2004/048377 A2 I L0 Y0 O 0O

In one aspect, the present

i nventi on

is directed to a

one pot nethod of preparing internedi ates of Formul a

(V), which are useful

i n maki ng i nhibitors of

12 hﬂ@pﬁ@ﬂogsﬂ; APPASEATAON PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT)

(19) World Intellectual Property
Organization
International Bureau

(43) International Publication Date

(10) International Publication Number

WO 2004/048377 A2

10 June 2004 (10.06.2004) PCT
(51) International Patent Classification’: C07D 471/04
(21) International Application Number:
PCT/US2003/036806

(22) International Filing Date:
18 November 2003 (18.11.2003)

(25) Filing Language: English

(26) Publication Language: English

(30) Priority Data:
60/428,315
60/472,655

Us
Us

22 November 2002 (22.11.2002)
22 May 2003 (22.05.2003)

(71) Applicant (for all designated States except US): MERCK
& CO., INC. [US/US]; 126 East Lincoln Avenue, Rahway,
NJ 07065-0907 (US).

(72) Inventors; and

(75) Inventors/Applicants (for US only): ALBANEZE-

(74)

(81)

(34)

WALKER, Jennifer [US/US]; 126 East Lincoln Av-
enue, Rahway, NJ 07065-0907 (US). MURRY, Jerry,
Anthony [US/US]; 126 East Lincoln Avenue, Rahway,
NJ 07065-0907 (US). SOHEILI, Arash [US/US]; 126
East Lincoln Avenue, Rahway, NJ 07065-0907 (US).
SPRINGFIELD, Shawn, A. [US/US]; 126 East Lincoln
Avenue, Rahway, NJ 07065-0907 (US).

Common Representative: MERCK & CO., INC.; 126
East Lincoln Avenue, Rahway, NJ 07065-0907 (US).

Designated States (national): 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, KR,
K7, LC, LK, LR, LS, LT, LU, LV, MA, MD, MG, MK,
MN, MW, MX, MZ, 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.

Designated States (regional): ARIPO patent (BW, GH,
GM, KE, LS, MW, MZ, SD, SL, SZ, TZ, UG, ZM, ZW),
Eurasian patent (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM),
European patent (AT, BE, BG, CH, CY, CZ, DE, DK, EE,

[Continued on next page]

(54) Title: METHOD OF PREPARING INHIBITORS OF PHOSPHODIESTERASE-4

O
A N
P
N~ N
ﬁa
\Y
OOj
= N
| L | H
N N
N -
\N+/
IX \/

O

OR!'

O O :
= N
L] H
N” "N
AN
=N
IXa \/

O (57) Abstract: In one aspect, the present invention is directed to a one pot method of preparing intermediates of Formula (V), which
are useful in making inhibitors of phosphodiesterase-4: The present invention is also directed to a method of preparing phosphodi-

esterase inhibitors comprising the Formula (IX, IXa)




The present invention is also directed to a nethod of
prepari ng phosphodi esterase inhibitors conprising the
Formula (IX, IXa)
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