57016876 A2 I A1 0 0 OO A

Di scl osed are conpounds of the formula or a
phar maceutically acceptable salt or solvate thereof,
wherein Ris-C(O-NR27) (R28) or and the renaining
(12 BYTERSAHONSI: PPASCATEIN PIGHLISHEDIUNDER [FHE PATENA IOORER AIIGO TREATY (PCT)

C{Pé%or%em ﬁlegglap]!fam?er ceut | n’p03| tions conprl SI ng

mul a =x
of treal %ramza gni tive or ,«_/ diIﬂHIHIIHIHIHIIIIHHIHIIItlllllHalHﬂIiIIHIHIHIIIIIIIIIIIIIIIIIIII|I|I|||I|I||I||II|

such as erner's di \,I,@.?«\a\;:;“ di sclosed are

%%{Ta %? onai lgu% 1ca?1 ;gaz?t% Ie::’] Ie (r) 2; d |rr§te 2@%%113‘%?%‘1})%&@ eNumber
A2

(51)
21

(22)
(25)
(26)
(30)

(1)

(72)
(75)

oun orrrul in combinatio
I ti elt 286 nr}il DIIIEOT Ot ne é(}]bnan Loz 92 o )T OGS AND Corey [US/US]; 825
%@8'&‘) PRGGEYSEE" N nhi bi t %]c%an‘%égne e&ﬁ%ﬂe&ﬁe NJ 08836 (US). VOIGT,
Initeniptiénial Applicagon Nombegt er oi dal anti - i ﬂ hRATTRL & ewark Avenue, Union,
and N- et hyl - D- as gaFVaiogedte pt OrNJaﬂtﬁsa@mle\sﬁ,,Yuﬂeng [US/US]; 235 Bast 40th

nfdRkibnaES e DAS € 41ABRE Biok @4.082004AN  aMduiet iy FOC.Ne@ Nirk, DO'AYQ16 (US). HUANG,
Ying [CN/US]; 8 Ivy Terrace, East Brunswick, NJ 08816

Filing Language: English (US). XIA, Yan [US/US]; 66 Tower Road, Edison, NJ
Publication Language: English 08820' (US). (?HACKALAMA'NNIL, Samuel [US/US];

17 Windy Heights Road,, Califon, New Jersey 07830,
Priority Data: (US). GUO, Tao [US/US]; 1606 Dahlia Circle, Dayton,
60/493,987 8 August 2003 (08.08.2003) US NJ 08810 (US). HOBBS, Douglas, W. [US/US]; 1330

University Drive, Yardley, PA 19067 (US). LE, Thuy, X.
Applicants (for all designated States except US): SCHER- fversly nve, Tarcey, 9067 (US). LE, Thuy, X.,

H. [US/US]; 16 Black Gum Drive, Monmouth Junction,
NJ 08852 (US). LOWRIE, Jeffrey, F. [US/US]; 10
COPEIA DRUG DISCOVERY, INC [US/US]: 3000 :{Vyckoff Drive, Pf:nningt'on, NJ 08534 (US). SAIONZ,

urt, W. [US/US]; 508 Linden Place, Cranford, NJ 07016
Hastpark Boulevard, Cranbury, NI 08512 (US). (US). BABU, Suresh, D. [US/US]; 1407 Aspen Drive,
Inventors; and Plainsboro, NJ 08536 (US).

ING CORPORATION [US/US]; 2000 Galloping Hill
Road, Kenilworth, NJ 07033-0530 (US). PHARMA-

Inventors/Applicants (for US only): CUMMING, Jared,

N. [US/US]; 417 Center Street, Garwood, NJ 07027 (74) Agent: LEE, William, Y.; Schering-Plough Corporation,
(US). ISERLOH, Ulrich [DE/US]; 1110 Park Avenue, Patent Department K-6-1 1990, 2000 Galloping Hill Road,
Apt. 2L, Hoboken, NJ 07030 (US). STAMFORD, An- Kenilworth, NJ 07033-0530 (US).

drew [AU/US]; 27 Overlook Road, Chatham Township,

[Continued on next page]

(54)

(57)

Title: CYCLIC AMINE BACE-1 INHIBITORS HAVING A BENZAMIDE SUBSTITUENT

R'is
R14 HKA 0
(D)

(E)

Abstract: Disclosed are compounds of the formula or a pharmaceutically acceptable salt or solvate thereof, wherein R is-C(O)-

& N(R?)(R?®) or and the remaining variables are as defined in the specification. Also disclosed are pharmaceutical compositions

=

comprising the compounds of formula I. Also disclosed are methods of treating cognitive or neurodegenerative diseases such as
Alzheimer’s disease. Also disclosed are pharmaceutical compositions and methods of treating cognitive or neurodegenerative dis-
eases comprising the compounds of formula I in combination with a B-secretase inhibitor other than those of formula I, an HMG-CoA
reductase inhibitor, a gamma-secretase inhibitor, a non-steroidal anti-inflammatory agent, and N-methyl-D-aspartate receptor antag-
onist, a cholinesterase inhibitor or an anti-amyloid antibody.
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