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Before KIMLIN, JOHN D. SM TH, and WALTZ, Adm nistrative 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 refusal to allow claims 1 through 3 as anended
subsequent to the final rejection (see the amendnent dated
Aug. 12, 1994, Paper No. 48, entered as per the Advisory
Action dated Sep. 2, 1994, Paper No. 49). Clains 1 through 3

are the only clains pending in this application.
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According to appellants, the invention is directed to a
process for selectively nethylating the 6-hydroxy position of
erythromycin A, and internedi ates useful in this process,
whi ch process does not involve the formation of quaternary
salts at the 3'-dinethylam no position (Brief, pages 2-3).
Claims 1 and 3 are illustrative of the subject matter on
appeal and a copy of these clains is attached as an Appendi x
to this decision.

The exam ner has relied upon the follow ng references as

evi dence of obvi ousness:

Faubl et al. (Faubl) 4,640, 910 Feb. 3,
1987
Wat anabe et al. (Watanabe) 0 158 467 Cct. 16,
1985

(Publ i shed European Patent Application)

Ki rk-O hmer, Encycl opedia of Chem cal Technol ogy, 3rd ed.,
Vol . 20, pp. 964-65, John Wley & Sons, 1982.

Clainms 1 and 2 stand rejected under 35 U S.C. § 103 as
unpat ent abl e over Faubl in conbination with Watanabe and Kirk-
O hmer (Answer, page 2). Claim 3 stands rejected under 35

U.S.C. 8§ 103 as unpatentabl e over Watanabe! i n conbi nati on

The last digit is omtted fromthe citation of Witanabe
on page 3 of the Answer. However, this is a harm ess error
since the entire prosecution of this application and parent
application no. 07/094, 888 recognize the correct citation of
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with Faubl and Kirk-O hmer (Answer, page 3). W affirmthese
rejections for reasons which follow
OPI NI ON

A. Background

According to appellants, this application is a
continuation of application no. 07/094,888 (hereafter, the
‘888 application), now abandoned. The clains of the ‘888
application were finally rejected and this final rejection was
appeal ed to the Board of Patent Appeals and Interferences
(hereafter, the Board). A nmerits panel of the Board issued a
deci sion dated Dec. 17, 1990, Paper No. 20, as a result of
this appeal (Appeal No. 90-3119), affirm ng the exam ner’s
rejections of clains 1 through 3 under 35 U . S.C. §8 103 over
Faubl and Watanabe, with the reference to Kirk-O hmer newy
cited by the Board. This decision was later clarified in a
Suppl enent al Deci si on dated Jan. 25, 1991, Paper No. 22, and
nodi fied after a Request for Reconsideration by reversing the
exam ner’s rejection and denoninating the rejections set forth

in the original decision as new grounds of rejection under 37

this reference against claim3 (also see the correct citation
in the “Prior Art of record” on page 2 of the Answer).
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CFR 8 1.196(b)(see the decision on Request for Reconsideration
dated Apr. 12, 1991, Paper No. 24).

The clains as presented in Appeal No. 90-3119 differ in
t hree aspects fromthe clainms in this appeal. Clains 1
t hrough 3 now on appeal are limted to a 6-C
met hyl eryt hromycin A derivative where both R®and R® are
trimethylsilyl instead of a “substituted silyl group” or
hydrogen, “arylnmethyl” is now benzyl, and *hal ogen” is now
chlorine. Furthernore, appellants have submtted two
Decl arations by Watanabe under 37 CFR § 1.132 that were not of
record in the prior appeal. Further background information is
presented on pages 3-5 of the Brief. Accordingly, this nerits
panel of the Board must begin anew, evaluating all the
argunments and evidence for and agai nst patentability,
uni nfl uenced by any earlier conclusion reached by an earlier
Board upon a different record. See In re Rinehart, 531 F.2d
1048, 1052, 189 USPQ 143, 147 (CCPA 1976).

