2- Aryl

or

substituted benzi m dazol es and i m dazo[ 4, 5] pyridines of forrmula (1)
are discl osed as

i nhibitors of Cdsl and usef ul

radi ation therapy in the treatnment of cancer.

as adjuvants to chenot herapy
wherein Wis COOH,

- ( CO) NHR? {12) ISTERNASOMNAP)ARPIRCATIAR PUBKISHEWUNIER PHEFARHNT CADHERANONITREAY RaP) and

Rb? are H or

CRc? with the pr

2 of Rcfﬂm@tﬂdﬁ'éelwa?'é’
consiting of
selected fromthe
NH, CONR?2,¢3il
is an aromat i%

3/032984 Al

hal ogen;

Y, Y17 and Y2? are
oviso that 0, 1 or

[ ndependent |y selected from N and
Y1? and Y2? are N and at

| east

ALY PEgonizatian |
-H Interwna

prein

APHEPOLEAYEEINRd i n t hePEIThi ns.

“I?IHIHIIIIIH?@{[_@E |ﬁmm|||||@mugm|ﬁ||@nmmw

“2al kyl , - B
group consi sting of &= SO2?, SO2?NR?2, NR?2SO27?,
a&qnﬁ' dibliqation Date c oy gl en bond @?3

WO bshasoss AT A

(51) International Patent Classification’:

(21) International Application Number:

(25) Filing Language:

(26) Publication Language:

(71) Applicant:

(72) Inventors: ARIENTIL, Kristen,

A61K 31/4184,
31/4439, 31/437, 31/496, 31/5377, COTD 235/18, 471/04,
401/04, 401/10, 295/12, 295/14, 401/12, 405/12

PCT/US02/33371

(22) International Filing Date: 18 October 2002 (18.10.2002)

English

English

(30) Priority Data:

60/330,304 19 October 2001 (19.10.2001) US
ORTHO-MCNEIL PHARMACEUTI-
CAL,INC. [US/US]; US Route 202, PO Box 300, Raritan,

NJ 08869-0602 (US).

L.; 8255 Pasadena Ave.,
LaMesa, CA 91941 (US). AXE, Frank, U.; 1250 Birch
Ave., Escondido, CA 92026 (US). BREITENBUCHER,
J., Guy; 2433 North Summit Circle Glen, Escondido, CA

4

@8n

34

92026 (US). HUANG, Liming; 12788 Adolphia Court,
San Diego, CA 92129 (US). LEE, Alice; 8530 Costa Verde
Blvd., #1408, San Diego, CA 92122 (US). MCCLURE,
Kelly, J.; 10971 Westmore Circle, San Diego, CA 92126
(US).

Agents: JOHNSON, Philip, S. et al.; JOHNSON &
JOHNSON, 1 Johnson & Johnson Plaza, New Brunswick,
NJ 08933 (US).

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, UZ, VC,
VN, YU, ZA, 7ZM, ZW.

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,

[Continued on next page]

;

(54) Title: 2-PHENYL BENZIMIDAZOLES AND IMIDAZO-[4,5]-PYRIDINES AS CDSI/CHK2-INHIBITORS AND ADJU-
VANTS TO CHEMOTHERAPY OR RADIATION THERAPY IN THE TREATMENT OF CANCER

10b

9b 11b 126

4a 9a{10a/11a/12a

3—>

i
i

il O

1—>

2—>

30

[ H 1 L

20 T I|

|

9 10 11 12
6

(57) Abstract: 2-Aryl substituted benzimidazoles and imidazo[4,5]pyridines of formula (I) are disclosed as inhibitors of Cdsl
and useful as adjuvants to chemotherapy or radiation therapy in the treatment of cancer. wherein W is COOH, -(CO)NHR?1;, or
-(SO=;27)NHR?1; R?1; is H or C;1-4%alkyl; Q is N or CH; Rza? and R;b? are H or halogen; Y, Y;1? and Y27 are independently
selected from N and C-R;c? with the proviso that 0, 1 or 2 of Y, Y4 1? and Y;2? are N and at least 2 of R;c? must be hydrogen;

O R;c? are independently selected from the group consiting of -H, -OH, -C;1-6%alkyl, -SCF;37?, halo, -CF;3? and -OCF;3?; Z is

selected from the group consisting of O, S, SO, SO;27, SO;27NR?72;, NR?2;S0;27, NH, CONR?2;, piperazin-diyl or a covalent
bond; R72; is H or C; 1-4%alkyl; AR;1? is an aromatic group as defined in the claims.
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