TH'S OPI NI ON WAS NOT WRI TTEN FOR PUBLI 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journal and (2) is not binding precedent of the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.
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ON BRI EF

Before WNTERS, W SM TH and METZ, Admi nistrative Patent
Judges.

METZ, Adm nistrative Patent Judge.

DECI SI ON ON APPEAL

This is an appeal fromthe exam ner's refusal to allow
claims 1 through 30. dainms 31 through 37, the only other

claims remaining in this application, stand withdrawn from

! Application for patent filed Cctober 15, 1993.
1



Appeal No. 1997-2188
Appl i cation 08/ 137, 440

consideration as clains to the previously non-el ected
invention, 37 CF.R 8 1.142(b), and, accordingly, formno

issue in this appeal.

THE | NVENTI ON

The appeal ed subject matter is directed to a genus of
conmpounds whi ch nay be broadly characterized as gal ant ham ne
derivatives, pharnmaceutical conpositions conprising a
pharmaceutically acceptable carrier and an
acetyl cholinesterase (AChE) inhibiting anount of the
gal ant ham ne derivative, nethods of treating nenory
dysfunction characterized by decreased cholinergic function by
adm nistering to a mammal an AChE inhi biting anmount of the
gal ant ham ne derivative and nethods of treating nenory
dysfunction characterized by decreased cholinergic function by
adm nistering to a mammal an AChE inhi biting anount of the
gal ant ham ne derivative which netabolizes in situ to form6-0O
denet hyl gal ant ham ne. According to appellants, the clained
famly of gal antham ne derivatives possesses the ability to
inhibit the enzyne AChE. The enzynme AChE | owers acetyl choline
levels in the brain. Inhibition of AChE therefore increase
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brain |l evels of acetylcholine.

Clains 1, 4, 28, 29 and 30 are believed to be adequately
representative of the appeal ed subject matter and are
reproduced below for a nore facile understandi ng of
appel  ants' inventi on.

Claim1l. A conpound of the fornula
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Claim 4. The conmpound of C aim 3 wherein

R is hydrogen, (C-C,)alkylcarbonyl or
(C,- C,) al koxycar bonyl ;

R is (C;-C,) al kenyl carbonyl oxy, (GC;-C,)
al kynl car bonyl oxy, (G;- C,) cycl oal kyl car bonyl oxy

or (G;-C,)cycloal kyl (C-C,,) al kyl car bonxyl oxy;

R® is hydrogen; and

R i s hydrogen.

Claim 28. A pharnmaceutical conposition which
conprises a pharnmaceutically acceptable carrier

and an acetyl chol i nesterase inhibiting anount
of the conmpound of C aiml.
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Claim29. A nethod of treating nenory dysfunction
characterized by decreased chol energic [sic,
chol i nergic] function which conprises adm ni stering
to a mammal an acetyl chol i nesterase inhibiting
anount of the conpound of Caiml.

Claim30. A nethod of treating nenory dysfunction
characteri zed by decreased cholinergic function
whith [sic, with] 6-0 denethyl gal ant ham ne which
conpri ses adm nistering to a mammal an acetyl -
chol i nesterase inhibiting conmpound of C aim 4.

RELATED APPEALS

On page 3, lines 1 through 8 of their brief, appellants
direct our attention to two, related appeals which, according
to appellants, relate to the sanme issues as herein invol ved.
The rel ated appeals involve U S. Application Serial Nunber
08/ 137,443, filed on Cctober 15, 1993 (Appeal Nunber 1997-
2182); and U.S. Application Serial Nunber 08/137,444, filed on
Cct ober 15, 1993 (Appeal Nunmber 1997-2167).

The clains in this application differ fromthe clains in
the two related applications chiefly in the description of the
substituent R.. Decisions in the two rel ated appeals were
mai |l ed on even date with this opinion.

THE REJECTI ONS

Clainms 1 through 30 are rejected under 35 U.S.C. § 112,

first paragraph, on the grounds the specification fails to
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adequately teach how to use the clained invention. C aim 30
is rejected under 35 U.S.C. 8§ 112, second paragraph, on the
grounds that the claimdoes not distinctly claimthe subject
matter which appellants regard as their invention.
OPI NI ON

We have carefully considered the entire record before us,
i ncluding the well-argued positions taken by both the exam ner
and the appellants. W find, however, that the exam ner has
failed to make out a prima facie case of unpatentability under
the relevant statutes as the statutes have been interpreted by
our review ng courts. Accordingly, for reasons expressed
fully below, we shall reverse each of the examner's stated
rej ections.