B. The Rejection of Claim3

Since the thrust of the invention is the process of

preparation, we will first consider claim3 on appeal. Claim



Appeal No. 1996-1080
Application No. 07/869, 111

3 stands rejected under § 103 over Watanabe in conbination
w th Faubl and Kirk-O hmer (Answer, page 3).

The exam ner finds, and appellants do not contest, that
t he process of Watanabe differs in only one aspect fromthe
process recited in claim3 on appeal, nanely Watanabe teaches
that the protecting groups for the hydroxy substituents of the
erythromycin A derivative are esters while the process of
claim3 uses trinethylsilyl as a protecting group (Answer,
page 4, and the Brief, pages 13 et seq.). Kirk-O hnmer has
been applied by the exam ner for the disclosure that
silylation is a conventional technique for protecting hydroxyl
groups (Answer, page 3). The exam ner also states that Faub
di scloses that silylation is a conventional technique for
protection of a hydroxy substituent in erythromnmycin
derivatives (ld. at page 4). The exam ner concludes that it
woul d have been obvious to one of ordinary skill in the art to
protect hydroxy substituents on the erythronycin derivatives
of Watanabe by silylation instead of ester formation, as
taught by Kirk-O hmer and Faubl (1d.).

We adopt the prior nerits panel’s finding that Kirk-

O hmer di scl oses “silylation of hydroxyl groups as a known
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bl ocki ng or protective technique in organic syntheses
generally and with regard to certain antibiotic conpounds
particularly.” (Decision dated Dec. 17, 1990, Paper No. 20,
page 2, see Kirk-OQ hnmer, paragraph bridgi ng pages 964-965).

In view of this teaching and the uncontested findi ngs
regardi ng the net hod of Watanabe, we agree with the exam ner’s
conclusion that silylation, instead of ester formation, to

bl ock or protect the hydroxyl groups of the erythromycin
derivatives of Watanabe woul d have been well wi thin the
ordinary skill in the art.

For the foregoing reasons, we determ ne that the exam ner
has established a prinma facie case of obviousness in view of
the reference evidence. Appellants have submtted evi dence of
unexpected results in rebuttal to the exam ner’s evi dence of
obvi ousness. Accordingly, we nust reevaluate the argunments
and evidence for and against patentability based on the
totality of the record. In re Oetiker, 977 F.2d 1443, 1445,
24 USPQ2d 1443, 1444 (Fed. Cir. 1992).

Appel | ants have subm tted and di scussed three
Decl arati ons under 37 CFR 8§ 1.132 by WAt anabe (hereafter the

Wat anabe |, Watanabe |11, and Watanabe 111 Decl arati ons,
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executed on Apr. 19, 1990, June 6, 1991, and July 8, 1992,

respectively)(see the Brief, pages 15-21). The WAt anabe |

Decl aration and Experinents 7-10 of the Watanabe Il and I

Decl arations are directed to a show ng regarding the rejection

of conmpound clainms 1 and 2 on appeal, as discussed bel ow.

Furthernore, the Watanabe 11l Declaration is essentially the

sane as the Watanabe Il Declaration (Brief, page 17, | ast

paragraph). Therefore, with respect to the rejection of claim

3 on appeal, we will limt our discussion to the results of

Experiments 1 through 6 of the Watanabe |11 Decl aration.
Appel l ants admt that the reaction conditions in all of

t he Experinments were not the sanme (Brief, page 16).°2

Furthernore, at |east one reaction variable differs between

t he process of Watanabe and the Experinents of the Watanabe 11

Decl aration. After conpletion of the reaction, Watanabe adds

triethylam ne or sodium bi carbonate (see Exanple 40 or Exanple

42, referring to Exanple 16) while the Experinments of the

Decl arati on use di net hyl am ne (see Experinent 1, page 2 of the

Wat anabe Il Declaration). The cause and effect of the

2Contrary to appellants’ adm ssion on page 16 of the
Brief, Experinents 3 and 5 were both reacted at different
conditions (tenperature and tine) than Experinments 1, 2 and 4.
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different protecting groups is |lost here since all the

