The present invention relates to nmethods of and
conpositions for treating and relieving synptons and
di sease associated with indications caused by a

(1D INTERBATIGNATah PRIIGATEON PURLISHED| UNDER ZHE RAFAITICOOPDRATION TREATY (PCT)

anxiety. In one treatnent

(19) World Intellectual Property Organization
International Bureau

(43) International Publication Date
19 October 2006 (19.10.2006)

% ‘J Ry
i

(10) International Publication Number

WO 2006/110580 A2

(51) International Patent Classification:
AGIK 31/137 (2006.01)

(21) International Application Number:
PCT/US2006/013152
(22) International Filing Date: 7 April 2006 (07.04.2006)
(25) Filing Language: English
(26) Publication Language: English

(30) Priority Data:

60/669,033 7 April 2005 (07.04.2005) US
60/728,979 21 October 2005 (21.10.2005) US
60/729,013 21 October 2005 (21.10.2005) US

(71) Applicant (for all designated States except US):
HYTHIAM, INC. [US/US]; Suite 1500, 11150 Santa
Monica Boulevard, Los Angeles, CA 90025 (US).

(72) Inventors; and

(75) Inventors/Applicants (for US only): SABNANI, Sanjay
[US/US]; 19069 Braemore Road, Northridge, CA 91326
(US). WESSON, Donald [—/US]J; 28 Sereno Circle, Oak-
land, CA 94619 (US).

(74) Agents: PRATT, John, S. et al.; Kilpatrick Stockton LLP,
Suite 2800, 1100 Peachtree Street, Atlanta, GA 30309
US).

(81) 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, HR, HU, ID, IL, IN, IS, JP, KE,
KG, KM, KN, KP, KR, KZ, LC, LK, LR, LS, LT, LU, LV,
LY, MA, MD, MG, MK, MN, MW, MX, MZ, NA, NG, NI,
NO, NZ, OM, PG, PH, PL, PT, RO, RU, SC, SD, SE, SG,
SK, SL, SM, SY, TJ, TM, TN, TR, TT, TZ, UA, UG, US,
UZ, VC, VN, YU, ZA, 7ZM, 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).

Published:
—  without international search report and to be republished
upon receipt of that report

[Continued on next page]

100

(54) Title: METHODS FOR TREATING ANXIETY RELATED DISORDERS

HOMEOQOSTASIS

Inhibition
105

Inhibition

150

115

006/110580 A2 |00 0 00T 0 O O

110

GABA , Receptor Modulation I::> Reduced Inhibition

ALLOSTASIS

o (57) Abstract: The present invention relates to methods of and compositions for treating and relieving symptoms and disease as-

sociated with indications caused by a physiological drive to alleviate a sensation of anxiety. In one treatment method, methods of],
and compositions for, modulating the expression of certain GABA A receptor subunits are used to treat anxiety-related disorders and
depressive disorders associated with physiological tolerance to endogenous neurosteroids.
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