a2 United States Patent

Gross et al.

US006784178B2

(10) Patent No.:
5) Date of Patent:

US 6,784,178 B2
Aug. 31, 2004

(54) PHARMACOTHERAPY FOR VASCULAR
DYSFUNCTION ASSOCIATED WITH
DEFICIENT NITRIC OXIDE BIOACTIVITY

(75) Inventors: Steven S. Gross, New York, NY (US);
Caroline L. Jones, Nottingham (GB)

(73) Assignee: Cornell Research Foundation, Inc.,
Ithaca, NY (US)

(*) Notice:  Subject to any disclaimer, the term of this

patent is extended or adjusted under 35

U.S.C. 154(b) by 0 days.

(21) Appl. No.: 10/240,729

(22) PCT Filed: Apr. 3, 2001

(86) PCT No.: PCT/US01/08635
§ 371 (e)(1),
(2), (4) Date:  Oct. 9, 2002

(87) PCT Pub. No.: WO01/78717
PCT Pub. Date: Oct. 25, 2001

(65) Prior Publication Data
US 2003/0212135 Al Nov. 13, 2003

Related U.S. Application Data
(60) Provisional application No. 60/196,298, filed on Apr. 12,

2000.
(51) Int. CL7 .o, A61K 31/50; A61K 31/195;
A61K 31/155
(52) US.ClL .o 514/249; 514/565; 514/634
(58) Field of Search ...........c.cccocooveeiiene. 514/249, 565,
514/634

(56) References Cited
U.S. PATENT DOCUMENTS

5,028,627 A 7/1991 Kilbourn et al. ............ 514/565
5059712 A 1071991 562/560
5,158,883 A 10/1992  Griffith ..........ccooeee. 435/240.2
5,216,025 A 6/1993 Gross et al. ...cceeueneene 514/565
5,217,997 A 6/1993 Levere et al. ... 514/565
5,281,627 A 1/1994 Griffith .......... ... 514/565
5,380,945 A 1/1995 Murad et al. ... .. 564/108
5,478,946 A 12/1995 Murad et al. ... .. 548/215
5,543,430 A 8/1996 Kaesemeyer 514/565
5,759,835 A 6/1998 Rosazza et al. ............. 435/189
5045452 A 81999 Cook et al. ..... .. 514/564
5,968,983 A 10/1999 Kaesemeyer ... ... 514/564
6,028,054 A 2/2000 Benet et al. ......eevevnennnne. 514/9
6,277,884 B1 * 8/2001 de Tejada ................... 514/565
6,436,997 Bl * 8/2002 de Tejada ................... 514/565

OTHER PUBLICATIONS

STN Monograph of RN 53054-07-2, Registry File for
N.omega.—hydroxy—IL—arginine.*

* cited by examiner

Primary Examiner—Raymond J. Henley, II1
57 ABSTRACT

A patient with a disorder involving endothelial dysfunction
associated with deficient nitric oxide bioactivity, €.g., coro-
nary artery disease, atherosclerosis, hypertension, diabetes
or neurodegenerative condition stemming from ischemia
and/or inflammation, is treated by administering nitric oxide
bioactivity increasing hydroxyguanidine.
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