TH'S OPINION WAS NOT WRI TTEN FOR PUBL| CATI ON

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journal and (2) is not binding precedent of the

Boar d.

Paper No. 20

UNI TED STATES PATENT AND TRADEMARK OFFI CE

BEFORE THE BOARD OF PATENT APPEALS
AND | NTERFERENCES

Ex parte FRANCES A. BOUFFARD and JAMES F. DROPI NSKI and
ROBERT A. ZAMBI AS

Appeal No. 95-0976
Application No. 07/936, 558

HEARD. January 16, 1998

Bef ore W NTERS, WElI FFENBACH, and WElI MAR, Adni ni strative Patent
Judges.

VWEI MAR, Admi ni strative Patent Judge.

DECI S| ON ON APPEAL

This is an appeal fromthe examner's decision finally
rejecting clainms 1-14. Cains 1 and 13 are illustrative of

the subject matter and they read as foll ows:

! Application for patent filed Septenber 3, 1992.
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13. An antibiotic conmposition conprising therapeutic
amount of a conpound of Claim1l in a pharmaceutically
acceptable carrier.

The references relied upon by the exam ner are:

Sandoz (Bel gi um

'310 Pat. 851, 310 Aug. 10, 1977
Sandoz (Bel gi um

' 067 Pat . 859, 067 Mar. 28, 1978
Schmat z 5, 166, 135 Nov. 24, 1992

Claiml stands rejected under 35 U . S.C. § 112, first
par agraph, as failing to provide an enabling disclosure. W
reverse this rejection

Clainms 1-14 stand rejected under 35 U . S.C. § 103 over
Schmatz or '310 Pat. in conmbination wth '067 Pat. W reverse
this rejection.

Clainms 1-14 stand provisionally rejected under the
judicially created doctrine of obviousness-type double
pat enti ng
as | acking patentable distinction over (1) Clains 1-11 and 13
or (2) Cains 1-4 or (3) Clains 3-20 or (4) dains 4-7 or (5)
Clainms 1-13 or (6) Cains 1-10 or (7) Cains 1-9 of copending

applications (1) 07/936,561; (2) 07/963,332; (3) 07/775, 774,
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(4) 07/960,983; (5) 08/005,942; (6) 07/936,434; and (7)

07/ 959, 948; respectively. W affirmthis rejection.
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BACKGROUND

Clainms 1-12 are drawn to conpounds which are derivatives
of known cycl ohexapepti dyl conpounds. These conpounds are
known in the art as echinocandins. Cains 13 and 14 are drawn
to antibiotic conmpositions conprising the conpounds of claim
1

The conpounds that were starting materials for the
production of the clainmed conpounds are echi nocandin
hexapepti dyl conpounds extracted from m crobial fernentates.
These parent conpounds and their antibiotic activity were
known prior to the filing date of this application.

DI SCUSSI ON

Rej ecti on based on 35 U.S.C. § 112

Claiml stands rejected under 35 U . S.C. § 112, first
par agr aph, as havi ng been based on a non-enabling discl osure.
Al t hough phrased various ways the position of the
exam ner is that the single in vivo exanple of the clained
antibiotic activity is inadequate to provide the necessary
gui dance to one of skill in the art to practice the invention

across the scope of the claim The clains at issue enconpass
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a product claimwhich is broader than the single conpound
whose antinycotic activity is exhibited in the specification.
Assum ng arguendo that the exam ner had established a
prima facie case to reject this claim the examner fails to
adequately rebut the position taken by appellants. The data
presented in the specification on pages 25-29 exhibits
antibiotic activity in vivo agai nst one strain of yeast and

agai nst Pneunocystis carinii. However the antibiotic

activity of one of the clainmed conpounds agai nst severa

strains are shown in vitro in this section of the
specification. Having shown by animal testing the

ef fectiveness of a conmpound which exhibited antibiotic
properties both in vitro and in vivo, the appellants' position
is that an adequate correlation between in vitro test data and
in vivo test data has been established. The exam ner

reiterates that one exanple is inadequate to support nany but

does not give any reasons why the correlation between in vitro
and in vivo has not been established by the data submtted in

t he specification.

10
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Furt hernore, appellants take the position that the single
conpound and the two species tested in vivo are adequate
representatives of the respective genera of conpounds and
pat hogens. The exam ner makes no comrent, beyond the
statenment that the clains cover nmany species, to controvert
t he appel l ants' position.

The appellants also point to the teachings of the applied
art (specifically the specifications of the two Bel gi an
patents) for a further show ng of the reasonabl eness of the
cl ai med scope based on simlar exhibitions with representative
conpounds. The examiner's response is to note that in these
two publications as well, the in vivo data is limted to the
use of the sane species of yeast as is shown in the instant
specification. These patents contain in vitro test data which
i ndicate the effectiveness of a representative conpound
di scl osed therei n agai nst several genera of mycogenic
pat hogens.

