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_THIS OPINION WAS NOT WRITTEN FOR PUBLICATION

g

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(2) is not binding precedent of the Board.

Paper'No. i5

UNITED STATES PATENT AND TRADEMARK OFFICE

MAILED  BEFORE THE BOARD OF PATENT APPEALS
AND INTERFERENCES

APR 11199
PAT.&T.I\.%E OfrFL(;\‘IE; EALS
BOARD OF PATEN Ex parte CHARLES S. SCHASTEEN
AND INTERFERENCES ~ KATHLEEN C. DAY !
T and

RORY F. FINN

Appeal No. 93-3187
Application 07/495,008

ON BRIEF

Before WINTERS, WILLIAM F. SMITH and TURNER, Administrative
Patent Judges.

WINTERS, Administrative Patent Judge.

I Application for patent filed March 9, 1990.
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DECISION ON APPEAL

This appeal was taken from the examiner's decision
refusing to allow claims 1 through 14, all the claims in this
application.

claims 1 and 12 are representative:

: 1. A method for enhancing tPA mediated clot lysis
which comprises administering a lysis enhancing amount of a
peptide of the formula:

Ala-Gly-Arg-Ser-Leu-Asn-Pro-Asn-Arg-Val-

Thr-Phe-Lys-Ala-Asn-Arg-Pro-Phe-Leu-Val-

Phe-Ile,
with a lysis effective amount of tissue plasminogen activator.

12. A pharmaceutically-acceptable composition com-
prising a tPA mediated clot lysis enhancing amount of a peptide
of the formula: :

Ala-Gly-Arg-Ser-Leu-Asn-Pro-Asn-Arg-val-Thr-
Phe-Lys-Ala-Asn-Arg-Pro-Phe-Leu-vVal-Phe-Ile,

and a lysis effective amount of tissue plasminogen activator.

The references relied on by the examiner are:

Bock et al. (Bock) 4,632,981 Dec. 30, 1986
Mehta et al. (Mehta) 4,790,988 Dec. 13, 1988
¢lover et al. (Glover). "Synthetic Peptide Inhibitors of Conm-

plement Serine Proteases--I, Identification of Functionally
Equivalent Protease Inhibitor Sequences in Serpins and Inhibi-
tion of Cls and D." Molecular Immunology, Vol. 25, No. 12,
1988, pp. 1261-1267.
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The issue presented for review is whether the examiner
correctly rejected claims 1 through 14 under 35 U.S.C. § 103 as
unpatentable over the combined disclosures of Glover, Mehta and

Bock.

QPINTON

our deliberations in this matter have included evalua-
tion and reviéw of the following materials:

(1) the instant specification, inﬁluding Figures 1
through 5, and all of the claims on appeal;

(2) appellants' Brief before the Board;

(3) the Examiner's Answer;

(4) the above-cited references relied on by the
examiner; and

(5) the excerpt from the Textbook of Medical Physiol-
oqy, Arthur C. Guyton, Seventh Edition, W. B. Saunders Company,
publisher, pp. 76-83 (1986), copy attached as Appendix C to
appellants' Brief.

Having carefully considered those materials, we agree
with appellanﬁs that the subject matter sought to be patented in

claims 1 through 14 would not have been obvious at the time the

invention was made to a person having ordinary skill in the art
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based on the combined disclosures of Glover, Mehta and Bock.
Accordingly, we reverse the examiner's § 103 rejection. For the

reasons explained infra, we enter a new ground of rejection under

the provisions of 37 C.F.R. § 1.196(k).

The Examiner's Rejection

In independent claim 12, appellants recite a pharma-
ceutically-acceptable composition comprising the combination of a
vlysis enhancing amount" of their enhancer peptide and a "lysis
effective amount" of tissue plasminogen activator (tPA). Like-
wise, independent claim. 1 recites a method for enhancing tPA
mediated clot lysis which comprises administering a "lysis
enhancing amount" of their enhancer peptide with a "lysis effec-
tive amount® "of tPA. Independent claim 9 recites a method for
enhancing tPA mediated clot lysis Vhich comprises administering
a "lysis enhancing amount" of a pharmaceutically-acceptable com-
position containing their enhancer peptide-and a "lysis effec-
tive amount" of tPA.

Having reviewed the examiner's statement of rejec-
tion of claims 1 through 14 under 35 U.S.C. § 103, based on the

combined disclosures of Glover, Mehta and Bock, we find that the

reasons offered in support of that rejection are somewhat fuzzy.
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We refer to the statement set forth in the Answer, paragraph
bridging pages 3 and 4. A more clear explanation of the rejec-
tion, with supporting reasons, is ﬁresented in the "Response

to arqument" section of the Answer, paragraph bridging pages 4
and 5. There, the examiner summarizes appellanfs' arguments as

follows:

Focusing their arguments on the Bock et al.
reference, appellants state that nothing in
the patent teaches or suggests the use of the
claimed enhancer peptide for the lysis of
blood clots. Appellants believe that Bock et
al. is strictly limited to the prevention of

~ coagulation and therefore does not teach or
suggest the use of antithrombin to lyse a
formed clot [emphasis added].

