Title:

METHODS OF | DENTI FYI NG AGONI STS AND ANTAGONI STS USI NG SAME Abstract:

present invention provides a solution structure of free RGS4 determ ned

STRUCTURE OF FREE REGULATOR OF G PROTEI N SI GNALI NG ( RGS4) AND

The

usi ng NVR12) SCTRRNYTIONAL APRLIGATHONE PUBLESHEDINDEH GHE RATENTHHIOORERAIIEN TREAYJPCT)

all osteric bindingsite.
to identify,
The invenjhmﬂdhmamwdwsmpmgmﬁtﬁnﬁﬁ&onA‘4[f*s

repre-

coordi nates that are provided that ar

0 01/85769 A2

The structural

desi gn agoni s

sel ect or )

sent at i onsrmafionhlBaregid r uct ure o

(43) International Publication Date

¥

s
Ry

I nformati on provided can be enpl oyed

ﬁ,‘\ ant agoni sts of RGS4 activity.

T T

ul in the nethods descri bed.
(10) International Publication Number

15 November 2001 (15.11.2001) PCT WO 01/85769 A2
(51) International Patent Classification’: CO7K 14/00 (74) Agents: CALNAN, William, H. et al.; American Home
Products Corporation, Patent Dept., 5 Giralda Farms,
(21) International Application Number: PCT/US01/15100 Madison, NJ 07940 (US).
(22) Tnternational Filing Date: 9 May 2001 (09.05.2001) (81) Designated States (national): AE, AG, AL, AM, AT, AU,
AZ, BA, BB, BG, BR, BY, BZ, CA, CH, CN, CO, CR, CU,
- , CZ, DE, DK, DM, DZ, EE, ES, FI, GB, GD, GE, GH, GM,
(25) Filing Language: English HR, HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, LK,
LR, LS, LT, LU, LV, MA, MD, MG, MK, MN, MW, MX,
(26) Publication Language: English MZ, NO, NZ, PL, PT, RO, RU, SD, SE, SG, SI, SK, SL,
TJ, T™M, TR, TT, TZ, UA, UG, UZ, VN, YU, ZA, ZW.
(30) Priority Data:
09/569,836 11 May 2000 (11.05.2000) US  (84) Designated States (regional): ARIPO patent (GH, GM,
KE, LS, MW, MZ, SD, SL, SZ, TZ, UG, ZW), Burasian
(71) Applicant: AMERICAN HOME PRODUCTS COR- patent (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM), European
PORATION [US/US]; 5 Giralda Farms, Madison, NJ patent (AT, BE, CH, CY, DE, DK, ES, FI, FR, GB, GR, IE,
IT, LU, MC, NL, PT, SE, TR), OAPI patent (BF, BJ, CF,
07940 (US).
CG, CI, CM, GA, GN, GW, ML, MR, NE, SN, TD, TG).
(72) Inventors: POWERS, Robert; 3 Magnolia Drive, West-
Published:

ford, MA 01886 (US). MOY, Franklin; 37 Burch Street,
Arlington, MA 02474 (US). CHANDA, Pranab, K.;
30 Zaitz Farm Road, West Windsor, NJ 08550 (US).
COCKETT, Mark, 1L.; 2044 Farmview Drive, Newtown,
PA 18940 (US). JONES, Philip; 32 Rocky Brook Road,
Cranbury, NJ 08512 (US). MASON, Kimberly; 115
Eastwick court, Hillsborough, NJ 08344 (US). SEMUS,
Simon; 1275 Bridle Estates Drive, Yardley, PA 19067
(US). YOUNG, Kathleen, H.; 1706 Society Place, New-
town, PA 18940 (US). SHUEY, David; 106 Heritage
Boulevard, Apt.12, Princeton, NJ 08540 (US).

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

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: STRUCTURE OF FREE REGULATOR OF G-PROTEIN SIGNALING (RGS4) AND METHODS OF IDENTIFYING

AGONISTS AND ANTAGONISTS USING SAME

(57) Abstract: The present invention provides a solution structure of free RGS4 determined using NMR techniques. The structure
includes a Go binding site and allosteric bindingsite. The structural information provided can be employed to identify, select or
design agonists and antagonists of RGS4 activity. The invention includes two dimensional and three dimensional models and repre-
sentations of the structure of free RGS4 based upon structural coordinates that are provided that are useful in the methods described.



