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WALTZ, Adm nistrative 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 7, 8 and 23, which are

! Application for patent filed July 20, 1992. According to appellants, the

application is a continuation of Application 07/677,411, filed March 29, 1991 (ABN),
which is a division of Application 07/454,418, filed Decenmber 21, 1989, now Patent No.
5,021, 409, granted June 4, 1991.
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all the clains remaining in this application.

According to appellants, the invention is concerned with
phar maceuti cal conpositions conprising bicyclamor rel ated
pol yazacycl ohexa- or tetra-decanes, active against H V-
infected cells in vitro? (brief, page 1).

Cl aim 23 has been anended by an anmendnent filed with the
reply brief dated Dec. 28, 1994 (Paper No. 19), and entered as
noted by the exam ner in the Suppl enental Answer dated Mar.
13, 1995 (Paper No. 20). dCains 23, 7 and 8 are reproduced
bel ow.

23. A pharnmaceutical composition which is active
against H V-infected cells in in vitro tests conprising, as
active ingredient, a conpound selected fromthe group
consi sting of bicyclam
3,3 -bis-1,5,9, 13-tetraazacycl ohexadecane
3,3 -bis-1,5,8,11, 14- pent aazacycl ohexadecane
5,5'-bis-1,4,8,11-tetraazacycl ot etradecane

2,5 -bis-1,4,8,11-tetraazacycl ot et radecane

2 The grandparent of this application, Application No. 07/454,418, has becone

U S. Patent No. 5,021,409, with clains directed to a nethod of treating infection by a
retrovirus.
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2,6'-bis-1,4,8,11-tetraazacycl ot et radecane

11,11'-(1, 2-ethanedi yl ) bis-1, 4, 8, 11-tetraazacycl ot et radecane
11,11 -(1, 2-propanedi yl ) bis-1,4,8,11-tetraazacycl ot etradecane
11,11'-(1, 2-butanedi yl )bis-1, 4, 8, 11-tetraazacycl ot et radecane
11,11'-(1, 2-pentanedi yl ) bis-1,4,8,11-tetraazacycl ot etradecane
11,11' - (1, 2- hexanedi yl ) bis-1, 4, 8, 11-tetraazacycl ot et radecane
and a pharmaceutically acceptable carrier therefor.

7. A conposition as clained in claim23, wherein
the active ingredient is 2,2 -bicyclam

8. A conposition as clained in claim 23, wherein
the active ingredient is 6,6 -bicyclam
The references relied upon by the exam ner as evidence of
obvi ousness are:
Lehn 4, 156, 683 May 29,
1979

Zi menkovskii et al. (Zi nmenkovskii), Chem cal Abstracts (CA)
Vol . 88, No. 15, No. 105292s (1978)

Wlliams et al. (WIllianms), CA Vol. 96, No. 97239c (1981)
Kinura et al. (Kinmura), CA Vol. 99, No. 49518h (1983)
Rowatt et al. (Rowatt), CA, Vol. 107, No. 112499d (1987)
C anpolini et al. (G anpolini), CA Vol. 107, No. 167695v

3
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(1987)3
Ref erences not previously of record which are relied upon
by

this nerits panel are:

Barefield et al. (Barefield), “Characterization of 2,2'-Bi-
(1,4,8,11-tetra-azacycl otetradecane): X-Ray Structure and
Properties of the Dinuclear Conplex”, J.C. S. Chem Comm, 302-
304 (1981)

Fabbrizzi et al. (Fabbrizzi), ®“Comrunications”, 25 |Inorganic
Chem stry, No. 16, 2671-2672 (July 30, 1986).

Clains 7, 8 and 23 stand rejected under 35 U S.C. § 103
as unpatentable over Lehn. Cains 7, 8 and 23 stand rejected
under 35 U.S.C. § 103 as unpatentabl e over Lehn, Rowatt and
Zi menkovskii in view of Wllians. A new ground of rejection
was made in the exam ner’s answer rejecting clains 7, 8 and 23
under 35 U. S.C. 8§ 103 as unpatentabl e over C anpolini and Lehn

in viewof Kinura. W reverse all stated rejections for

reasons which follow. Pursuant to our authority under 37 CFR

3 Al though only the Chemical Abstract is relied upon by the examiner in the

answer, the full article is cited and supplied to appellants in the Suppl enental
Exami ner’s Answer dated Mar. 13, 1995 (Paper No. 20). Therefore, for purposes of this
decision, we will refer to the full article.
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8§ 1.196(b), we enter the foll ow ng new grounds of rejection:

