THIS OPINION WAS NOT WRITTEN FOR PUBLICATION

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publication in a law journal and (2) is not binding precedent of the Board.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

Before SOFOCLEOUS, WILLIAM F. SMITH, and ROBINSON, Administrative Patent

Judges.
ROBINSON, Administrative Patent Judge.

DECISION ON APPEAL

This is a decision on the appeal under 35 U.S.C. § 134 from the examiner's final
rejection of claims 1-3, 6-8, and 12. Claims 4, 5, and 9-11 stand withdrawn from
consideration by the examiner as being directed to the non-elected invention and are not

presented on appeal.

! Application for patent filed January 14, 1993.
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Claims 1 and 7 are illustrative of the claims on appeal and are appended to this
decision.
The references relied upon by the examiner are:

Eiichi Kimura (Kimura)® 59-193,824 Nov. 2, 1984
(Japanese Kokai Patent Application)

Fujioka et al. (Fujioka), "The Effects of Size and Donor Atoms of Macrocyclic Polyamines
Binding to Mg* and Ca*," Chemistry Letters, pp. 737-740 (1982).

Kimura et al. (Kimura (O)), "Further Studies on Superoxide Dismutase Activities of
Macrocyclic Polyamine Complexes of Copper (ll)," Biochimica et Biophysica Acta., Vol.
745, pp. 37-43 (1983).

Kimura et al. (Kimura (E)), "Superoxide Dismutase Activity of Macrocyclic Polyamine
Complexes," Biochimica et Biophysica Acta., Vol. 678, pp. 172-179 (1981).

Weiss et al. (Weiss), "Catalytic Efficacies of Agents That Dismutase Superoxide”
(Abstract CC110), Journal of Cell Biochemistry, Supplement 15C, 216 (1991).

Petkau, "Scientific Basis For the Clinical Use of Superoxide Dismutase," Cancer
Treatment Reviews, Vol. 13, pp. 17-44 (1986).

Fretland et al. (Fretland), "Superoxide Dismutase (SOD) Modulates Acetic Acid-Induced
Colitis in Rodents" (abstract), Gastroenterology, Vol. 100, p. A581, 1991, presented at the
American Gastroenterology Association Meeting in May 1990.

Grounds of Rejection

2 The examiner in his answer and appellant in his principal brief have referred to the
Derwent Pub. Abstract of Kimura. We refer, in our opinion, to a translation of this
reference prepared for the PTO by Diplomatic Language Services, Inc., in May 1999, a
copy of which is attached to this decision.
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Claims 1-3, 6-8, and 12 stands rejected under 35 U.S.C. § 101, as lacking

demonstrated utility.

Claims 1-3, 6-8, and 12 stands rejected under 35 U.S.C. § 112, first paragraph, as
being based on a non-enabling disclosure.

Claims 1-3, 6-8, and 12 stand rejected under 35 U.S.C. § 103. As evidence of
obviousness, the examiner relies upon Kimura, Fujioka, Kimura (O), Kimura (E), Weiss,
Petkau, and Fretland.

We reverse.

BACKGROUND

The applicants' invention, as described at pages 2 and 40-41 of the specification,
is directed to manganese (lI) or manganese (lll) complexes of nitrogen containing sixteen-
member macrocyclic ligands which catalyze the conversion of superoxide into oxygen and
hydrogen peroxide and are characterized by their ability to mimic superoxide dismutase.
These complexes are stated to be useful in the treatment of numerous inflammatory
disease states and related disorders, including reperfusion injury due to ischemia,
inflammatory bowel disease, rheumatoid arthritis, osteoarthritis, and hypertension.

Discussion:

The Rejection under 35 U.S.C. § 101 and 35 U.S.C. 8 112, first paragraph

Our appellate reviewing court recently stated in Fujikawa v. Watanasin, 93

F.3d 1559, 1563, 39 USPQ2d 1895, 1898-99 (Fed. Cir. 1996):
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For over 200 years, the concept of utility has occupied a central role in our
patent system. See Brenner v. Manson, 383 U.S. 519, 529, 148 USPQ 689,
693 (1966). Indeed, “[tlhe basic quid pro quo contemplated by the

Constitution and the Congress for granting a patent monopoly is

the benefit derived by the public from an invention with substantial utility.”

