Title:

Dl SEASE Abstract:

(4- PHENYL) PI PERI DI N- 3- YL- PHENYLCARBOXYLATE DERI VATI VES AND RELATED
COMPOUNDS AS BETA- SECRETASE | NHI BI TORS FOR THE TREATMENT OF ALZHElI MER S

The invention relates to substituted piperidine

pi per azi n@?) INDERNADIGNA® AZPIICATION RUBRIROED YD RROFHECUMENST CRGHERATION TRBATY (PCT)
treatnment of Al zheiner's di sease and nore specifically to conmpounds that

are capabl e of inhibiting beta-secretgase
pr ecur sqI9) Wodld @ittllettoal Propeidr@reasytion d
conponent of thenamybai Bur@bhaques f oulg
sufferers.

0O 03/043987 A3

(43) International Publication Date
30 May 2003 (30.05.2003)

Zr

e flufngi kAR

PCT

an enzyne that cleaves anyloid

(10) International Publication Number

WO 03/043987 A3

(51) International Patent Classification”>  A61K 31/451,

CO7D 211/42, 407/04, 413/04
(21) International Application Number: PCT/US02/37037
(22) International Filing Date:
19 November 2002 (19.11.2002)

(25) Filing Language: English

(26) Publication Language: English

(30) Priority Data:
60/332,708
60/383,167

19 November 2001 (19.11.2001)
24 May 2002 (24.05.2002)

Us
Us
(71) Applicants (for all designated States except US): ELAN
PHARMACEUTICALS, INC. [US/US]; 800 Gate-
way Boulevard, South San Francisco, CA 94080 (US).
PHARMACIA & UPJOHN COMPANY [US/US]; 301
Henrietta Street, Kakamazoo, MI 49007 (US).

(72)
(75)

Inventors; and

Inventors/Applicants (for US only): JOHN, Varghese
[US/US]; 1722 - 18th Avenue, San Francisco, CA 94122
(US). MOON, Joseph, B. [US/US]; 2203 Sheffield
Drive, Kalamazoo, MI 49008 (US). PULLEY, Shon, R.
[US/US]; 13850 Kellogg School Road, Hickory Corners,
MI 49060 (US). RICH, Daniel, H. [US/US]; 2978 Woods
Edge Way, Madison, WI 53711 (US). BROWN, David, L.
[US/US]; 15504 Twingate, Chesterfield, MO 63017 (US).
JAGODZINSKA, Barbara [US/US]; 1485 Kentfield
Avenue, Redwood City, CA 94061 (US). JACOBS, Jon,
S. [US/US]; 103 Merriweather Lane, Kalamazoo, MI
49006 (US).

(74) Agent: TULLY, Paul, S.; McDonnell Boehnen Hulbert
Berghoff, 300 South Wacker Drive, Suite 3200, Chicago,
IL 60606 (US).

(81) Designated States (national): AE, AG, AL, AM, AT, AU,
AZ,BA, BB, BG, BR, BY, BZ, CA, CH, CN, CO, CR, CU,
CZ, DE, DK, DM, DZ, EC, EE, 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, NO, NZ, OM, PH, PL, PT, RO, RU, SD, SE, SG,
SI, SK, SL, TJ, TM, TN, TR, TT, TZ, UA, UG, US, UZ,
VN, YU, ZA, 7ZM, ZW.

(84) Designated States (regional): ARIPO patent (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,
ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE, SK,
TR), OAPI patent (BF, BJ, CF, CG, CI, CM, GA, GN, GQ,
GW, ML, MR, NE, SN, TD, TG).

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

(88) Date of publication of the international search report:
10 July 2003

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: (4-PHENYL) PIPERIDIN-3-YL-PHENYLCARBOXYLATE DERIVATIVES AND RELATED COMPOUNDS AS
BETA-SECRETASE INHIBITORS FOR THE TREATMENT OF ALZHEIMER’S DISEASE

(57) Abstract: The invention relates to substituted piperidine piperazine, morpholine and thiomorpholine compounds useful in the
treatment of Alzheimer’s disease and more specifically to compounds that are capable of inhibiting beta-secretase, an enzyme that
cleaves amyloid precursor protein to produce amyloid beta peptide (A-beta), a major component of the amyloid plaques found in the

brains of Alzheimer’s sufferers.



