woO 2007/063013 A1 |10 T 00 00 0O 0O

There is provided a conpound of forrmula (1) and the
phar maceutical ly acceptable salts and esters thereof

wherein X1 , X2, Rl , R2, R3,

R4, R5 and R6 are herein

(120 BIERN A ANAIT REPLOOYTPQUPICHS. 1SN UNDER AU E PATENT CROPERATION TREATY (PCT)

anti cancer agents.

(19) World Intellectual Property Organization { f"
International Bureau

(43) International Publication Date
7 June 2007 (07.06.2007)

) IO O T 0 0

(10) International Publication Number

WO 2007/063013 Al

(51) International Patent Classification:

CO07D 233/22 (2006.01) CO7D 471/04 (2006.01)
CO7D 233/26 (2006.01) CO7D 487/04 (2006.01)
CO7D 401/06 (2006.01) AG6IK 31/4164 (2006.01)
CO7D 403/06 (2006.01) AGIK 31/496 (2006.01)
CO7D 407/12 (2006.01) AG6IP 35/00 (2006.01)

CO7D 409/12 (2006.01)

(21) International Application Number:
PCT/EP2006/0687438

(22) International Filing Date:
22 November 2006 (22.11.2006)

(25) Filing Language: English

(26) Publication Language: English

(30) Priority Data:
60/741,223
60/852,747

1 December 2005 (01.12.2005)
19 October 2006 (19.10.2006)

UsS
UsS
(71) Applicant (for all designated States except US): K. HOFF-
MANN-LA ROCHE AG [CH/CH]; Grenzacherstrasse
124, CH-4070 Basel (CH).

(72)
(75)

Inventors; and

Inventors/Applicants (for US only): DING, Qingjie
[US/US]; 23 Sterling Drive, Bridgewater, New Jersey
08807 (US). GRAVES, Bradford James [US/US]; 216
Highfield Lane, Nutley, New Jersey 07110 (US). KONG,
Norman [CA/US]; 12 Klimback Court, West Caldwell,
New Jersey 07006 (US). LIU, Jin-Jun [US/US]; 50
Highmount Avenue, Warren, New Jersey 07059 (US).
LOVEY, Allen John [US/US]; 6 Hamilton Drive South,
North Caldwell, New Jersey 07006 (US). PIZZOLATO,
Giacomo [US/US]; 194 Forest Avenue, Glen Ridge, New
Jersey 07028 (US). ROBERTS, John Lawson [US/US];

9 Glenside Drive, Budd Lake, New Jersey 07828 (US).
SO, Sung-Sau [CN/US]; 6 Wilmington Drive, Nutley,
New Jersey 07110 (US). VU, Binh Thanh [US/US]; 1
Willow Lane, North Caldwell, New Jersey 07006 (US).
WOVKULICH, Peter Michael [US/US]; 124 Rhoda
Avenue, Nutley, New Jersey 07110 (US).

(74) Agent: KLEIN, Thomas;

CH-4070 Basel (CH).

Grenzacherstrasse 124,

(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, GT, HN, HR, HU, ID, IL, IN, IS,
JP, KE, KG, KM, KN, KP, KR, KZ, LA, LC, LK, LR, LS,
LT, LU, LV, LY, MA, MD, MG, MK, MN, MW, MX, MY,
MZ, NA, NG, NI, NO, NZ, OM, PG, PH, PL, PT, RO, RS,
RU, SC, SD, SE, SG, SK, SL, SM, SV, SY, TJ, TM, TN,
TR, TT, TZ, UA, UG, US, UZ, VC, VN, ZA, ZM, ZW.
(84) Designated States (unless otherwise indicated, for every
kind of regional protection available): ARIPO (BW, GH,
GM, KE, LS, MW, MZ, NA, SD, SL, SZ, TZ, UG, ZM,
ZW), Eurasian (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM),
European (AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES, FI,
FR, GB, GR, HU, IE, IS, IT, LT, LU, LV, MC, NL, PL, PT,
RO, SE, S, SK, TR), OAPI (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

Fortwo-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 Gagzette.

(54) Title: 2,4,5-TRIPHENYL IMIDAZOLINE DERIVATIVES AS INHIBITORS OF THE INTERACTION BETWEEN P53
AND MDM?2 PROTEINS FOR USE AS ANTICANCER AGENTS

X

(57) Abstract: There is provided a compound of formula (I) and the
1 pharmaceutically acceptable salts and esters thereof wherein X, , X,,

R1 R4 R1 s RZ, R3, R4, R5 and R6 are herein described. The compounds ex-
1bit activity as anticancer agents.

N hibi ivity . o
N R5 (|
y (1)
\

R2 g3 R6

X2