Id. at 534, 148 USPQ at 695. Consequently, it is well established that a

patent may not be granted to an invention unless substantial or practical

utility for the invention has been discovered and disclosed. See Cross v. lizuka,
753 F.2d 1040, 1044, 224 USPQ 739, 742 (Fed. Cir. 1985).

It was stated in Genentech Inc. v. Nova Nordisk A/S, 108 F.3d 1361, 1366, 42 USPQ2d

1001, 1005 (Fed. Cir. 1995):

Patent protection is granted in return for an enabling disclosure of an
invention, not for vague intimations of general ideas that may or may not be
workable. See Brenner v. Manson, 383 U.S. 519, 536, 148 USPQ 689, 696
(1966) (stating, in context of the utility requirement, that “a patent is not a
hunting license. It is not a reward for the search, but compensation for its
successful conclusion.)

Whether an issue of utility is raised under 35 U.S.C. § 101 or 8§ 112, first paragraph, the
initial burden is on the Patent and Trademark Office to establish reasons why one skilled in
the art would not believe the objected statements of utility and/or enablement in the
specification. In re Brana 51 F.3d 1560, 1566, 34 USPQ2d 1436, 1441 (Fed. Cir. 1995);

In re Langer, 503 F.2d 1380, 1391, 183 USPQ 288, 297 (CCPA 1974); In re Marzocchi,

439 F.2d 220, 223, 169 USPQ 367, 369 (CCPA 1971).

In setting forth the basis of the rejection under 35 U.S.C. § 101, the examiner
states (Answer, page 4):

[O]ne of ordinary skill would not accept the claimed utility of treating and preventing

inflammatory bowel disease, or any of the other disclosed diseases including cancer, in a
host in the absence of adequate evidence in support of the same.
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In setting forth the basis of the rejection under 35 U.S.C. § 112, first paragraph, the
examiner states (Answer, page 5):

The disclosure lacks sufficient exemplary matter to allow one of
ordinary skill in the art to carry out the claimed invention without undue
experimentation.

On the record before us, we find that the examiner's statements, in support of these
rejections, fall short of the requirement set forth above and fail to provide adequate
evidence or reasons why one skilled in the art would doubt the statements relating to the
stated utility or the manner of using the claim designated manganese complexes.

The appellants attribute the usefulness of the claim designated manganese
complexes to their ability to catalytically dismutate superoxide. At page 41 of the
specification appellants state:

Activity of the compounds or complexs of the present invention for
catalyzing the dismutation of the superoxide can be demonstrated using the
stopped-flow kinetic analysis technique as described in Riley, D.P., Rivers,
W.J. and Weiss, R.H., "Stopped Flow Kinetic Analysis for Monitoring
Superoxide Decay in Aqueous Systems,” Anal. Biochem., 196, 344-349
(1991), which is incorporated by reference herein. Stopped-flow kinetic
analysis is an accurate and direct method for quantitatively monitoring the
decay rates of superoxide in water. The stopped-flow kinetic analysis is
suitable for screening compounds for SOD activity and activity of the
compounds or complexes of the present invention, as shown by stopped-
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flow analysis, correlate to treating the above disease states and disorders.
(Emphasis added).

Example 2, at page 50 of the specification, specifically exemplifies the use of the stopped-
flow analysis to demonstrate that the manganese (II) complex of Example 1 is an effective
catalyst for the dismutation of superoxide. The examiner has addressed the use of the
stopped-flow analysis test by concluding (Answer, pages 4 and 5) that: "the in vitro
stopped flow kinetic analysis assay have been considered but are not deemed persuasive
since the same assay is not deemed predictive of utility in the treatment or prevention of
inflammatory bowel disease, or any of the other diseases encompassed by the claims, in
the absence of evidence in support of the same." The examiner's response fails to
provide any facts or evidence to support this conclusion that the results from "stopped flow
kinetic analysis" would not correlate to the treatment of the disclosed disease states and

disorders.