vari abl es are not fixed. |In re Dunn, 349 F.2d 433, 439, 146
USPQ 479, 483 (CCPA 1965). The declarant fails to
set forth any reasoning for enploying “larger scale” reactions
t han those di scl osed by WAt anabe, which, for sone unexpl ai ned
reason, produces far less yield than reported by Watanabe (see
Experinments 1, 2 and page 15 of the Brief). As noted by the
exam ner on page 5 of the Answer, the clainms are also not
limted to any reaction conditions or specific methylating
agents while the showing in the Declaration is |limted to a
particul ar nethylating agent and specific reaction conditions.
Therefore the Declaration evidence has not been shown to be
reasonably predictive of or comensurate in scope with the
clai med subject matter. In re Boesch, 617 F.2d 272, 276, 205
USPQ 215, 219 (CCPA 1980).

Finally, we note that it is not enough that the results
for the clainmed subject matter and the prior art invention are
different, as shown in Table 1 on page 5 of the Watanabe 11
Decl aration. Appellants nmust denonstrate that such results

are unexpected. In re Geisler, 116 F.3d 1465, 1469-70, 43

UsP@2d 1362, 1365 (Fed. Cir. 1997); In re Merck & Co., Inc.,
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800 F.2d 1091, 1099, 231 USPQ 375, 381 (Fed. Cir. 1986). The
Decl arant has not stated or denonstrated that the results
sunmari zed in Table 1 are unexpected (Watanabe Il Declaration,
page 8, paragraph (2)).

For the foregoing reasons, we determ ne that, based on
the totality of the record, including the argunents and
evi dence presented for and agai nst patentability, the
preponderance of evidence wei ghs nost heavily in favor of
obvi ousness within the nmeaning of § 103. Accordingly, the
rejection of claim3 under
8§ 103 as unpatentabl e over Watanabe in conmbination with Faub
and Kirk-Othmer is affirnmed.

C. The Rejection of Clains 1 and 2

Clains 1 and 2 stand rejected under 8 103 as unpatentable
over Faubl in conbination with Watanabe and Kirk-O hmer
(Answer, page 2). Since appellants have stated that clains 1
and 2 stand or fall together (Brief, page 6), we decide this
rejection on the basis of claim1l alone (see 37 CFR §
1.192(c) (5)(1993)).

The exam ner finds that Faubl discloses a “closely

anal ogous erythromycin derivative” but fails to disclose the
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clai mred R!' substituents (i.e., the 9-oxinme substituents, see

t he sentence bridging pages 2-3 of the Answer). The exam ner
appl i es Wat anabe to show that the clainmed substituents for the
9-oxinme derivative are known in the art, again citing Kirk-

O hmer for the teaching that silylation is conventional for
protecting hydroxy substituents (Answer, page 3).

Appel | ants argue that only by extensive picking and
choosing of substituents fromthe generic formula of Faub
could one of ordinary skill in the art arrive at conpounds
anal ogous to the clainmed conpounds (Brief, paragraph bridging
pages 6-7). Furthernore, appellants do not contest the
equi val ency of oxinme substituents taught by Watanabe but argue
that this reference cannot be conbined with Faubl since its
teaching is in “an entirely different context,” i.e., directed
to a process for 6-nmethylation (Brief, page 7).

Faubl discloses a generic formula (I1) where there are
several selections of variables (colum 2, lines 15-39).
However, the choices for each variable are relatively few
with “preferred” conmpounds directing one of ordinary skill in
the art to various “trinmethylsilyl”, 4" -hydroxy (i.e., Bis

OH), and Rs= nmethyl derivatives (colum 2, lines 39-48). The

10



Appeal No. 1996-1080
Application No. 07/869, 111

exanpl es al so suggest or direct the artisan to various
silylated and 9-oxine derivatives (see exanples 3, 4 and 11).
WAt anabe teaches various substituents at the 9-oxime position
that result in protection of that position during nmethylation
(see page 3). Accordingly, we agree with the exani ner’s
position that substitution of the al kenyl and benzyl
substituents taught by Watanabe for the al kyl group
exenplified at the 9-position by Faubl would have been well
within the skill in the art.® Both Faubl and WAt anabe are
directed to antibiotics and nethods of protecting various
substituents of erythromycin derivatives.