THE CLAI M5

Qur analysis of the issues before us begins with a
determ nation of the scope and content of what appellants
claimas their invention. As clains pending in a yet to be
pat ented application, we nust give the clains their broadest,
reasonabl e interpretation, consistent with appellants’

di scl osure as said disclosure would have been understood by a
person of ordinary skill in the art at the tine appellants
made their invention, but without inporting limtations from
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the specification into the clainms for the purpose of narrow ng
the scope of the clains.

The conpound clains (clains 1 through 27) are directed to
a specific group of conpounds. Because the conpounds' basic
structure is fixed by the fornmula (1) in claiml, the specific
group of conpounds is defined solely by the substitutents R,
R, R® and R* located at the various positions found on the
conpound depicted by formula (1) in claim1l and al so includes
the "pharmaceutically acceptable addition salts" thereof. The
term nol ogy "pharmaceutically acceptable addition salts" is
conventional |anguage used to descri be well-known groups of
conpounds (salts) prepared fromvarious acids and the clai ned
conmpounds. The salts are usually prepared for purposes of
solubility and bioavailability. See appellants' disclosure at
page 9, lines 4 through 7 for acids useful for preparing the
clainmed salts.

Appel I ants' conposition claimis a so-called "conprising"
cl aimand, as such, is directed to conpositions including the
recited carrier and an acetyl cholinesterase inhibiting anount
of the conpounds defined by claiml1l. The conpositions are

open to the inclusion of conpounds such as those described by
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appellants in their specification at page 8, |ine 24 through
page 10, line 18. The conpositions do not exclude any other
mat erials, including materials disclosed but not clained and
materi al s neither disclosed nor even contenpl at ed.

Appel lants' method clains are directed to two separate
enbodi nents: one where nenory dysfunction characterized by
decreased cholinergic function is treated by adm nistering the
conpounds of claiml1l to a manmal in an anobunt effective to
i nhibit AChE, and, a second where nenory dysfunction
characterized by decreased cholinergic function is treated
wi th 6- O denet hyl gal ant ham ne, a known AChE i nhi biting
conpound, by adm nistering to a manmal in an anount sufficient
to inhibit AChE the conmpound of Claim4. Thus, both nethods
are limted to treating nmenory dysfunction characterized by
decreased cholinergic function.

The first nethod requires admnistering to a mammal wth
menory dysfunction characterized by decreased cholinergic
function an anmount of the conpound of claim11 sufficient to
inhibit the formation in the mammal of the enzyne AcChE. As a
"conprising" claimthe first nethod does not exclude any ot her
step or ingredient, including steps or ingredients disclosed
but not clainmed and even steps or ingredients neither
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di scl osed or even contenplated. The second nethod requires
adm nistering to a mamal w th nmenory dysfunction
characteri zed by decreased cholinergic function the conpound
6- O denet hyl gal ant ham ne by adm nistering to said manmal in an
amount sufficient to inhibit the formation in the manmal of
AChE t he conpound of C aim4 which netabolizes to 6-0O

denet hyl gal ant ham ne. Like the first nethod, the second

met hod is open to other steps and ingredients, both disclosed
but not cl aimed ones and steps and ingredi ents neither

di scl osed nor even contenpl at ed.

THE "HOW TO USE" REJECTI ON UNDER § 112

The exam ner's rejection of the clains as being based on
a specification which fails to adequately teach "how to use”
the clained invention is a rejection under the so-called
"enabl ement” requirement of the first paragraph of 35 U S.C. 8§
112. It is incunbent upon the examiner in rejecting clains
under the first paragraph of 35 U S.C. 8§ 112, to establish a

prima facie case of |ack of enablenent. In re Strahilevitz,

668 F.2d 1229, 1232, 212 USPQ 561, 563 (CCPA 1982); In re

Wertheim 541 F.2d 257, 263, 191 USPQ 90, 97 (CCPA 1976); Ln

re Arnbruster, 512 F.2d 676, 677, 678, 185 USPQ 152, 153 (CCPA

1975); In re Marzocchi, 439 F.2d 220, 224, 169 USPQ 367, 370
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(CCPA 1971). Moreover, in determ ning whether or not a

di sclosure is enabling, it has been consistently held that the
enabl ement requirement of the first paragraph of 35 U S.C. 8§
112 requires nothing nore than objective enablenent. 1n re
Mar zocchi, 439 F.2d at 223, 169 USPQ at 369. In neeting the
enabl enment requirenent, an application need not teach, and
preferably omts, that which is well-known in the art.

Hybritech, Inc. v. Mnoclonal Antibodies, Inc., 802 F.2d 1367,

1384, 231 USPQ 81, 94 (Fed. Gr. 1986).

