77067615 A3 I 10 00 00O OO

Conpounds of the fornula are inhibitors of protein
tyrosi ne phosphat ases (PTPases) and, thus, may be
enpl oyed for the treatnment of conditions nediated by

(12PTNIEBEBAHONAN ARRLICATINGN RIGAIRHIENANDBR THR @ATING SOOPERATION TREATY (PCT)

i nvention may al so be enpl g

(19) WeRA YATRR (6N ke EO ARGt L2
regi Qmerbdd6idl BEecdihe SH2 dd D)
conmpounds of fornula (1) X

(33) dwenbhiicnl Rubbidaden Dateat e ngﬁa

asklobma 287 (M.06.20Gesi t y, g

«ad as

i nhi bitors of other

O 0 D o o e

enpl oyed for
i nsul(1omIntersatvna Peblication Number

se i nt oWEQuR007/06T618s A3

et I LusS, ard

pel L Bllbl (014
(1) I t“é a‘é’ﬁtﬂ“téféﬁ‘ficat 0od v sS,eI
5 A
g@;r, r(jog;lo )cerl em a,
enosi s, |rr|table bomel

@ I"é“d‘i“’ﬂ‘éj‘éleAP@lé‘laTm“

(22) InteqmptjpnainFiling Jatet ance i's
(25) FhihgQahguaged/ or

cancer),

(26) pE{,h1E StLan ost eopor gsi s,

dlseases

30 Plrlfrlrftﬂ%ﬁ'matl on and the i mune syst ety

60/748,573 8 December 2005 (08.12.2005) US

(71) Applicant (for all designated States except AT, US): NO-
VARTIS AG [CH/CH]; Lichtstasse 35, 4056 Basel (CH).

(71) Applicant (for AT only): NOVARTIS PHARMA GmbH
[AT/AT]; Brunner Strasse 59, A-1230 Vienna (AT).

(72) Inventors; and

(75) Inventors/Applicants (for US only): BARNES, David
[US/US]; 237 Varick Road, Waban, Massachusetts 02468
(US). BEBERNITZ, Gregory Raymond [US/US]; 24
Lanes End, Stow, Massachusetts 01775 (US). COPPOLA,
Gary Mark [US/US]; 18 Aldersgate Circle, Budd Lake,
New Jersey 07828 (US). NAKAJIMA, Katsumasa
[JP/US]; 19 Nassau Drive, Winchester, Massachusetts
01890 (US). STAMS, Travis [US/US]; 23 Robinwood
Lane, Stow, Massachusetts 01775 (US). TOPIOL, Sidney
Wolf [US/US]; 15 Lafayette Place, Fair Lawn, New Jersey
07410 (US). VEDANANDA, Thalaththani Ralalage
[US/US]; 4 Cox Lane, Shrewsbury, Massachusetts 01545
(US). WAREING, James Richard [US/US]; 9 Cricket
Court, Stow, Massachusetts 01775 (US).

rSThemn T UI SEASES Of

i ncl ud}f;ﬁﬁ“

eroscl erosi s
S yﬁﬁrmatep siney (@adss cttlie@z;’se indicated, for every
P%T /STE go 690%&5& g nonﬂ@zdgﬁj@@n@gmtection available): AE, AG, AL, AM,

| i posarcoma, dyslipidema, and
i ndi cat ed
conpounds of Prermpir 90BN 122MPent i of B,

and dF SbaseskY. 85SPyith

tte
R H."a' gory D.; NOVARTIS, Corporate

0 r[y1 CE] H?W;I Péaza East Hanover, NJ

vascular

s, TPttt

BY, BZ, CA, CH, CN,
7. BC, EE, EG, ES, I,
,HR, HU, ID, IL, IN, IS,
1R LC 1K IR, LS,

BnGB . %%?DG&

prevent canagglisi suchurasy, pv, D&smtieD OMG, MK, MN, MW, MX, MY,

neuwLo degen sl HO.INZeOMRd. PIL PL, PT, RO, RS,
, SK, SL, SM, SV, SY, TJ, T™, TN,

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).

Declaration under Rule 4.17:
as to the applicant’s entitlement to claim the priority of the
earlier application (Rule 4.17(iii))

Published:
with international search report

(88) Date of publication of the international search report:
15 November 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.

(54) Title: THIADIAZOLE DERIVATIVES AS ANTIDIABETIC AGENTS

R3
R, Q
0\\8//0 j Re
HNT N Rs
o) R—O

(57) Abstract: Compounds of the
formula are inhibitors of protein
tyrosine phosphatases (PTPases)
and, thus, may be employed for the
treatment of conditions mediated
by PTPase activity. The compounds
of the present invention may also
be employed as inhibitors of other
enzymes characterized with a
phosphotyrosine binding region such
as the SH2 domain. Accordingly,
the compounds of formula (I) may
be employed for prevention and/or

M

& treatment of insulin resistance associated with obesity, glucose intolerance, diabetes mellitus, hypertension and ischemic diseases
& of the large and small blood vessels, conditions that accompany type-2 diabetes, including hyperlipidemia, hypertriglyceridemia,

=

atherosclerosis, vascular restenosis, irritable bowel syndrome, pancreatitis, adipose cell tumors and carcinomas such as liposarcoma,
dyslipidemia, and other disorders where insulin resistance is indicated. In addition, the compounds of the present invention may be
employed to treat and/or prevent cancer (such as prostate or breast cancer), osteoporosis, neurodegenerative and infectious diseases,
and diseases involving inflammation and the immune system.