(1) claim23 is rejected under 35 U S.C. 8 102(b) as
antici pated by G anpolini;

(2) clains 8 and 23 are rejected under 35 U. S.C. 8§ 102(b)
as anticipated by Fabbrizzi;

(3) clains 7 and 23 are rejected under 35 U. S.C. 8§ 102(b)
as anticipated by Barefield; and

(4) claim23 is rejected under 35 U.S.C. § 112, first
par agraph, in view of C anpolini, as being based upon a
specification which fails to enable a person skilled in the
art to nake the invention as broadly as clained, i.e., the
enabl ing disclosure in appellants’ specification is not

commensurate in scope with the breadth of claim 23.

OPI NI ON
A. The 8§ 103 Rejection over Lehn
Claim 23 recites a pharmaceutical conposition conprising
an active ingredient selected froma group of el even

conmpounds* and a pharmaceutically acceptable carrier.

4 Eleven "conpounds" are recited in claim?23. The first, "bicyclant is a

recitation of a genus of conpounds. The other ten "conpounds" are specific conpounds
The genus "bi cycl ant' enconpasses the 2,2'-bicyclamand 6, 6'-bicyclamisoners of clains 7

5



Appeal No. 95-2603
Application 07/915, 871

The exam ner states that “Lehn teaches the claim
desi gnat ed conpounds as old and well known in conbination with

carriers...” (answer, page 4). The exam ner contradicts this
statenent in the sentence bridging pages 8 and 9 of the answer
by stating that “Lehn fails to teach the bis conpounds recited
in the instant clains”. Appellants note this inconsistency

and state that Lehn does not disclose the clainmed active

ingredients (reply brief, pages 1-2).

Lehn di scl oses bicyclic conpounds containing nitrogen but
fails to disclose or teach the bis conpounds (which are two
rings linked together) called for by the clains on appeal.

The exam ner has not pointed to any specific section of Lehn
show ng or teaching the conpounds contained in the clainms on
appeal. Furthernore, Lehn teaches that the conmpounds of his
I nvention nust contain an oxygen or sulfur atomin the

het erocyclic ring (colum 3, lines 7-11) and no equi val ency
has been suggested by Lehn or shown by the exam ner for these

atons and nitrogen.

and 8.



Appeal No. 95-2603
Application 07/915, 871

For the foregoing reasons, the rejection of clains 7, 8
and 23 under 35 U S.C. § 103 as unpatentable over Lehn is
reversed.

B. The Rejection under 8 103 over Lehn, Rowatt, and
Zi menkovskii in view of WIIlians

Lehn has been di scussed above. Rowatt and Zi nenkovski
are simlarly deficient in failing to disclose any conpounds
within the scope of the active ingredients in the appeal ed
clains. Rowatt discloses “aliphatic polyam nes” but does not
di scl ose what structures are enconpassed by this term
Zi menkovskii is even further renoved in disclosing only
het er ocycl i ¢ conpounds contai ning nitrogen and sul fur with no
di scl osure or teaching of any conpounds simlar to the bis
conmpounds recited in the clains on appeal. The exam ner has
failed to point out what part of the references are being
relied upon® to show “the cl ai med desi gnated conpounds”
(answer, page 5). Wllians is relied upon by the exam ner for
the teaching as old and well known the treatnent of Herpes

virus with the clainmed designated conpounds (answer, page 6).

® W consider only the references cited by the examner, i.e., the abstracts,

and not the underlying articles upon which these abstracts are based.

7
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Agai n the exam ner has not specifically pointed out where this
teaching occurs in Wllianms. WIIlianms discloses tricyclic
het er o conpounds cont ai ni ng nitrogen and oxygen w th am no
acid substituents useful in the treatnment of Herpes sinplex
virus. No disclosure can be found of the bicyclam conpounds
of the appeal ed cl ai ns.

For the foregoing reasons, this rejection under 8§ 103 is
reversed.