How such a teaching is set forth, whether by the use of
illustrative exanples or by broad descriptive term nology, is
of no inportance since a specification which teaches how to
make and use the invention in terns which correspond in scope
to the clainms nust be taken as conplying with the first
paragraph of 35 U.S.C. 8 112 unless there is reason to doubt
the objective truth of the statenents relied upon therein for
enabl i ng support. Marzocchi at 439 F.2d 223, 169 USPQ 369. A
specification is considered to be enabling if a person of
ordinary skill in the art could "make and use" the cl ai ned
invention without resort to "undue experinentation". |Inre
Bor kowski , 422 F.2d 904, 908, 164 USPQ 642, 645 (CCPA 1970).

"Whet her maki ng and using an invention would have
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requi red undue experinentation, and thus, whether a disclosure
is enabling under 35 U.S.C. 8§ 112, 1 1 (1994), is a |egal
concl usi on based upon underlying factual inquiries.” Johns

Hopki ns University v. CellPro Inc., 152 F.3d 1342, 1354, 47

UsP@d 1705, 1713 (Fed. Cir. 1998). Neverthel ess, there nust
be a reasonable correlation between the scope of what is

cl ai mred and the scope of enabl ement provided by appellants
specification to the person of ordinary skill in the art. In
re Vaeck, 947 F.2d 488, 495, 20 USPQ2d 1438, 1444 (Fed. Cr

1991); In re Fisher, 427 F.2d 833, 839, 166 USPQ 18, 24 (CCPA

1970).

Factors to be considered in determ ning whether a
di scl osure woul d require "undue" experinmentation include (1)
the quantity of experinentation necessary, (2) the anount of
direction or guidance presented, (3) the presence or absence
of working exanples, (4) the nature of the invention, (5) the
state of the prior art, (6) the relative skill of the
routineer in the art, (7) the predictability or |ack thereof

inthe art, and (8) the breadth of the claims. 1n re WAnds,

858 F.2d 731, 737, 8 USPQd 1400, 1404 (Fed. Cir. 1988).
The exami ner's position as stated in his Answer is that
he considers appellants' clainms to be directed to the
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treatment of Al zheiner's disease, the only di sease nentioned
in their specification as including as a synptom t hereof
menory | oss due to decreased cholinergic function. The

exam ner expl ains that appellants have failed to present
adequately reliable information in their disclosure for
effectively treating Al zheiner's di sease. Specifically, the
exam ner questions the reliability of appellants' screening
met hod for screening prospective drug candi dates for treatnent
of menory dysfunction characterized by decreased cholinergic
function. The exam ner al so questions whether appellants use
of the Dark Avoi dance Test? can reliably predict efficacy in
humans of the cl ai ned conpounds.

At page 2 of his Answer, the exam ner has |isted various
prior art references which serve as the evidence which
supports his rejection. O all the listed prior art the
exam ner has proffered as evidence in support of his
rejection, we find the article by Han et al. in the European

Journal of Medical Chenistry to be the npst rel evant reference

to the issues presented for our determ nation. Han et al.

2 See page 7, line 23 through page 8, line 13 of the
specification for an explanation of the Dark Avoi dance
Test .
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acknow edges on page 673 that:

One of the nore promsing palliative approaches rel ates
to potentiating the activity of the central cholinergic
system A decrease in central nervous system cholinergic
markers is the nost consistent and wel | -docunent ed
neurochem cal change in Al zheiner's di sease. Accordingly,
several pharmacol ogi cal strategies to enhance central
cholinergic function are being explored: nuscarinic

agoni sts, acetylcholine rel easing agents and

chol inesterase inhibitors. [cites to the bibliography
omtted]

Thereafter in the paragraph bridging pages 673 and 674, the
aut hors observe that:

Gal ant ham ne (1, schene 1), a long-acting, centrally-
active conpetitive cholinesterase inhibitor, has shown
consi derabl e prom se. This natural product, an al kaloid
of the Amaryllidaceae famly, is hydrolysis-resistant,
only noderately toxic, and nore readily absorbed than
physostigm ne. The animal data suggest that this
conmpound m ght be effective in treating the centra
cholinergic deficits in Al zheiner's di sease. A recent
clinical trial found that 1 was a well-tol erated drug
during long termtreatnment. [cites to the bibliography
omtted]?®

On page 674 the parent conpound 1 and ni ne ot her gal ant ham ne
derivatives are set forth. On page 679 in Table Ill, the

|G, s for seven gal antham ne derivatives is set forth and in

3 Whether or not the results of the clinical trial have
been published and whether, if published, the results are
prior art having a bearing on the patentability of the
appeal ed clains is an issue the exam ner and appel |l ants shoul d
i nvestigate upon return of this application to the exam ning

gr oup.
13
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vi vo studi es were conducted on gal ant ham ne n-butyl carbamate
in mce and yielded "prom sing results”.