The examiner takes issue with that position and those arguments,

concluding that

[i)t is therefore believed that Bock et al.
discloses to one skilled in the art that one
would reasonably expect that antithrombin
II1I, when administered to the patient char-
acterized by Bock et al. as having an exist-
ing blood clot, would participate in lysing
a blood clot with t-PA.

See the Answer, page 5, lines 9 through 13.

On these facts, we understand the examiner's position

to be that
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(1) Mehta discloses that tPA mediates the dissolution
of blood clots by hydrolyzing fibrin;

(2) Bock discloses that antithrombin III (AT III) is
useful for lysing blood clots;

(3) the peptide disclosed by Glover poésesses the
active site of AT III and, therefore, would reasonably ke
] expected to be useful for lysing blood clots;

(4) the peptide disclosed by Glover is identical to
appellants' enhancer peptide; and

” (5) it would have been obvious to combine tPA and the
peptide disclosed by Glover because each material, individually,
is known to be useful. for lysing blood clots and it follows that
the combination would reasonably be expected to be useful for
lysing bleood clots.

We disagree with this line of reasoning.

As correctly pointed out by appellants in their Brief
before thé Board, pages 5 and 6, Bock does not discleose or
suggest that AT III is a clot lysis agent. We agree with appel-
lants' interpretation of the Bock patent and we agree that Bock
discloses using AT III to prevent coagulation but not as a clot

lysis agent. Where, as here, the examiner's rejection is predi-

cated on an incorrect factual finding (i.e., a finding that Bock
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discloses that AT III is useful for lysing blocd clots), the

rejection must fall.

New Ground of Rejection

Under the provisions of 37 C.F.R. § 1.196(b), we enter
the following new ground of rejection.

Claims 1 through 14 are rejected under 35 U.S5.C. § 103
as unpatentable over the combined disclosures of the Merck
Manual, Fifteenth Edition, pages 565-569 (1987), Mehta, Bock, and
Glover. ‘A éopy of the newly cited Merck Manual reference is
enclosed with this opinion.

In discussing the thrombolytic therapy of deep venous
thrombosis (DVT), the Merck Manual discloses at page 569 that

[t]hrombolytic therapy using streptokinase or

urokinase in tandem with anticoagulants

represents a significant advance in the

treatment of acute DVT of the popliteal and

more proximal veins. Complete or partial

dissolution of thrombi will usually occur

within 24 to 48 h. Successful treatment

restores venous anatomy and thus prevents

valvular damage and the complication of
chronic venous insufficiency.

As can be seen from a review of the Mehta reference, particularly
column 1, lines 40 and 41, tPA is a well-known thrombolytic agent

functionally equivalent to urockinase and streptokinase. It would

have been obvious to a person having ordinary skill and well
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within the level of skill in this art to substitute tPA for uro-
kinase or streptokinase disclosed by the Merck Manual for use "in
tanden" with anticoagulants in the thrombolytic therapy of DVT.

Furthermore, Bock discloses that AT III is an anti-
coagulant and reasonably would be expected to bé useful in the
clinical prevention and management of thromboses. As expressly
stated by‘éppellants,

(aJ1ll of the language which the Examiner

points to in the Bock et al. reference

shows using AT III as a means to prevent
coagulation [emphasis added].

-~

See appellants' Brief before the Board, page 6.
The peptide disclosed by Glover possesses the active site of AT
III and, therefore, w;uld reasonably be expected to possess'anti—
coagulant properties and to be useful in the clinical prevention
and management of thromboses. It is undisputed that the peptide
disclosed by Glover is identical to appellants' enhancer peptide.
Based on the combined disclosures of thqse references,
we are persuaded that a person having ordinary skill in the art
would have found it obvious to combine tPA and the peptide
disclosed by Glover for use 'in tandem" iﬁAthe thrombolytic
therapy of DVT. As previously discussed, tPA is a known throm-

bolytic agent, functionally equivalent to urokinase and strepto-

kinase as disclosed by Mehta in column 1, lines 40 and 41. The
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peptide disclosed by Glover possesses the active site of AT III
and, therefore, would reasonably be expected to possess anticoag-
ulant properties and to be useful in the clinical prevention and
management of thromboses. Merely selecting a known thrombolytic
agent (tPA) and a known anticoagulant (the peptide disclosed by
Glover) for use "in tandem" in the thrombolytic therapy of DVT,
per the teachings of the Merck Manual, does not rise to the level
of patentability absent a showing of unexpectedly superior
results. In so.finding, we agree with the examiner's statement
of motivation that

[oTne skilled .in the art would have been

- motivated to employ the smaller active pep-

tide f{the peptide disclosed by Glover] in

place of the intact enzyme [AT III] because

of the advantages of easy synthesis, and less

physiological complications because of the

small size of the peptide.
See the Examiner's Aﬁswer, sentence bridging pages 3 and 4.
On this record, that statement has not been disputed by the
appellants.

For these reasons, we hold that the subject matter

sought to be patented in claims 1 through 14 would have been

prima facie obvious based on the combined disclosures of the

Merck Manual, pages 565-569, Mehta, Bock and Glover.

