wO 2004/094441 A3 |10 000 0O

The present
conpounds of Fornula (I1):
i nhi bitors,

invention is directed to phosphonic acid
usef ul
conposi tions thereof and nethods for

as serine pr ot ease

(12 NIERNAYONAL ABRINGATOO Y PERLISHEBIUNDER [PHD PANSE OPOHERATEON TREATY (PCT)

di sorders.

(19) World Intellectual Property
Organization
International Bureau

(43) International Publication Date
4 November 2004 (04.11.2004)

(10) International Publication Number

WO 2004/094441 A3

(51) International Patent Classification’: CO7F 9/6509,
9/6558, 9/6561, A61K 31/675, CO7F 9/572, 9/38

(21) International Application Number:

PCT/US2004/011490
(22) International Filing Date: 14 April 2004 (14.04.2004)
(25) Filing Language: English
(26) Publication Language: English

(30) Priority Data:

10/414,782 16 April 2003 (16.04.2003) US
(71) Applicant (for all designated States except US): ORTHO-
MCNEIL PHARMACEUTICAL, INC. [US/US]; U.S.

Route 202, Raritan, NJ 08869 (US).

(72) Inventors; and

(75) Inventors/Applicants (for US only): GRECO, Michael,
N. [US/US]; 1634 Clearbrook Road, Lansdale, PA 19446
(US). ALMOND, Harold, R. [US/US]; 1330 Hanover
Place, Maple Glen, PA 19002 (US). POWELL, Eugene
[US/US]; 4801 Woodspring Drive, Pipersville, PA 18947
(US). DE GARAVILILA, Lawrence [US/US]; 909 Noble
Drive, Downingtown, PA 19335 (US).

(74) Agents: JOHNSON, Philip, S. et al.; One Johnson &
Johnson Plaza, New Brunswick, NJ 08933 (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, KP, KR, KZ, L.C, 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, SD, SL, SZ, TZ, UG, ZM, ZW),
Eurasian (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM), Euro-
pean (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).

Published:
with international search report

(88) Date of publication of the international search report:
13 October 2005

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.

(54) Title: PIPERAZINE CONTAINING PHOSPHONIC ACID COMPOUNDS AS INHIBITORS OF SERINE PROTEASES

0O
T Rg /\\
::/ [// | X l\{\\/N —_—
\\\ q
S A Y
4

Rs\\
P,
Re—0" \o R4

[m)
[

(57) Abstract: The present invention is
directed to phosphonic acid compounds
of Formula (II): useful as serine protease
inhibitors, compositions thereof and
methods for treating inflammatory and
serine protease mediated disorders.
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