TH'S OPI NI ON WAS NOT WRI TTEN FOR PUBLI CATI ON

The opinion in support of the decision being entered today (1) was not witten
for publication in a law journal and (2) is not binding precedent of the Board.

Paper No. 48

UNI TED STATES PATENT AND TRADEMARK OFFI CE

BEFORE THE BOARD OF PATENT APPEALS
AND | NTERFERENCES

Ex parte STEVEN S. GROSS

Appeal No. 1996-3326
Application No. 08/063, 067

HEARD: April 19, 2000

Before KIMIN, WALTZ, and KRATZ, Adninistrative Patent Judges.

WALTZ, Administrative Patent Judge.

DECI SI ON ON APPEAL
This is an appeal under 35 U.S.C. § 134 fromthe
exam ner’s final rejection of clains 1 through 12, which are
the only clains in this application.
According to appellant, the invention is directed to two
enbodi nents. The first enbodi ment involves the adm nistration

of known groups of tetrahydrobiopterin synthesis antagonists
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to subjects under cytokine therapy for the prophylaxis or
treatnent of system c hypot ensi on caused by pathol ogi ca
over production of nitric oxide fromarginine in vascular cells
of the subject (Brief, pages 1-2). The second enbodi nent
i nvol ves adm ni stration of known groups of tetrahydrobiopterin
synt hesi s antagoni sts to subjects for the prophylaxis or
treatment of system c hypotension caused by pathol ogi ca
over production of nitric oxide fromarginine induced in
vascul ar cells in said subject by bacterial endotoxins (Brief,
page 2). A copy of illustrative clains 1 and 6 is attached as
an Appendi x to this deci sion.

The exam ner has relied upon the follow ng references! as

evi dence of obvi ousness:

Austel et al. (Austel) 4,670, 438 Jun. 2,
1987
Ni chol et al. (Nichol) 4,701, 455 Cct. 20,
1987
Spada et al. (Spada) 5,002, 944 Mar. 26,
1991

The exam ner has |isted #1227 and #7834 fromthe Merck
I ndex as “prior art of record relied upon in the rejection of
cl ai ms under appeal” (Answer, page 2). However, we do not
find this reference applied against any clainms in any
rejection in the Answer.
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Ayling et al. (Ayling) 84/ 04040 Cct. 25,
1984

(Published International Application)

Rees et al. (Rees), Chemi cal Abstracts, 110:112347q (1989)
Kwon et al. (Kwon),? “Reduced Biopterin as a Cofactor in the
Generation of Nitrogen Oxides by Miurine Macrophages,” J. Biol.
Chem, Vol. 264, No. 34, pp. 20496-20501 (Dec. 5, 1989).

Salvenmini et al. (Salvemni),® Chem cal Abstracts, 115:204139e
(1991).

Claims 1 through 12 stand rejected under 35 U.S.C. § 103
as unpatentabl e over Rees, Salvem ni and Kwon in view of
Ayl ing, Spada, N chol and Austel (Answer, page 4).4 W

reverse this rejection for reasons which foll ow

’The exam ner, on page 2 of the Answer, lists the abstract
of this article as part of the prior art of record relied upon
in the rejection (“111CA: 2305250”) but subsequently enpl oys
the full article as a basis for the 8 103 rejection (see the
Suppl enment al Answer dated Mar. 1, 1995, Paper No. 35).

This reference is listed as prior art on page 2 of the
Answer under the nane “Salverini” while recited as “Sal vem n”
in the rejections on pages 3 and 4 of the Answer. For
pur poses of this decision, we refer to and cite this reference
under the nane recited in Chem cal Abstracts, i.e., Salvem ni

“The final rejections of clains 1-12 under the first
paragraph of 35 U S.C. 8§ 112 and clains 1-12 under 35 U S. C
8§ 102(b) as anticipated by Rees or Salvem ni or Kwon or Spada
or Nichol or Austel have been wi thdrawn by the exam ner on
page 1 of the Suppl enental Answer dated Mar. 1, 1995, Paper
No. 35 (see al so the Answer, pages 1-2).

3
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CPI NI ON

“[ T] he exam ner bears the initial burden, on review of
the prior art or on any other ground, of presenting a prim
faci e case of unpatentability.” In re Cetiker, 977 F.2d 1443,
1445, 24 USPQR2d 1443, 1444 (Fed. Cir. 1992). Furthernore, in
construing the scope of the clains, the exam ner nust give
effect to all claimlimtations. See In re Angstadt, 537 F.2d
498, 501, 190 USPQ 214, 217 (CCPA 1976). Therefore the |ocus
or popul ation of subjects that is treated in the nethod of the
clainms on appeal is limted to those subjects with hypotension
caused by pat hol ogi cal overproduction of nitric oxide from
argi nine induced in vascul ar snooth nmuscle cells by therapy
with cytokine (claim1) or by bacterial endotoxins (claim®6).