According to appellants, Figures 3, 4 and 5 in the

specification
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(1) establish that the instantly claimed subject matter
possesses unexpectedly superior results, and

(2) serve to rebut the prima facie case of obviousness.
We disadgree.

First, Figures 3, 4 and 5 are designed to show that
the combination of tPA and the enhancer peptide possesses 'syner-
gism," i.e., an unexpectedly greater effect compared with each
material used alone. Manifestly, that showing is not designed
to compare and does not compare against the closest prior art.
Here, the closest prior art is the Merck Manual, Fifteenth
Edition, page 569, disclosing thrombolytic therapy in the treat-
ment of DVT using a well-known thrombolytic agent "in tandem"
with anticoagqulants. The Merck Mapual discloses a combined or
"in tandem" therapy using a thrombolytic agent and an anticoagu-
lant. Hanifestly, the comparison presented in Figures 3, 4 and 5
does not compare appellants' claimed composition against a
representative prior art composition containing both thrombolytic
agent and anticoagulant. For example, Figures 3, 4 and 5 do not
compare appellants' composition against a composition containing
streptokinase or urckinase and the peptide disclosed by Glover.
Comparative data, to be effective, must compare the claimed

subject matter with the closest prior art. Viewing the situation

10
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in this light, we find that Figures 3, 4 and 5 in the specifica-
tion do not address the thrust of the new ground of rejection.

Second, in order for a showing of "unexpected results"
to be probative evidence of non-obviousness, it is incumbent on
appellants to at least establish:

(1) that there actually is a difference between the
results obtained through the claimed invention and those of the
prior art; and

(2) that the difference actually obtained would not
have been expected by one skilled in the art at the time the
invention was made.

In re Freeman, 474 F.2d 1318, 177 USPQ 139 (CCPA 1973); In re

D'Ancicco, 439 F.2d 1244, 169 USPQ 303 (CCPA 1971). This appel-
lants have not done. Here, the prior art discloses that combina-
tion thrombolytic therapy using a well-known thrombolytic agent
"in tandem” with anticoagulants

represents a significant advance in the
treatment of acute DVT of the popliteal and
more proximal veins. Complete or partial
dissolution of thrombi will usually occur
within 24 to 48 h. Successful treatment
restores venous anatomy and thus prevents
valvular damage and the complication of
chronic venous insufficiency.

See the Merck Manual, Fifteenth Edition, page 569.

11
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In light of that prior art knowledge, we believe that a person
having ordinary skill in the art would have expected excellent
results when using "in tandem" a known thrombolytic agent, e.g.,
tPA, and a known anticoagulant, e.g., the peptide disclosed by
Glover. As often stated by our reviewing court; expected bene-
ficial results are evidence of obviousness of a claimed inven-
tion, just as unexpected beneficial results are evidence of
uncbviousness. In re Skoll, 523 F.2d4 1392, 187 USPQ 481 (CCPA
1975); In re Skoner, 517 F.2d 947, 186 USPQ 80 (CCPA 1975); In
re Gershon, 372 F.2d 535, 152 USPQ 602 (CCPA 1967). Conspicuous
by its absence from this record is a statement by an expert in
the art, mindful of the Merck Manual disclosure, explaining just
why the results set forth in Figures 3, 4 and 5 of the specifica-
tion would have been unexpected.

It should be apparent from the foregoing discussion
that we disagree with the assessment that Figure 3 shows an
unexpected result, even to a limited extent. See the Examiner's
Answer, paragraph bridging pages 5 and 6. For the reasons
discussed above, we find that appellants have not established an

unexpectedly superior result or results on this record.

12
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Conclusion

In conclusion, we reverse the rejection of claims 1
through 14 under 35 U.S.C. § 103 as unpatentable over the
combined disclosures of Mehta, Bock and Glover. We enter a new
ground of rejection of claims 1 through 14 undef 35 U.8.C. § 103
as unpatentable over the combined disclosures of the Merck
Manual, Fifteenth Edition, pages 565-569 (1987), Mehta, Bock,
and Glover.

The examiner's decision is reversed.

-~ Any request for reconsideration or modification of this
decision by the Board of Patent Appeals and Interferences based
upon the same record must be filed within one month from the date
of the decision (37 C.F.R. § 1.197). Should appellants elect to
have further prosecution before the examiner in response to the
new rejection under 37 C.F.R. § 1.196(b) by way of amendment or
showing of facts, or both, not previously of record, a shortened
statutory period for making such response is hereby set to expire

two months from the date of this decision.

13
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No time period for taking any subsequent action in
connection with this appeal may be extended under 37 C.F.R.

§ 1.136(a).
REVERSED 37 C.F.R. § 1.196(b)

SRNAVEND

SHERMAN D. WINTERS
Administrative Patent Judge

. WITLIAM F. SMITH
Administrative Patent Judge

BOARD OF PATENT
APPEALS AND
INTERFERENCES

VINCENT TURNER
Administrative Patent Judge

14
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Monsanto Company

Brian K. Stierwalt et al.

700 Chesterfield Village Parkway
St. Louis, MO 63198
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