As explained in PPG Indus., Inc. v. Guardian Indus. Corp., 75 F.3d 1558, 1564, 37

USPQ2d 1618, 1623 (Fed. Cir. 1996):

In unpredictable art areas, this court has refused to find broad generic
claims enabled by specifications that demonstrate the enablement of only
one or a few embodiments and do not demonstrate with reasonable
specificity how to make and use other potential embodiments across the full
scope of the claim. See, e.g. Inre Goodman, 11 F.3d 1046, 1050-52, 29
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USPQ2d 2010, 2013-2015 (Fed. Cir. 1993); Amgen, Inc. v. Chugai
Pharmaceutical Co., 927 F.2d 1200, 1212-14, 18 USPQ2d 1016, 1026-28
(Fed. Cir.), cert. denied, 502 U.S. 856 (1991); In re Vaeck, 947 F.2d 488,
496, 20 USPQ2d 1438, 1445. Enablement is lacking in those cases, the
court has explained, because the undescribed embodiments cannot be
made based on the disclosure in the specification, without undue
experimentation. But the question of undue experimentation is a matter of
degree. The fact that some
experimentation is necessary does not preclude enablement; what is
required is that the amount of experimentation "must not be unduly
extensive." Atlas Powder Co., v. E.l. Du Pont De Nemours & Co.,
750 F.2d 1569, 1576, 224 USPQ 409, 413 (Fed. Cir. 1984). The
Patent and Trademark Office Board of Appeals summarized the point
well when it stated:

The test is not merely quantitative, since a considerable
amount of experimentation is permissible, if it is merely
routine, or if the specification in question provides a
reasonable amount of guidance with respect to the
direction in which the experimentation should proceed
to enable the determination of how to practice a
desired embodiment of the invention claimed. Ex parte
Jackson, 217 USPQ 804, 807 (Bd. App. 1982).

To the extent that we understand the examiner's position in these rejections, it is
clear that the examiner has failed to make any of the findings which must be made before
a conclusion of "lack of utility" or "lack of enablement" may be properly reached.

The examiner bears the initial burden of providing reasons for doubting the
objective truth of the statements made by applicant as to the scope of enablement. Inre

Marzocchi, 439 F.2d 220 at 223-24, 169 USPQ at 369-70 (CCPA 1971). On the record

before us, we conclude that the examiner has not established a reasonable basis for
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guestioning the sufficiency of the supporting specification as it relates to utility or how to
use the claimed invention.

While not considered as evidence in our consideration of these rejections, we note
that U. S. Patents 5,637,578 and 5,874, 421 have issued to appellants since the filing of

this appeal. These patents disclose and claim very closely related manganese

complexes, pharmaceutical compositions and uses, as well as process of making such
complexes, where the disclosed utility is the same as in the instant case.

The rejections under 35 U.S.C. § 101 and 35 U.S.C. § 112, first paragraph are
reversed.

The Rejection under 35 U.S.C. § 103

Claims 1-3, 6-8, and 12 stand rejected under 35 U.S.C. § 103 as obvious over
Kimura, Fujioka, Kimura (O) and Kimura (E) in view of Weiss, Petkau and Fretland.®

The examiner cites Kimura, Fujioka, Kimura(O) and Kumura(E) as teaching "that
compounds substantially similar to those claimed herein are known in the art." (Answer,
page 6). In addition, the Kimura (O) and Kimura (E) are relied on as teaching "that the

superoxide dismutase activity of substantially similar compounds is known in the art."

3 At page 7 of the Examiner's Answer the examiner discusses Bannister et al. The
reliance on this reference was specifically withdrawn in the Office action of February 1,
1994 (Paper No. 8). Therefore we have not considered this reference in consideration of
the rejection before us.
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(Answer, page 6). Weiss, Petkau and Fretland are relied on as teaching "that superoxide
dismutase related compounds similar to those of the primary references are known in the
art for treatment of inflammatory bowel diseases" (Answer, page 7). The examiner
concludes (Answer, page 7):

One having ordinary skill in the art would have been motivated, absent

evidence to the contrary, to employ the claimed compound in methods and
compositions for the treatment and/or prevention of

inflammatory bowel disease since it is an inflammatory condition and since

substantially related compounds were known in the art for their superoxide

dismutase related activity, which activity was known to be useful in the

treatment of inflammatory bowel disease.