The exam ner finds that the teachings of Kwon “woul d have
notivated the skilled artisan, charged with treating
hypot ensi on to reduce cellular NO levels by inhibiting the
activity of dihydrofol ate reductase.” (Supplenental Answer,
page 5). However, the exam ner has not rebutted appellant’s
argunment that Kwon is directed only to the generation of

nitrogen oxides in nurine macrophages, not vascular cells (see
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t he Suppl enental Reply Brief dated Mar. 24, 1995, page 6).

The exam ner has al so not answered appellant’s contention that
the data in Kwon shows there is a reservoir of
tetrahydr obi opterin in uni nduced macrophages which is greater
than that necessary for produci ng nmaxi mal generation of nitric
oxi de, thus |eading away frominhibiting the induction of
tetrahydrobiopterin to reduce nitric oxide synthesis

(Suppl enental Reply Brief, page 2).

The other primary references to Rees and Sal vem ni do not
remedy the deficiencies noted above with regard to Kwon. Rees
is directed to the bl ocking of NO production by L-NVVA while
Salvemini, like Kwn, is directed to macrophages, teaching
that L-NMVA “probably inhibits NO formation from L-arginine.”
(See the Answer, page 5).

The exam ner finds that the secondary references to
Spada, Ni chol and Austel “teach various pterion anal ogs and
honol ogs as useful for treating various cardiac conditions to
i ncl ude hypotension.” (Answer, page 5). W agree with
appel l ant (Brief, pages 24-25) that this finding is an
overgeneralization. The conpounds of Austel |ower bl ood
pressure (colum 12, lines 17-22) which is the opposite effect
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of the clainmed nmethod. The conpounds of Nichol may be used to
treat “orthostatic hypotension” and other diseases caused by a
defici ency of catecholam nes and serotonin (colum 1, |ines 6-
16; colum 3, lines 1-5; and colum 4, lines 55-61). Thus

Ni chol is not concerned with hypotension due to cytokine
therapy or bacterial endotoxins. Spada does not disclose
treatment of hypotension but is directed to conpounds wth
cardi otonic properties (colum 1, lines 9-16; |ines 35-37,
colum 2, lines 45-47; and colum 14, |ines 40-42).

The exam ner finds that Ayling teaches “various nethods
by which pterion [sic] cofactors nediate the enzyne systens
responsi bl e for biological nitric oxide production.” (Answer,
page 5). As noted by appellant on page 23 of the Brief,
Ayling is directed to treating conditions stemm ng froma
deficiency in tetrahydrobiopterin by providing a substitute
and does not suggest blocking its induction (see Ayling, page
16) .

For the foregoing reasons, we deternmne that the
exam ner’ s concl usi on of obviousness is not supported by the
facts. Therefore the exam ner has not presented a prim facie
case of obviousness. |In viewof this determ nation, we need

6
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not reach the issue of the sufficiency of the declaration

evi dence (see the Stuehr and G oss Decl arations under 37 CFR §
1.132 dated Nov. 15, 1993, attached to Paper No. 22). 1In re
CGeiger, 815 F.2d 686, 688, 2 USPQ2d 1276, 1278 (Fed. Gr

1987). Accordingly, the rejection of clains 1 through 12
under 35 U.S.C. § 103 is reversed.

The decision of the examner is reversed.

OTHER | SSUES

Upon the return of this application to the jurisdiction
of the exam ner, the exam ner and applicant shoul d consi der
the patentability of the clainms under the judicially created
doctrine of obvi ousness-type double patenting in |ight of
recently issued patents to applicant (see at |east U S.
Patents 5,502,050; 5,874,433; 5,877,176; and especially clains
7 and 9 of U S. Patent No. 5,880, 124).

REVERSED
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PETER F. KRATZ
Adm ni strative Patent Judge

EDWARD C. KI M.I N )
Adm ni strative Patent Judge )
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APPENDI X

Caim1. A net hod of prophylaxis or treatnent of a subject
for system c hypotension caused by pathol ogi cal overproduction
of nitric oxide fromarginine induced in vascul ar snpoth
muscle cells in said subject by therapy of said subject with a
cytokine, said nethod conprising admnistering to said subject
of a therapeutically effective anount of (a) at |east one
guanosi ne tri phosphat e pat hway tetrahydrobi opterin synthesis
ant agoni st which is not a reduced pterin that is a substrate
for the pterin sal vage pathway or (b) at |east one

di hydrof ol ate reductase inhibitor or both (a) and (b), thereby
to inhibit nitric oxide synthesis in said cells to aneliorate
sai d hypot ensi on.

Cl aim 6. A net hod of treatnent of a subject for systemc
hypot ensi on or expected system c hypotensi on caused by

pat hol ogi cal overproduction of nitric oxide from arginine

i nduced in vascul ar snoboth nuscle cells in said subject by
bacteri al endotoxins, said nethod conprising adm nistering to
sai d subject of a therapeutically effective anobunt of (a) at

| east one guanosi ne triphosphate pathway tetrahydrobiopterin
synt hesi s antagoni st which is not a reduced pterin that is a
substrate for the pterin salvage pathway or (b) at |east one
di hydrof ol ate reductase inhibitor or both (a) and (b), thereby
to inhibit nitric oxide synthesis in said cells to aneliorate
sai d hypot ensi on.
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