y)NRsR,,
-NHC(=0O)OR,, -NHSO,R,, C(=Y)NR,Rs, C(=0)OR¢ [wherein Y is oxygen or sulphur], ORs, -O(C=0)NR4R;s, O-acyl, S(O),Rq4,
-SO,N(Ry),, cyano, amidino or guanidino [wherein Ry is alkyl, alkenyl, alkynyl, cycloalkyl, aryl, heterocyclyl, heteroaryl, aralkyl,
&\ heteroarylalkyl, heterocyclylalkyl or cycloalkylalkyl and m is an integer 0-2; Rs is hydrogen or Ry; Ry is Ry or -SO,N(Ry); and Rg
c is hydrogen, alkyl, cycloalkyl, aralkyl, heteroarylalkyl, heterocyclylalkyl or cycloalkylalkyl]; Rs is hydrogen, fluorine, alkyl, cy-
@ cloalkylalkyl or aralkyl; A is OH, OR,, -OC(=0)NR,Rs, O-acyl, NH,, NR4Rs, -NHC(=Y)R,, -NHC(=Y)NRsR,, - NHC(=O)OR,,
-NHSO,R,, and to processes for the synthesis of the same. This invention also relates to pharmacological compositions containing
& the compounds of the present invention, and methods of treating asthma, rheumatoid arthritis, COPD, rhinitis, osteoarthritis, psoriatic

arthritis, psoriasis, pulmonary fibrosis pulmonary inflammation, acute respiratory distress syndrome, perodontitis, multiple sclerosis,
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gingivitis, atherosclerosis, neointimal proliferation, which leads to restenosis and ischemic heart failure, stroke, renal diseases, tumor
metastasis, and other inflammatory disorders characterized by over-expression and over-activation of an matrix metalloproteinase,
using the compounds.
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