In rejecting claims under 35 U.S.C. § 103, the examiner bears the initial burden of
presenting a prima facie case of obviousness. In re Oetiker, 977 F.2d 1443, 1445, 24
USPQ2d 1443, 1444 (Fed. Cir. 1992). Only if that burden is met, does the burden of
coming forward with evidence or argument shift to the applicant. 1d. The burden is on the
examiner to provide a reason, based on the prior art, or knowledge generally available in

the art as to why it would have been obvious to one of ordinary skill in the art to arrive at the

claimed invention. Ashland Oil, Inc. v. Delta Resins & Refractories, Inc., 776 F.2d 281,

297, n.24, 227 USPQ 657, 667, n.24 (Fed. Cir. 1985). If the examiner fails to establish a
prima facie case, the rejection is improper and will be overturned. Inre Fine, 837 F.2d

1071, 1074, 5 USPQ2d 1596, 1598 (Fed. Cir.1988).
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On the record before us, the examiner has not met the initial burden of establishing
why it would have been obvious to those of ordinary skill in the art to substitute a
manganese complex of the appealed claims for those compounds disclosed by the
references relied on. As pointed out by appellants (principal brief, pages 10-11), none of

the primary references disclose the specific manganese

complexes of the claims. The examiner takes the position that (Answer, page 8):
Manganese is a well known transition metal and therefore the instant
compounds would be expected to possess activity complexed with

Manganese as well as any other transition metal, absent evidence to the

contrary.

However, appellants point to Kimura (O) and Kimura (E) as evidencing the
unpredictability associated with the use of different transition metal in such complexes.
(Brief, page 11). Specifically, Kimura (E), at page 177, first column, discloses that activity
is unpredictable where the transition metal is selected between Cu(ll) and Ni(ll). The Cu
complex is shown to be active and the Ni complex is inactive. This evidence reasonably
appears to suggest that one of ordinary skilled in this art would not necessarily expect
other transition metals, so complexed, to be similarly active. As further evidence of

unpredictability, the appellants cite EP 524 161 Al as disclosing 17 similar compounds

closely related to the claim designated compounds which have no detectable superoxide

10
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dismutase activity. The examiner (Answer, page 9) found the evidence not persuasive
"since the superoxide dismutase activity of the instant compounds is clearly suggested by
the prior art as discussed . . .. ". However, the examiner has pointed to no manganese
complex of nitrogen containing sixteen-member macrocyclic ligands, within the scope of
the claimed subject matter, which have superoxide dismutase activity. In addition, the
examiner has offered no facts or evidence to rebut the evidence, presented by the
appellants, as to the unpredictability of substituting one transition metal for another in this

type of complex. Thus, on the

record before us, we find that the examiner has failed to present facts or evidence which
would support a prima facie case of unpatentabilty of the claimed subject matter.
The rejection of claims 1-3, 5-8, and 12 under 35 U.S.C. 8§ 103 is reversed.
SUMMARY
To summarize, the decision of the examiner to reject claims 1-3, 5-8 and 12 under
35 U.S.C. § 101 and 35 U.S.C. § 112, first paragraph is reversed. The rejection of claims
1-3, 6-8, and 12 under 35 U.S.C. § 103 is reversed.

REVERSED

11
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MICHAEL SOFOCLEOUS
Administrative Patent Judge

)
)
)
)
)
WILLIAM F. SMITH ) BOARD OF PATENT

Administrative Patent Judge ) APPEALS AND
INTERFERENCES

N N N

DOUGLAS W. ROBINSON)
Administrative Patent Judge )