C. The Rejection under 8 103 over C anpolini and Lehn in
vi ew of Kinura

This new ground of rejection is actually two grounds of
rejection. Cianpolini is applied alone with no secondary
reference but Lehn is nodified by Kinura (see the answer,
pages 8-9). This rejection will be discussed accordingly.

Lehn has been di scussed above. Kinura, which allegedly
teaches the bridging of two nacrocyclic polyam ne conpl exes
into the clainmed bis conpounds, is applied to provide gui dance
on how this chem cal “configuration” would affect the
bi ol ogi cal systens of interest (answer, page 9). However,

Kinmura is not related to biological systens and the exam ner
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fails to point out where the reference discloses the bis
conpounds of the clainmed conpositions. Kinura is directed to
the study of macrocyclic conplexes and their effects on
superoxi de disnutase activities. Thus there is no suggestion
to conbine this reference with Lehn and, even if properly
conbi ned, these references would not suggest the conposition
of the appealed clains. See In re Bond, 910 F.2d 831, 834, 15
UsP@d 1566, 1568 (Fed. Cir. 1990).

Ci anmpolini, as characterized by the exam ner, teaches the
11, 11'-positional isoner of one of the active ingredients in
claim23, along with its conbination with various carriers
(answer, page 8). The exam ner concludes that “it is wel
settled patent |aw that positional isonmers would have been

obvious to the skilled artisan”® citing In re Wlder.”’

Appel I ants argue that the exam ner has m sidentified the

di scl osed bicyclic conmpound of Ci anpolini but, regardless,

®  The exani ner incorrectly includes the active ingredients of dependent clainms 7

and 8 as positional isoners of the conpounds disclosed by G anpolini (answer, page 8).
The conpounds recited in dependent claims 7 and 8 are bicyclamisonmers which contain no
bridging group, i.e., no 1, 2-ethanediyl group

" 563 F.2d 457, 195 USPQ 426 (CCPA 1977).

9
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there is no biological activity disclosed by the reference
(reply brief, page 4).

Generalization is to be avoided insofar as specific
structures are alleged to be prinma facie obvious one fromthe
other. In re Gabiak, 769 F.2d 729, 731, 226 USPQ 870, 872
(Fed. Cir. 1985). See also In re Jones, 958 F.2d 347, 349-50,
21 USPRd 1941, 1943 (Fed. Gr. 1992). As stated by the court
in Gabiak, 769 F.2d at 731, 226 USPQ at 872, “there nust be
adequate support in the prior art for the ester/thioester
change in structure in order to conplete the PTOs prima facie
case and shift the burden of going forward to the applicant.”
Cianpolini is directed to a different utility than appellants’
di scl osed utility. W cannot find any suggestion or reasoning
to nodify any “positional isomers” of Cianpolini to
I nvestigate G anpolini’s described electrostatic effects on
t he redox behavior of pairs of netal ions. In fact,

Ci anpol i ni discloses at page 3528 that the specific conpounds
di scl osed were “appropriately designed for the investigation
of the redox activity in solution of pairs of 3d netal ions”

and the nost favorable framework for incorporation of 3d netal

10
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ions is this particular Iinking of two cyclam noi eti es.
Therefore there is no notivation or suggestion to nmake the
proposed nol ecul ar nodifications needed to arrive at the
claimed active ingredients. See In re Lalu, 747 F.2d 703,
705, 223 USPQ 1257, 1258 (Fed. Cr. 1984) and conpare In re
Dillon, 919 F.2d 688, 16 USPQ2d 1897 (Fed. Cir. 1990) (en
banc), cert. denied, 500 U S. 904 (1991). Thus the rejection
of clains 7, 8 and 23 under 8 103 in view of C anpolini, as
interpreted and applied by the exam ner, cannot be sustai ned.
For the foregoing reasons, the exam ner’s new ground of

rejection under § 103 is reversed.