The exam ner has failed to cite references or give
specific exanples fromthe prior art or provide scientific

reasoni ng that woul d count erbal ance the reasonabl eness of the

11
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position taken by the appellants, and that undue
experinmentati on would not be required for one skilled in the
art to practice the claimed invention. Thus, the rejection
under 35 U.S.C. § 112, first paragraph is considered to be
effectively rebutted and is reversed.

Rej ecti ons based on 35 U.S.C. § 103

Clainms 1-14 stand rejected under 35 U. S.C. § 103 over
Schmatz or '310 Pat. in conbination with '067 Pat. W first
not e
that the Exam ner's Answer (Paper # 14) fails to provide an
expl anation of the teachings of each reference relied upon in
t he obvi ousness rejection. A previous rejection is not
i ncorporated by reference. The secondary reference, i.e. '067
Pat., is not nentioned in the Examner's Answer with the
exception of its inclusion in the list of references on page 3
and the statenent of rejection under 35 U S.C. § 103 on page
6. Pages 6 and 7 of the Examiner's Answer respond to points
rai sed by appellants in the Brief with respect to the
obvi ousness rejection. Page 10 of the Exam ner's Answer
contains the follow ng sentence under the heading "(11)
Response to argunent”:

12
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The issues raised by appellants have been fully
responded to under the GROUNDS OF REJECTI ON, supr a.

We are constrained to reverse this rejection in |ight of
the failure of the exam ner to present a rejection based on
prior art that outlines which teachings are being relied upon
to establish the examiner's position that the clains would
have been obvi ous over the cited prior art.

Despite the failure of the Exam ner's Answer to present
an explanation of the grounds for the rejection under 35
U s C
8§ 103, we have reviewed the prosecution history and we w ||
di scuss the reasons for rejection which appear at various
sites in the record. The presentation of the rejection in the
first instance appears in Paper #7 and includes the follow ng
poi nts on pages 7 and 8 of that office action:

Each of the conmpounds of Schmatz or the ' 310
Pat. differs fromthe clainmed conmpound in that
the clai ned conpound is a quarternary (Sic)
ammoni um salt derivative of eichinocandin (sic).
The Bel gian Pat. ('067) however teach (sic) a
guarternary (sic) ammonium salt derivative of

ei chi nocandin(sic). (Note page 1, fornula 1

of the '067 Pat.). Accordingly, it would have
been obvious to one of ordinary skill in the

art at the time the invention was nmade to

i ncorporate a quarternary (sic) ammoni um salt
to the conpound of each of Schmatz or ' 310

13
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On page 6

made:

Bel gi an Pat. as taught by the "'067 Pat. with

a reasonabl e expectation that said quarternary
(sic) amoni um derivative would exhibit the
same or simlar antibiotic effect. The

cl ai med conpound cont ai ni ng an al kyl am ne
derivative woul d have been obvious in view

of the teachings of the '067 Pat. which appears
to teach an al kyl am ne when n is zero.

of the Exam ner's Answer the follow ng points are

Contrary to appellants' argunments Schmatz teaches
an am ne at the Thr position. Note col. 18,
lines 37-38. Even assum ng, for the sake of
argunments [sic, argunent], that Schmatz does not
teach an am ne however, it would be within the
expected skill of a person in the art to repl ace
the amde i.e., glutamne in the Thr residue of
Schmatz with an amine i.e., a basic residue as
On. dn and On residues belong to the sane
group of hydrophilic amno acid residues

and woul d reasonably be expected to exhibit
simlar antibiotic activity. Further,
attachnment of said am ne group in the

cycl ohexapepti de echi nocandin, albeit at
different positioni.e., at the On residue

as taught by Schmatz or the Belgian Pat. has
been known to exhibit a simlar antibiotic
effect. To therefore nerely transpose or

shift a particular substituent to a different

| ocati on of the peptide sequence, w thout
produci ng new and unexpected result, would

be within the expected skill in the art.

Al t hough appell ants urge that the Bel gi an

("310 ) Pat. discloses only the limted group
-(CH2)16-CH3 for R5 substituent (Rl of the

i nstant application) the said group are (sic)
however, within the purview of the clains on
appeal .

14
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Appel I ants argue that the requirenent of the clainmed
conpounds and conpositions with respect to the propanol am ne
substituent at the Thr position is neither taught nor
suggested by the applied art. W agree with appellants in
this regard. This position being dispositive of the issue of
obvi ousness for each of the clains we wll not reach the other
questions rai sed by appellants. W note in particular the
Issue as to the clained R position desnethyl variations (set
forth in clains 2-12 herein) and point out that the
Suppl enment al Exami ner's Answer (Paper #17) refers to
vari ati ons of echi nocandi ns obtained froma particul ar
m crobi al source. However, appellants did not file any Reply
Brief to address this reasoning. W take no position on this
specific matter.

