Novel acyl urea, carbamate, thiocarbamate and rel ated
conpounds are provided which are effective in
i nhibiting the cytokine-nediated inflammatory response

(12i) rNitEBNMIOEAiL EHIJ[(SATIG)NTPMHFJDRMER JHD BAENTE €OOPERATIQN TREATY (PCT)

ani mal nodel of arthritis and in Iovverlng bl ood
émmﬁg@wﬂgﬁrﬁp% mal /_;ni“\ of Typ di abet es
mel | it uSE2¥HEYc onpounds ekl I
iR e |mﬁmwn||mq|mmm@||w|||y|n|mn|||||n||||||||||||||||||||||||||||||

i abetes nellitus, i nsul

stan

B ™ | oo cal s

1cat10n Number

752 A2

st

(51) International Patent Classification’: C12N [US/US]; 290 Holly Avenue, South San Francisco, CA
94080 (US). CHEN, Liang [US/US]; 5201 Shelter Creek
(21) International Application Number: Lane, San Bruno, CA 94066 (US). LI, Tai-Kai [US/US];
PCT/US2004/014394 20103 Northcrest Square, Cupertino, CA 95014 (US).
(22) International Filing Date: 7 May 2004 (07.05.2004) (74) Agent: SHARER, Paul, L.; Intellectual Property Group,
Mayer Brown Rowe & Maw LLP, 1909 K Street, N.W.,
(25) Filing Language: English Washington, D.C. 20006 (US).
L. . (81) Designated States (unless otherwise indicated, for every
(26) Publication Language: English kind of national protection available): AE, AG, AL, AM,
L. AT, AU, AZ, BA, BB, BG, BR, BW, BY, BZ, CA, CH, CN,
(30) Priority Data: CO, CR, CU, CZ, DE, DK, DM, DZ, EC, EE, EG, ES, FI,
KG, KP, KR, KZ, LC, LK, LR, LS, LT, LU, LV, MA, MD,
(71) Applicant (for all designated States except US): THERA- MG, MK, MN, MW, MX, MZ, NA, NI, NO, NZ, OM, PG,
COS, INC. [US/US], 525 Del Rey Avenue, Suite A, Sun- PH, PL, 1)1'*’ RO, RU, SC, SD, SE, SG, SK, SL, SY, TJ, TM,
nyvale, CA 94085 (US). TN, TR, TT, TZ, UA, UG, US, UZ, VC, VN, YU, ZA, ZM,
ZW.
(72) Inventors; and
(75) Inventors/Applicants (for US only): NEOGI, Partha (84) Designated States (unless otherwise indicated, for every

[IN/US]; 41470 Timber Creek Terrace, Fremont, CA
94539 (US). DEY, Debedranath [IN/US]; 34683 Agree
terrace, Fremont, CA 94555 (US). FULLER, Joseph, C.

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),

[Continued on next page]

10.04

Cl A median clinical
scores

(54) Title: COMPOUNDS FOR TREATMENT OF INFLAMMATION, DIABETES AND RELATED DISORDERS

Improvement in Collagen Induced Arthritis in Mice

—=— Vehicle

~-4- Cpd 31 (40 mg/kg)
-¥- Cpd 31 (100 mg/kg)
~—+— Dex (5 mg/kg)

Time (days)

0471017752 A2 |0 V0 OO0 O I

& (57) Abstract: Novel acyl urea, carbamate, thiocarbamate and related compounds are provided which are effective in inhibiting the
cytokine-mediated inflammatory response in cultured cells, in ameliorating bone destruction in an animal model of arthritis and in
lowering blood glucose levels in animal models of Type II diabetes mellitus. The compounds are disclosed as useful for a variety
of treatments including the treatment of diabetes mellitus, insulin resistance, inflammation, inflammatory diseases, immunological

diseases and cancer.
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