D. The Rejections Under 37 CFR § 1.196(hb)

The first new ground of rejection involves claim23 under
35 U.S.C. 8 102(b) as anticipated by C anpolini. Conmpound 2
on page 3527 of C anpolini is believed to be identical to the
active ingredient 11,11 -(1, 2-ethanediyl)bis-1,4,8, 11-
tetraazacycl o-tetradecane recited in claim23. Initially, we
find that appellants' use of the designation 11,11'- in
identifying 11, 11'-(1, 2-ethanedi yl )bis-1, 4,8, 11-

tetraazacycl ot etradecane i s sonewhat odd. The conpound naned

11
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by appel | ants does not appear to have any substituent group at
the 1- or 1'-positions of the tetraazacycl otetradecane groups.
Hence, the conpound 11,11'-(1, 2-ethanediyl)bis-1,4,8,11-
tetraazacycl ot etradecane could as easily have been, and
normal Iy woul d have been, identified as 1,1 -(1, 2-

et hanedi yl )bis-1,4,8,11-tetraazacycl otetradecane, as is
readi |y apparent by conparing the foll ow ng chem ca

structures:

1 2 3 4 5 6 7 8 9 10 11 12 13 14
INJCH,|CH,INHCH,CH,JCH,INHICH,|CHNH CH,|CH,|CH )

CH,
CH,
INICH,JCHJNHCH,|CH,|CH,NHICH, |CH,]NHICH,|CH,|CH,

1 2 3 4 5 6 70 8 9 10 11' 12'13' 14

1,1'-(1, 2-ethanediyl )bis-1,4,8,11-t et raazacycl ot et radecane
(when viewed fromthe top)

and

12
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MMM,

11 10 9 8 7 6 5 4 3 2 1 14 13 12
JINJCH;CH,INHCH,CH,CH,NHICH, | CHNHICH, JCH,JCH

CH,
CH,

INJCH,CH,NHCH,|CH,|CH,NH/CH,|CH,NHICH, |CH,|CH,
11" 100 9" 8 7 6" 5 4 3 2° 1' 14'13 12

MM

11, 11' - (1, 2-ethanedi yl ) bis-1, 4, 8, 11-tetraazacycl ot etradecane
(when viewed fromthe bottom

Ci anpol i ni descri bes the conpound which appellants identify as
11,11'-(1, 2-ethanedi yl ) bis-1, 4, 8, 11-tetraazacycl ot et r adecane,
because C anpolini describes a process (page 3528, reaction
schene at the top of the page) for maki ng Conmpound 2 (page
3527, col. 1) which has a structural fornula identical to
either fornmula set out above. Ci anpolini also describes other
bi s-cycl ans contai ning bridging groups. See Conmpounds 3, 4, 5
and 6.

Compounds 2, 3, 4, 5 and 6 were converted into nickel (I1)

and copper(11) conplexes. Electrochem cal paraneters were

13
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nmeasured for each nickel and copper conplex (page 3529, col.
1, table 1). The conpl exes were nade according to the
foll ow ng process (page 3529, col. 1, third full paragraph):
*** [ C] onpl exes were obtained *** by m xi ng
et hanolic solutions of the |igand and of the netal
perchlorate (1:2 nolar ratio) and allowing to reflux
for 30 mn. The conplexes, recrystallized from
nmet hanol , gave satisfactory C, H N el enenta
anal ysi s.
The "ligand" is any one of Conpounds 2, 3, 4, 5 and 6.
An et hanolic solution of the ligand is a solution of the
ligand in ethanol. Ethanol is a known pharmaceutica
carrier.® The utility recited in the preanble of appellant's
claim i.e., activity "against H V-infected cells in in vitro
tests,” neans that purity for appellants' pharmaceutica
conposition is not as nmuch a concern as it mght be in a
pharmaceuti cal admnistered to a human. Hence, Ci anpolini's
description of a mxture of the ligand which is Conpound 2 and

ethanol is a description of a species within the scope of

8 see, for exanple, Snmiles et al., U S. Patent No. 4,959,210, colum 2, lines

44-46 (copy attached to this decision).

14
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appel | ants' pharnaceuti cal conposition conprising 11,11"'-(1, 2-
et hanedi yl )bis-1,4,8,11-tetraazacycl ot etradecane and the
pharmaceutically acceptable carrier

W al so note that appellants contenplate the use of their
compounds in the formof a netal conplex, including a nicke
conpl ex (specification, page 5, lines 1-2). To the extent
claim 23 calls for a conpound "conprising” 11,11 -(1, 2-
et hanedi yl )bis-1, 4,8, 11-tetraazacycl ot etradecane, the claim
al so covers nickel conplexes of 11,11 -(1, 2-ethanediyl)bis-
1,4,8,11-tetraazacycl otetradecane. G anpolini al so describes
a mxture of a nickel(ll) conplex of 11,11 -(1, 2-
et hanedi yl ) bis-1, 4, 8, 11-tetraazacycl ot etradecane i n ethano
prior to recrystallization with nethanol.

