wo 2007/066784 A3 |1 NI 00 0 000 0 0 0RO

An obj ect of the present
medi ci nal
and excel | ent

invention is to provide a
drug nuch inproved in anti

tunor activity

in safety. According to the present

(12) NAERNATUONATL NERLECATSOPUBLISHED UNDER AHE PATBHINT@OMFERATION TREATY (PCT)

cont ai ning a conpound repp
09)“@éﬁ@ﬁdkﬂﬂﬁﬁhﬂﬁﬁy@%?m@ﬂwa
i ngr dufreaienal BEgsEnul a 1]
tro en atom or

@%B%g”ﬂ‘%ﬁii%t”gbfazerzﬁe233:&

ang ed by the foll ow ng

;) Mﬂﬂﬂl@ﬂ]ﬁ@ﬂl@ﬂ] g

erﬂztlti'c(’)n §£hcgtpon Number
’? 6784 A3

(51) IheRnaRIRALAEHRRAGY.C! i c,
AGIK 31/495 (2006.01)
AGIK 31/496 (2006.01)

AG6IP 35/00 (2006.01)

(21) International Application Number:
PCT/IP2006/324610

(22) International Filing Date:
4 December 2006 (04.12.2006)

(25) Filing Language: English

(26) Publication Language: English

(30) Priority Data:

2005-351255 5 December 2005 (05.12.2005)

(71) Applicant (for all designated States except US): OT-
SUKA PHARMACEUTICAL CO., LTD. [JP/JP]; 9,
Kanda-Tsukasacho 2-chome, Chiyoda-ku, Tokyo, 1018535
(JP).

Jp

(72) Inventors; and

(75) Inventors/Applicants (for US only): MATSUYAMA, Hi-
ronori [JP/JP]; ¢/o OTSUKA PHARMACEUTICAL CO.,
LTD., 11-1, Karasaki 1-chome, Otsu-shi, Shiga, 5200106
(JP). OHNISHI, Kenji [JP/JP]; c/o OTSUKA PHAR-
MACEUTICAL CO., LTD., 11-1, Karasaki 1-chome,
Otsu-shi, Shiga, 5200106 (JP). NAKAGAWA, Takashi
[JP/IP]; ¢/o OTSUKA PHARMACEUTICAL CO., LTD.,
11-1, Karasaki 1-chome, Otsu-shi, Shiga, 5200106
(JP). TAKASU, Hideki [JP/JP]; c/o OTSUKA PHAR-
MACEUTICAL CO., LTD., 11-1, Karasaki 1-chome,
Otsu-shi, Shiga, 5200106 (JP). SAKAMOTO, Makoto
[JP/IP]; ¢/o OTSUKA PHARMACEUTICAL CO., LTD.,
11-1, Karasaki 1-chome, Otsu-shi, Shiga, 5200106
(JP). HIGUCHI, Kumi [JP/JP]; ¢/o OTSUKA PHAR-
MACEUTICAL CO., LTD., 11-1, Karasaki 1-chome,
Otsu-shi, Shiga, 5200106 (JP). MIYAJIMA, Keisuke

di cycli ¢ @p}, cio OTSUKA PHARMACEUTICAL CO., LTD.,

11-1, Karasaki 1-chome, Otsu-shi, Shiga, 5200106 (JP).
YAMADA, Satoshi [JP/JP]; c/o OTSUKA PHAR-
MACEUTICAL CO., LTD., 11-1, Karasaki 1-chome,
Otsu-shi, Shiga, 5200106 (JP). MOTOYAMA, Masaaki
[JP/IP]; c/o OTSUKA PHARMACEUTICAL CO., LTD.,
11-1, Karasaki 1-chome, Otsu-shi, Shiga, 5200106
(JP). KOJIMA, Yutaka [JP/JP]; c/o OTSUKA PHAR-
MACEUTICAL CO., LTD., 11-1, Karasaki 1-chome,
Otsu-shi, Shiga, 5200106 (JP). YASUMURA, Koichi
[JP/IP]; c/o OTSUKA PHARMACEUTICAL CO., LTD.,
11-1, Karasaki 1-chome, Otsu-shi, Shiga, 5200106 (JP).
KODAMA, Takeshi [JP/JP]; c/o OTSUKA PHAR-
MACEUTICAL CO., LTD., 11-1, Karasaki 1-chome,
Otsu-shi, Shiga, 5200106 (JP). OTSUJIL, Shun [JP/JP];
c¢/o OTSUKA PHARMACEUTICAL CO., LTD., 11-1,
Karasaki 1-chome, Otsu-shi, Shiga, 5200106 (JP). KAN,
Keizo [JP/IP]; c/o OTSUKA PHARMACEUTICAL CO.,
LTD., 463-10, Kagasuno, Kawauchicho, Tokushima-shi,
Tokushima, 7710192 (JP). SUMIDA, Takumi [JP/JP];
c¢/o OTSUKA PHARMACEUTICAL CO., LTD., 11-1,
Karasaki 1-chome, Otsu-shi, Shiga, 5200106 (JP).

Agents: ASAMURA, Kiyoshi et al.; Room 331, New
Ohtemachi Bldg., 2-1, Ohtemachi 2-chome, Chiyoda-ku,
Tokyo, 1000004 (JP).

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,
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.

(74)

(81)

[Continued on next page]

(54) Title: DIARYLETHER DERIVATIVES AS ANTITUMOR AGENTS

(57) Abstract: An object of the present invention is to provide a medicinal drug
much improved in anti tumor activity and excellent in safety. According to the

present invention, there is provided a medicinal drug containing a compound
represented by the following general formula (1) or a salt thereof as an active in-
gredient: [Formula 1] Whereln X represents a nitrogen atom or a group -CH=, R'
represents a group -Z- R in which Z represents a group -CO-, a group -CH(OH)-

or the like, R represents a 5- to 15-membered monocyclic, dicyclic or tricyclic

saturated or unsaturated heterocyclic group having 1 to 4 nitrogen atoms, oxygen
atoms or sulfur atoms, R™ represents a hydrogen atom or a halogen atom, Y rep-
resents a group -O-, a group -CO-, a group -CH(OH)- or a lower alkylene group,
and A represents [Formula 2] wherein R™ represents a hydrogen atom, a lower
alkoxy group or the like, p represents 1 or 2, R represents an imidazolyl lower

—A [11]
X1
2 [2]

alkyl group or the like.



tricyclic saturated or unsatur
having 1 to 4 nitrogen atons,
atons, R2 represents a hydroge

atom Y 1 §§(I2007/0667840 AS

Forrrula V\hereln R3 represe

(84) DF e
%E B h??éoéffggn éLms %QN{I’ owe

@asmn (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, SL, SK, TR), OAPI (BF, BJ, CF, CG, CI, CM, GA,
GN, GQ, GW, ML, MR, NE, SN, TD, TG).

ated heterocyclic group
oxygen atorrB or sulfur
n at om or

L uummmulmmmmn MBI

nts a hydr ogen atom a
o RS o, 2

(88) Date of publlcatlon of the international search report:
25 October 2007

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.



