PHENYL SUBSTI TUTED TRI AZOLES AND THEI R USE AS SELECTI VE | NHI BORS OF AKL5
[err] Abstract: Phenyl substituted triazoles of formula (1)
wherein RL is naphthyl or phenyl optionally substituted with one or nore
subst i t ue2INTERNAFTINAG. APPIIGN AN @ BLICH IJ1 UIGZHRIEHE, PATENIGIO@ARKVION TREABAPKY) |

Cl- 6hal oal kyl, -O (CH2)n-Ph, -S-(CH2)n-Ph, cyano, phenyl and CO2R, wherein

Kl NASE

Ris

hydrogen or Cl-6al kyl, and n is &=
pyri dyl d9sagid Ivkliebtusl B rape@yiBugh izadibn N
wher ei n sai d cyaléraatioianBur@pt i onal | y

i ndependently selected fromN, 0 an

2 or 3; Rl I s phenyl or

A B MR

»d N may be further optionally

subst i t ut ed43)bite@itidactukidatioabdde Wher ei n t he cyclié)dnteinagenaEBubba@tiapVumoieal | y
substituted w2 May 2003 2nes.RB3pr e i ndeppagent |y se\NWa®e0Q3/04220.1 A d6al kyl,
Cl- 6al koxy, phenyl, NH(CH)n-Ph, NH Cl-6alkyl, halo, alkoxy, CN N®, CONHR
and  SO2phRuterda i@ batofdciastiRea@id XBo@ &1k, and Abdigy, AENEH/GESGINBEmWREE &b rrRferi S
hydr ogen, 2@&3c6mb/kayla90d 861K 6yal oab koyk, 19/600 CH2) Peidad, Park (&ti2)hpd SR, Harlow, Essex CM19

- (CH2) p- CONBIRBRG, - ( CH2) pCOR5, - (CH2) q( OR7) 2/,\W4C(BQ:HZ) pOR5, - (CH2)g-CH=CH CN,

- ( CH2) g- CH=CH CC2H,

Cl- 6al kyl ;

- (CH2) p- CH=CH CONHR5R6, - ( CH2) pNHCORS or

QB%QHW West

- (CH2) paxlagm-@atnomAmmtnﬂavuape | rperGeEt IGH Hwir ) o1 6 %%lﬁaxqsmlth@ne

Is Cl-7al kyl, or optionally sﬁb%“% Cﬁg;ﬁ 1=rtyC
oK & epe

aryl Cl1- @allkty-inatmnal Wéltlaepﬁaryl Cl1- 6al k¥
sel ected from hydroger? NCImhea g4 ! %{’P%)
is 1-4 and salts and sol vat es t hereof,

their prRgaaLieRee phar maceut i cal cBH®si t i QﬁS)EC[Q{]bﬁlm B B, hiem[ a8 beiGh
use in nedicine.

03/042211 A1l

(26

30

)

(72)
(75)

Publication Language: English

Priority Data:
0127430.7 15 November 2001 (15.11.2001) GB

Applicant (for all designated States except US):
SMITHKLINE BEECHAM CORPORATION
[US/US]; One Franklin Plaza, P.O. Box 7929, Philadel-
phia, PA 19101 (US).

Inventors; and

Inventors/Applicants (for US only): GASTER, Laramie,
Mary [GB/GB]; GlaxoSmithKline, New Frontiers Sci-
ence Park South, Third Avenue, Harlow, Essex CM19
S5AW (GB). HARLING, John, David [GB/GB]; Glax-
oSmithKline, New Frontiers Science Park South, Third
Avenue, Harlow, Essex CM19 5AW (GB). HEER, Jag,
Paul [GB/GB]; GlaxoSmithKline, New Frontiers Sci-
ence Park South, Third Avenue, Harlow, Essex CM19
SAW (GB). HEIGHTMAN, Thomas, Daniel [GB/GB];
GlaxoSmithKline, New Frontiers Science Park South,
Third Avenue, Harlow, Essex CM19 SAW (GB). PAYNE,

R9 and'

(ﬁpges dggét Zi atz%y [é’ A]?Ag} 3&0@%? A’ﬁ%%d aq

GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, L.C,
LK, LR, LS, LT, LU, LV, MA, MD, MG, MK, MN, MW,
MX, MZ, NO, NZ, OM, PH, PL, PT, RO, RU, SC, SD, SE,
SG, SI, SK, SL, TJ, TM, TN, TR, TT, TZ, UA, UG, US,
UZ, VC, VN, YU, ZA, ZM, 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

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: PHENYL SUBSTITUTED TRIAZOLES AND THEIR USE AS SELECTIVE INHIBORS OF AKLS5 KINASE

R (57) Abstract: Phenyl substituted triazoles of formula (I) wherein R1 is

! X1\ naphthyl or phenyl optionally substituted with one or more substituents

O X2 selected from halo, -O-C1-6alkyl, -S-C1-6alkyl, C1-6alkyl, C1-6haloalkyl,

/ -O-(CH2)n-Ph, -S-(CH2)n-Ph, cyano, phenyl, and CO2R, wherein R is

R3 x3 hydrogen or C1-6alkyl, and nis 0, 1, 2 or 3; or R1 is phenyl or pyridyl fused

(I) with an aromatic or non-aromatic cyclic ring of 5-7 members wherein
said cyclic ring optionally contains up to three heteroatoms, independently

R

selected from N, O and S, and N may be further optionally substituted
2 by C1-6 alkyl, and wherein the cyclic ring may be optionally substituted

by =0O; R2 and R3 are independently selected from H, C1-6alkyl,
C1-6alkoxy, phenyl, NH(CH2)n-Ph, NH-C1-6alkyl, halo, alkoxy, CN, NO2, CONHR and SO2NHR; two of X1, X2 and X3 are N
and the other is NR4 wherein R4 is hydrogen, C1-6alkyl, C3-7cycloalkyl, -(CH2)p-CN, -(CH2)p-CO2H, -(CH2)p-CONHR5RS6,
-(CH2)pCORS5, -(CH2)q(OR7)2, -(CH2)pORS5, -(CH2)q-CH=CH-CN, -(CH2)q-CH=CH-CO2H, -(CH2)p-CH=CH-CONHRS5R®,
-(CH2)pNHCORS or -(CH2)pNR9R10; R5 and R6 are independently hydrogen or C1-6alkyl; R7 is C1-6alkyl;R8 is C1-7alkyl,
or optionally substituted aryl, heteroaryl, arylC1-6alkyl or heteroaryl C1-6alkyl; R9 and R10 are independently selected from
hydrogen, C1-6alkyl, aryl and arylC1-6alkyl; p is 0-4; and q is 1-4 and salts and solvates thereof, are disclosed, as are methods for
their preparation, pharmaceutical compositions containing them and their use in medicine.



