Benzi soxazol e and azabenzi soxazol e conpounds which are useful

potentiators/positive allosteric nodul ators of the nmetabotropic glutamate

receptor subtype 4 (nd uR4);

synt heti c net hods for

maki ng t he conpounds;

phar maceuti mIERs@ﬂmm IAPEIHSATIONPUBISSIIHQ) ltmﬁcnc[@lmmmmommmgmfpcms I ng

the co
o sor aand el AT oy BE RS RPN SRSl
(43) International Publication Date (10) International Publication Number
18 August 2011 (18.08.2011) WO 2011/100614 Al
(51) International Patent Classification: (74) Agents: MYERS JR., Richard S et al.; Suite 800, 401
AOIN 43/76 (2006.01) A61K 31/42 (2006.01) Commerce Street, Nashville, Tennessee 37219 (US).
(21) International Application Number: (81) Designated States (unless otherwise indicated, for every
PCT/US2011/024627 kind of national protection available). AE, AG, AL, AM,
. . AO, AT, AU, AZ, BA, BB, BG, BH, BR, BW, BY, BZ,
(22) International Filing Date: CA, CH, CL, CN, CO, CR, CU, CZ, DE, DK, DM, DO,
11 February 2011 (11.02.2011) DZ, EC, EE. EG, ES, FI, GB, GD, GE, GH, GM. GT.
(25) Filing Language: English HN, HR, HU, ID, IL, IN, IS, JP, KE, KG, KM, KN, KP,
KR, KZ, LA, LC, LK, LR, LS, LT, LU, LY, MA, MD,
(26) Publication Language: English ME, MG, MK, MN, MW, MX, MY, MZ, NA, NG, NI
(30) Priority Data: NO, NZ, OM, PE, PG, PH, PL, PT, RO, RS, RU, SC, SD,
61/303,481 11 February 2010 (11.02.2010) Us SE, 8G, 8K, SL, SM, ST, SV, 8Y, TH, T/, TM, TN, TR,
TT, TZ, UA, UG, US, UZ, VC, VN, ZA, ZM, ZW.
(71) Applicant (for all designated States except US): VAN- o
DERBILT UNIVERSITY [US/US]; 305 Kirkland Hall, (84) Designated States (unless otherwise indicated, for every
Nashville, Tennessee 37240 (US). kind of regional protection available): ARIPO (BW, GH,
GM, KF, LR, LS, MW, MZ, NA, SD, SL, SZ, TZ, UG,
(72) Inventors; and ZM, ZW), Eurasian (AM, AZ, BY, KG, KZ, MD, RU, TJ,
(75) Inventors/Applicants (for US only): CONN, P. Jeffrey TM), European (AL, AT, BE, BG, CH, CY, CZ, DE, DK,
[US/US]; 9012 Grey Point Court, Brentwood, Tennessee EE, ES, FI, FR, GB, GR, HR, HU, IE, IS, IT, LT, LU,
37027 (US). LINDSLEY, Craig W. [US/US]; 401 Brier- LV, MC, MK, MT, NL, NO, PL, PT, RO, RS, SE, S, SK,
ly Court, Brentwood, Tennessee 37027 (US). HOPKINS, SM, TR), OAPI (BF, BJ, CF, CG, CL CM, GA, GN, GQ,
Corey R. [US/US]; 151 Lodge Hall Road, Nolensville, GW, ML, MR, NE, SN, TD, TG).
Tennessee 37135 (US). WEAVER, Charles David [US/ Published:

US]; 3012 Bridlewood Trail, Franklin, Tennessee 37067
(US). NISWENDER, Colleen M. [US/US]; 9634
Brunswick Drive, Brentwood, Tennessee 37027 (US).
ENGERS, Darren W. [US/US]; 4809 Redcastle Ridge,
Nashville, Tennessee 37211 (US).

with international search report (Art. 21(3))

as allosteric

(54) Title: BENZISOXAZOLES AND AZABENZISOXAZOLES AS mgluR4 ALLOSTERIC POTENTIATORS, COMPOSI-
TIONS, AND METHODS OF TREATING NEUROLOGICAL DY SFUNCTION

(57) Abstract: Benzisoxazole and azabenzisoxazole compounds which are useful as allosteric potentiators/positive allosteric mod-
ulators of the metabotropic glutamate receptor subtype 4 (mGluR4); synthetic methods for making the compounds; pharmaceutical
compositions comprising the compounds; and methods of using the compounds, for example, in treating neurological and psychi-
atric disorders or other disease state associated with glutamate dysfunction.

wo 2011/100614 A1 JI 10K 0RO