The exam ner bears an initial burden of establishing that
one of ordinary skill in the art would have found the clai ned
i nvention to have been obvious at the tinme that it was nade.
The evi dence relied upon nmust support such a conclusion. As

was set forth in In re Vaeck, 947 F.2d 488, 493, 20 USPQQd

1438, 1442 (Fed. Cir. 1991):
Where clai med subject matter has been rejected

15
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as obvious in view of a conbination of prior

art references, a proper analysis under 8§ 103
requires, inter alia, consideration of two
factors: (1) whether the prior art would have
suggested to those of ordinary skill in the

art that they should nmake the cl ai nmed conposition
or device, or carry out the clainmed process; and
(2) whether the prior art would al so have
reveal ed that in so naking or carrying out,
those of ordinary skill would have a reasonabl e
expectation of success.

Considering the rejection at issue, with regard to
nodi fi cati on of the echinocandin antibiotics taught by Schmatz
and ' 310 Pat. by adding a propanol am ne substituent at the Thr
position of the cyclic hexapeptidyl conpounds, the exam ner
has taken these positions: 1) that the '067 Pat. appears to
teach an al kyl am ne when n is zero; 2) that Schmatz teaches an
am ne at the Thr position at col. 18, lines 37-38; 3) that it
woul d be well within the expected skill of a person in the art
to replace the amde i.e., glutamne in the Thr residue of
Schmatz with an amne i.e., a basic residue as O n because Gn
and Orn residues belong to the same group of hydrophilic am no
acid residues and woul d reasonably be expected to exhibit
simlar antibiotic activity; and 4) that attachnent of said
am ne group in the cycl ohexapepti de echi nocandi n, al beit at

di fferent position

16
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i.e., at the On residue, as taught by Schnmatz or the ' 310
Pat., has been known to exhibit a simlar antibiotic effect
and to nerely transpose or shift a substituent to a different
| ocati on of the peptide sequence, w thout produci ng new and
unexpected result would be within the expected skill in the
art.

Wth respect to reason 1), '067 Pat. does not teach an
am ne substituent at the Thr position when n is zero.

Wth respect to reason 2), Schnatz teaches at col unm 18,
lines 36-45 that the variable at the Thr position designated
R by Schmatz is CH, not an amine. The alkyl amne referred to
by Schmatz at column 18, |lines 36-45, is substituent R'' which
corresponds to R, in the conpounds cl ai med herein.

Wth respect to reason 3), Schnatz does not teach a
glutamne in the Thr position. Thus, any thought to replace a
glutamine with an ornithine is of no nonent. Moreover, such
repl acenent would still fail to create the clainmed conpounds
whi ch retain the hydroxy fromthe threonine.

Wth respect to reason 4), the transposition or shifting
of a substituent froma specific On to a specific Thr in a
cyclic hexapepti de does not constitute a variation that is

17
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obvious on its face. Moreover, to neet the clained structure
one woul d not be "shifting" the substituent, but duplicating
it since the claimed conpounds retain al kyl ether am ne
substituents at the Orn position. Even if one of ordinary
skill in the art were to duplicate the substituent at the On
position it is an ether amne while the clainmed substituent

al kyl am nes at the Thr position are not ethers.

A fundanental flaw in the examner's reasoning that |ed
to the exam ner's concl usi on of obviousness is the examner's
reliance on a proposition that nmaking a change is "within the
expected skill in the art."” As explained by the Federa

Circuit in In re Vaeck, supra, the obviousness of a clained

conmpound nust be based on the teachings of the prior art and

not on whether an artisan of ordinary skill could produce the

cl ai med conpounds from conpounds known in the prior art. 1In
this case the prior art contains no suggestion that one should
make the cl ai ned conpounds.

It is well-established that hindsight shall not form
t he basis of a conclusion of obviousness under 35 U S.C. §

103. “Both the suggestion and the expectation of success nust

18
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be founded in the prior art, not in the applicant’s
di scl osure.”

In re Dow Chem cal Co., 837 F.2d 469, 473, 5 USPQ2d 1529, 1531

(Fed. Cir. 1988). As the Federal Grcuit stated in Sensonics,

Inc. v. Aerosonic Corp., 81 F.3d 1566, 1570, 38 USPQ2d 1551,

1554 (Fed. G r. 1996):

To draw on hi ndsi ght know edge of the

pat ented i nvention, when the prior art

does not contain or suggest that know edge,
Is to use the invention as a tenplate for
its own reconstruction - an illogical and

i nappropriate process by which to determ ne
patentability. . . . The invention nust be
viewed not after the blueprint has been
drawn by the inventor, but as it woul d have
been perceived in the state of the art that
existed at the tinme the invention was nade.
[citations om tted]

For the reasons stated above we fail to find a prinm
faci e case of obviousness with respect to clains 1-14 based on
the art before us.