12
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Michael J. Roth

G. D. Searle & Co.

P. O. Box 5110
Chicago, IL 60680-5110

DSR/ki

13



Appeal No. 95-1083
Application No. 08/004,444

APPENDIX

Jd

MPUSU FPS UTFROASU COULITUTUA PSLELOGACTS T2 9U ILOWILTC
COUFgTUTUA PELSROCACTS PIATUA S £O SO GIKLPOU gfrowz DbROATgeq fpIs
gfowa £O MPTCU FPSA ILE gLfgcpsg TugsbsugsugTA Lornw ¢ UTErodeu

or K.8® gug K° oxr K.®' sug BTC or k.70 fodefper MTELP f£Pe cILpoU

Y ox K.Y KY or K.Y or ? or E.2 sug K° or K.°' K or K.d sug K®
S0 GIRpow growa'! K Oox K, sug K! or K.7' S or k.S gug B3 or .3 or
e2gfenrgreq’ bIReTITTA 29£0Lgfeq OR AUBYILARILEY CACTTIC pPIATUd 3 fO
FPS CYIRLPOU ILoWw=z £O MUTCPU fPeA IL6 Ifrgcpeq TugebeugeugrTA [orw g
B® oxr ¥.%' gwug K% orx K.% gug KTO ox K.70 gug K Or K, £fOAGLUSE MTLP
sug ¥? ox B.2' Y or K.Y gug K? ox K.2' K® ox K.® sug K or K,
garga! B! or ¥,.7 sug S oxr K.3' K3 ox K.3 gug Y or E.¥' K3 or k.3
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IRLITKAT RIGTICYT2 9UQ RIQGTCYT2 ILLICPUEq £O LPU6 G-CILPOU OL G-IWTUO
ITKSVATCAGTOITKAT' ITKSUATGAGTOYTKSUAT' Pef6rocAcTTG' 9KAT gug
CACTOITKSUATITKAT' ITKATCACTOYTKAT' ITKATGACTOITKSWAT'
GACTOYTKSUAT' CACTOYITKATITKAT' CACTOITKATGCAGTOITKAT®

rebrezsurza pAgrodsu' ITKAT' ITKEUAT' ITKAUAT' CACTOITKAT:

B9 B B B8 .8 g k.9 KT0 gug k,70 rugebsugeugTA

mpereTu E' K.' BT' B.T' ES' .S 3 k.3 gY' .Y B2 K2 g

. (2)

LOXWMNTY:
brobpATIgceTcgTTA 6TLISCLTAS gwonug of 9 couwbTex rebrezsugfeq pA gyus
IOox gT2unfgrTud znberoxrgs cowbrrz2Tud 9 rpsrigbengTcgTTA ox
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oxide, aryl phosphine oxide, alkyl aryl phosphine oxide, alkyl
phosphine sulfide, aryl phosphine sulfide, alkyl aryl phosphine

A
Zn' sulfide, alkyl phosphonic acid, aryl phosphonic acid, alkyl
o7 phosphinic acid, aryl phosphinic acid, alkyl phosphinous acid,

ge aryl phosphinous acid, phosphate, thiophosphate, phosphite,
Fp° pyrophosphite, triphosphate, hydrogen phosphate, dihydrogen
9%. phosphate, alkyl guanidino, aryl guanidino, alkyl aryl guanidino,

| alkyl carbamate, aryl carbamate, alkyl aryl carbamate, alkyl

an_ thiocarbamate, aryl thiocarbamate, alkylaryl thiocarbamate, alkyl
gL,

gr; dithiocarbamate, aryl dithiocarbamate, alkylaryl dithiocarbamate,

T2 bicarbonate, carbonate, perchlorate, chlorate, chlorite,

uT, hypochlorite, perbromate, bromate, bromite, hypobromite,

9  tetrahalomanganate, tetrafluoroborate, hexafluoroantimonate,
971 hypophosphite, iodate, periodate, metaborate, tetraaryl borate,

gTe . . .

ax tetra alkyl borate, tartrate, salicylate, succinate, citrate,
{

M ascorbate, saccharinate, amino acid, hydroxamic acid,

po: thiotosylate, and anions of ion exchange resins, or the

bp« corresponding anions thereof, or X, Y and Z are independently

21 attached to one or more of the "R" groups and n is an integer

I from 0 to 3; and a nontoxic, pharmaceutically acceptable carrier,

oL . .
W adjuvant or vehicle.
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sug B.3' BY sug B.¥' K? gug K.®2' K° sug K.°' K sug K.’ E® gug
fU6 wWICROGACTE gre gpaesuf! K sug K ' K gug .T' K5 sug k.,5' K3
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