We find and conclude that claim23 | acks novelty over

Ci anpol i ni .

Clains 8 and 23 are rejected under 8 102(b) as
antici pated by Fabbrizzi. This reference, as disclosed on
page 3 of the specification, is directed to 6,6'-bicyclam (see

conmpound 2 on page 2671). Fabbrizzi discloses an aqueous

15
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sol ution of the biscyclam conpound (page 2671, |eft col umm)
("1 equiv of N (NG), was added to an aqueous sol ution of

bi scycl am at pH7" and "bi scyclant is Conmpound 2 (page 2671,
colum 2)). Since water is a known pharnaceutical carrier?,
the clained conposition is anticipated by Fabbrizzi, even
though the utility disclosed by Fabbrizzi is different than
appel lants’ utility. See Titanium Metals Corp. v. Banner, 778
F.2d 775, 782, 227 USPQ 773, 779 (Fed. Cir. 1985); In re

Wl der, 563 F.2d at 460-61, 195 USPQ at 429-30.

Clainms 7 and 23 are rejected under 8§ 102(b) as
antici pated by Barefield. As characterized on page 3 of the
specification, Barefield discloses the 2,2'-bicyclam
derivative of clains 7 and 23 (conpound 2 on page 303).
Barefield teaches that this “octa-am ne” (bicyclam is very
i nsoluble in water and nost organic solvents (see the footnote
on page 303). To recognize this insolubility, it is nore
likely true than not, that Barefield interm xed these
materials, thus creating a conposition of bicyclamand water

which is one of the conpositions enbraced by appeal ed cl ai m

° Ibid.

16
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23. O herwise, we believe that it is unlikely Barefield would
have made a positive scientific assertion that his Conpound 2
"is very insoluble in water ***" (page 303, first footnote).
In this regard, we point out that the | anguage of appeal ed
claim23 nerely calls for a “pharnmaceutically acceptable
carrier”. Water is a known pharmaceutically acceptable
carrier and thus the m xture of water and bicycl am of
Barefield neets all the |limtations of clainms 7 and 23 (i.e.,
these clains on appeal do not require that the active
ingredient is soluble in the carrier).

Claim23 is rejected under 35 U.S.C. § 112, first
par agr aph, as | acking enabl emrent as to how to nake the clained
active ingredients in view of GCanpolini. Caim23 lists
active ingredients with 2 to 6 carbon atom chains as |inking
groups between the cyclamrings. Appellants’ only enabl enent
regardi ng “how to nake” is the disclosure that “[A] nunber of
the active ingredients according to the invention are known,
and the conpounds nay be prepared by identical nethods or

met hods anal ogous thereto.” (specification, page 4).

10 pid.
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However, all of G anpolini’s prior art bicyclam conpounds
wi th bridging groups are substituted at the ends of the
bridging groups (i.e., 1,2-ethanediyl, 1,3-propanediyl, 1, 4-
but anediyl, etc.). Al of appellants’ clainmed active
i ngredients with correspondi ng bridging groups contain the
cyclamrings in the 1,2-positions. Such a disposition is
consistent with the prior art (Canpolini) only with respect
to the end bridged ethanediyl group of appeal ed claim 23.
Clearly, the here clainmed 1,2- disposition is inconsistent
wWth the prior art with respect to the non-end bridged groups
of appellants’ claim?23. More particularly, it is not clear
how thi s di sposition can be acconplished with the steric
hi ndrance expected from such |arge cyclic rings being
substituted adjacent to each other at the 1,2 positions on the
non-end bridgi ng groups of propanediyl, butanediyl,
pent anedi yl and hexanediyl recited in claim?23. Therefore
there is a lack of enabling disclosure as to how to nake the
clained active ingredients with the bicyclamrings substituted
in the 1,2-position for the above noted propanediyl,

but anedi yl, pentanedi yl and hexanediyl bridgi ng groups.