Qbvi ousness-type Doubl e Patenting

Clainms 1-14 stand provisionally rejected under the
judicially created doctrine of obviousness-type double

pat enti ng

19
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as | acking patentable distinction over (1) Clains 1-11 and 13
or (2) Cains 1-4 or (3) Clains 3-20 or (4) dains 4-7 or (5)
Claims 1-13 or (6) Cains 1-10 or (7) Clains 1-9 of copending
applications (1) 07/936,561; (2) 07/963,332; (3) 07/775, 774,
(4) 07/960, 983; (5) 08/005,942; (6) 07/936,434; and (7)

07/ 959, 948; respectively.

Wth respect to application Serial Nunber 07/960,983 this
rejection is now noot in that this application has been
abandoned. Wth respect to application Serial Nunber
07/ 775,774 and application Serial Nunber 07/936,434 this
rejection is no longer provisional in that these applications
have issued as U. S. Patent # 5,430,018 and U.S. Patent #
5,348,940, respectively.

The Appeal Brief acknow edges this rejection in the
par agr aph bridgi ng pages 6 and 7, however no argunent is
presented with respect to the nerits of this rejection. In
that no argunments have been presented by appellants as to why
the examner's rejection is erroneous, we summarily affirm
this rejection.

In the Appeal Brief on page 7, Appellants "request that
t he Exami ner hold any rejection on these grounds in abeyance

20
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until there is an indication of allowable subject matter."
Appel I ants shoul d note that an exam ner does not have the
authority to grant such a request. As explained in the Manua
of Patent Exam ning Procedure, MPEP (6th edition, Rev. 3, July

1997) Section 1206, page 1200-8:

21
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Appel | ants nust traverse every ground of
rejection set forth in the final rejection. Oal
argunment at the hearing will not remedy such a
deficiency in the brief. lgnoring or acquiescing
in any rejection, even one based upon formal matters
whi ch coul d be cured by subsequent amendnent, will
invite a dism ssal of the appeal as to the clains

affected. If this involves all of the clains, the
proceedi ngs in the case are considered termn nated
as of the date of the dism ssal. Accordingly, any

application filed thereafter will not be copendi ng
with the application on appeal.

In this application we consider appellants' conments to be an
acqui escence on the nerits. W are loathe to dism ss the
appeal given the particular facts of this case, specifically
the examner's handling of the issue. The examner failed to
alert appellants to the consequences of an acqui escence in a
rejection and to extend the opportunity to submt a conplete
Appeal Brief, and the coments made in the Exam ner's Answer
in this regard, which would give the inpression that no nore
need be said by appellants in relation to the obvi ousness-type
doubl e patenting rejection at this stage of prosecution.

We explicitly state that clainms 1-14 are all owabl e upon
the tinely filing of a proper Term nal D sclainer inclusive of
all necessary statenments with respect to each of the

applications and or patents indicated above. Should such

22
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Termnal Disclainer(s) be filed the issuance of this
application is binding upon the exam ner in the absence of new
ref erences or other new grounds of rejection. Conpare 37 CFR
§ 1.196(c).

CONCLUSI ON

The decision of the exam ner refusing to allow clains 1-
14 under the judicially created doctrine of obviousness-type
doubl e patenting is affirned.

The decision of the exam ner refusing to allowclaim1
under 35 U. S.C. 8§ 112, first paragraph, is reversed.

The deci sion of the exam ner refusing to allow clains 1-
14 under 35 U.S.C. § 103 is reversed.

The tinme period in which appellants nay file a proper
Term nal Disclainer(s) as noted above is hereby set to expire

TWO MONTHS FROM THE DATE OF THI S DECI SI ON

23
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No tinme period for taking subsequent action in connection
with this appeal may be extended under 37 CFR § 1.136(a).

AFFI RMVED

ELI ZABETH C. WEI VAR
Adm ni strative Patent Judge

SHERVAN D. W NTERS )
Adm ni strative Patent Judge )

)

)

)

) BOARD OF PATENT
CAVMERON V\EI FFENBACH ) APPEALS
Adm ni strative Patent Judge ) AND

) | NTERFERENCES

)

)

)

)

)
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Alice O Robertson

Pat ent Depart nent
Merck & Co., Inc.

P. O Box 2000

Rahway, NJ 07065- 09071
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