For the foregoing reasons, we determ ne that the exam ner
has established a prima facie case of obviousness in view of
the reference evidence. As previously noted, appellants have
submtted three Decl arati ons by Watanabe to rebut the
exam ner’s evidence of obviousness. The Watanabe |
Decl arati on and Experinents 7 through 10 of the Watanabe 11

Decl arati on have been subm tted by appellants to rebut the

3Conversely, the silyl derivatives of the substituted 9-
oxi mes of Wat anabe woul d have been well wi thin the ordinary
skill in the art given the teaching in Kirk-CO hnmer of
conventional silylation of hydroxy substituents in
anti biotics.
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rejection of claim11 on appeal (Brief, pages 8-12).
Appel l ants submt that the Declaration evidence establishes,
at the mnimum that it is difficult to deoxi mate the
conpounds of Faubl where the oxinme is methyl, isopropyl or
butyl substituted, when using sodi um hydrogen sulfite as the
deoxi mati ng agent (Brief, page 11, see the specification,
sentence bridgi ng pages 11-12).

The WAt anabe | Decl aration, in Experinments 4 and 6, and
t he Watanabe 11 Declaration, in Experinments 9 and 10, attenpt
to show t hat deoxi mation of al kyl -substituted 9-oxine
erythromycin derivatives by the “ordinary nmethod” of using
sodi um hydrogen sulfite is “difficult” (see pages 8-9,
paragraph (3), of the Watanabe Il Declaration). 1In every
Experiment of these Declarations, sone of the starting
substituted oxime is converted to an unnaned product (e.g.,
see Experinment 4 of the Watanabe | Decl arati on, where 400 ng
of starting material is reacted with only 320 ng of the
starting material recovered after reaction). However, no
evi dence has been presented on this record regarding the ease
or difficulty in deoximating the clainmed al kenyl -substituted

oXi nmes. Therefore, on this record, there is no basis for

12
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conpari son of the al kyl and al kenyl substituents at the 9-

oxi me position of the erythronycin derivatives. Declarant has
not stated that the results of the deoximation experinents are
unexpected. In re Geisler, supra.

For the foregoing reasons, we determ ne that the
preponder ance of evidence, based on the totality of the record
i ncludi ng evidence and argunents for and agai nst
patentability, weighs in favor of obviousness within the
meani ng of 8 103. Accordingly, the rejection of clains 1 and
2 under 35 U. S.C
8§ 103 over Faubl in conbination w th Watanabe and Kirk-Ct hmer
is affirnmed.

D. Summary

The rejection of claim3 under 35 U . S.C. § 103 as
unpat ent abl e over WAt anabe in conbination with Faubl and Kirk-
O hmer is affirmed. The rejection of claims 1 and 2 under 35
U.S.C. §8 103 as unpatentabl e over Faubl in conmbination wth

Wat anabe and Kirk-Othmer is affirned.
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No period for taking any subsequent action in connection

with this appeal may be extended under 37 CFR 8§ 1.136(a).

AFFI RVED
EDWARD C. KI MLIN )
Adm ni strative Patent Judge )
)
)
)
) BOARD OF PATENT
JOHAN D. SM TH ) APPEALS
Adm ni strative Patent Judge ) AND
) | NTERFERENCES
)
)
)
THOVAS A. WALTZ )
Adm ni strative Patent Judge )
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GEORGE A. LOUD
LORUSO & LOUD
3137 MI. VERNON AVENUE
ALEXANDRI A, VA 22305
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