18
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Thi s deci sion contains a new ground of rejection pursuant
to 37 CFR 8§ 1.196(b) (anmended effective Dec. 1, 1997, by final
rule notice, 62 Fed. Reg. 53,131, 53,197 (Cct. 10, 1997), 1203
Of. Gaz. Pat. & Trademark O fice 63, 122 (Cct. 21, 1997)).

37 CFR
8§ 1.196(b) provides that, “A new ground of rejection shall not
be considered final for purposes of judicial review”

37 CFR 8 1.196(b) al so provides that the appell ant,

WTH N TWO MONTHS FROM THE DATE OF THE DECI SI ON, nust exerci se

one of the following two options with respect to the new
ground of rejection to avoid term nation of proceedi ngs
(8 1.197(c)) as to the rejected cl ai ns:

(1) Submit an appropriate anendnent of the
clainms so rejected or a showing of facts relating to
the clains so rejected, or both, and have the matter
reconsi dered by the exam ner, in which event the
application will be remanded to the exam ner.

(2) Request that the application be reheard

under 8 1.197(b) by the Board of Patent Appeals and
Interferences upon the same record.

19
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No tinme period for taking any subsequent action in

connection with this appeal

§ 1.136(a).

REVERSED - 37 CFR § 1.196(b)

BRADLEY R. GARRI S
Adm ni strative Patent Judge

FRED E. McKELVEY, Seni or
Adm ni strative Patent Judge

THOVAS WALTZ
Adm ni strative Patent Judge

20
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McKel vey, Senior Admi nistrative Patent Judge, concurring.

I concur fully with, and have signed, the opinion of the
nerits panel. | wite separately to place on the record a
recurring problemfaced by the Board of Patent Appeals and
Interferences in resolving ex parte appeals which cone before
it. The recurring problemis the citation and reliance by
exam ners on abstracts, without citation and reliance on the
underlying scientific article.

At the conclusion of Fiscal Year 1997, the board had an
ex parte backl og of about 9200 ex parte appeals. It thus
becones i nperative for the efficient adm nistration of justice

with respect to ex parte appeals before this board that the

21
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exam ner, appellants (and in particular their counsel) and the
board itself adopt practices which nmaxi mze the opportunity
for pronpt and full resolution of patentability issues in ex
parte appeal s.

In this appeal, the exam ner relied upon severa
abstracts without citing (or apparently obtaining copies of)
the underlying scientific article itself. Citation of an
abstract wthout citation and reliance on the underlying
scientific article itself is unacceptable. Abstracts
sonetinmes are not witten by the author of the underlying
article and often are erroneous. Hence, the preferred
practice would be for the examner to cite and rely on the
underlying article. Furthernore, when the exam ner cites and
relies only on an abstract, it would appear prudent for the
applicant to obtain a copy of the underlying article and
submt a copy to the exam ner when responding to a rejection
whi ch has been entered by the examiner. In the past, when
nei ther the exam ner nor the appellant cites or relies on the
underlying article, often the board itself has expended the
resources necessary to obtain a copy of the underlying
scientific article. In this case, it is not possible to

22
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know whet her the exam ner or the appellants had and revi ewed
the underlying articles abstracted in the abstracts upon which
t he exam ner has relied. The board cannot examine, in the
first instance, all applications which cone before us in an ex
parte appeal under 35 U S.C. §8 134. In this particular

appeal, we have el ected not expend board resources to obtain a
copy of the abstracts relied upon by the exam ner. Hence, the
file wapper of this particular patent application should
clearly reflect the fact that we did not consider the
underlying scientific article of the abstracts relied upon by
the exami ner in making the rejections which the nerits pane

Nnow rever ses.

In the future, it will be ny general practice to vote to
vacate and remand any rejection by an exam ner which is based
solely on abstracts wi thout any reliance on the underlying

article.

23



Appeal No. 95-2603
Application 07/915, 871

) BOARD OF PATENT
FRED E. McKELVEY, Seni or ) APPEALS
AND

Adm ni strative Patent Judge ) | NTERFERENCES

CUSHVAN, DARBY & CUSHWVAN
1100 New Yor k Avenue, NwW
Ni nt h Fl oor

Washi ngton, DC  20005- 3918

24