Additionally, the exam ner has cited several other
references in support of his rejection which acknow edge the
role of AChE inhibitors in treating Al zheiner's di sease. See
for exanple, Robinson et al. at page 1127 wherein the authors
acknowl edge the therapeutic effect of AChE inhibitors for
treating Al zheiner's disease. The exam ner has also cited
Sarter et al. as evidence that there was a recognition in the
art at the time appellants nade their invention that the high
nunber of failures in clinical trials for drugs ("recognition
enhancers") screened and then tested on an ani mal nodel was
directly correlated to the lack of sufficient attention to the
speci fic psychol ogi cal nechani snms underlyi ng behavi or al
enhancenent. Neverthel ess, Sarter et al. do recognize at page
154 that, "[a]rguably the strongest case for positive effects
can be made for the AChE inhibitors," and Sarter et al. also
observe at page 149 that:

AChE inhibitors and muscarini c agoni sts can reverse

behavi oral deficits caused by lesions to the cholinergic

basal forebrain nuclei or drug induced AChe depletion in

a wde variety of learning and nmenory tasks. (citation

omtted)

Further, both Nordberg et al. and Liston et al. recognize the
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mechani sm by whi ch Tacrine* functions is believed to be due to
AChE inhibition. Indeed, Liston et al. coment that they:
conclude that the inhibition of brain AChE by THA is

sufficient to explain its therapeutic action in
Al zhei ner' s di sease. (enphasis ours)

Sinply stated, the exam ner has failed to present
obj ective evidence sufficient to cast doubt on the objective
trut hful ness of appellants' assertions nade in their
specification and on which they rely for enablenent. It is

only after the exam ner presents evidence which establishes

that one of ordinary skill in the art woul d reasonably doubt
the assertions made by appellants in their specification in
support of the enabl enment requirenent of the statute that
appel  ants must rebut the position taken by the exani ner.

As we have noted above, on bal ance, the evidence on which
t he exam ner has relied gives credence to the objective
trut hful ness of appellants' representations rather than casts
doubt on them Moreover, the exam ner has inproperly narrowy
construed appellants' clains as limted to the treatnent of
Al zheiner's di sease. Both the clains and appel |l ants

di sclosure are directed generally to treating a type of nenory

41,2,3,4 -tetrahydro-9-am noacridi ne, also known as THA

15
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dysfunction in mamrmal s characteri zed by decreased cholinergic
function. The very art on which the exam ner relies suggests
that at the time appellants nade their invention, AChE
inhibitors were generally recognized as a class of conpounds
suitable for treating illness attributable to decreased
acetyl choline function, including Al zheinmer's disease.

The exam ner al so expresses his belief that the prior art
on which he has relied establishes that there was, at the tine
of appellants' invention, no known cure or even treatnent for
Al zheimer's disease. In the first instance, as we have stated
above, appellants do not claimeither a cure of or even
treatnment for Al zheinmer's disease but claima nethod for
treating a specific type of nenory dysfunction. Secondly, the
operative claimtermused is "treating" by adm nistration of
the clai ned conpounds to a mammal. W consider the term
"treating" to enconpass a nmethod which results in the
mtigation of any synptom of the condition being treated but
not to enconpass "curing" the condition. W also disagree
with the examner's position that a nmethod of treating a
di sease or nedical condition nust address the underlying
di sease or condition. Persons who suffer fromallergies such
as hayfever, for exanple, "treat" their synptons with

16
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anti hi stam nes and, yet, still have the underlying allergy.

Appel  ants' specification describes how to synthesize the
cl ai med gal ant ham ne conpounds (see page 4, line 14 through
page 7, line 3 of the specification), including twenty-one
exanpl es of the synthesis of compounds within the clains
(pages 10 through 29 of the specification). Appellants
di scl ose how the cl ai ned conpounds may be admi ni st ered, what
constitutes effective quantities for adm nistration and the
formin which the conpounds nay be adm ni stered (page 8, line
27 through page 10, line 3 of the specification). Possessed
of this disclosure, we have no doubt but that the skilled
routi neer would be able to prepare and use the clai ned
conmpounds in the manner discl osed above.

The examner's criticismof the clains as set forth in
the statenment of his rationale for rejecting the clains
appears to be an expression of his concern that the clained
conmpounds and net hod of using the sane may not be efficaci ous
or even work at all. Wile the examner's concern is |audabl e,

it is msplaced here. As the court observed in |In re Brana, 51

F.3d 1560, 1567, 34 USPQ2d 1436, 1442 (Fed. G r. 1995):
The Conmi ssioner, as did the Board, confuses the
requi renents under the law for obtaining a patent with
the requirenents for obtaining governnent approval to

17
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mar ket a particular drug for human consunption. See

Scott v. Finney, 34 F.3d 1058, 1063, 32 USP@d 1115, 1120

(Fed. Gr. 1994)

Sinply stated, approval of the Food and Drug Administration is
not a prerequisite for finding a conmpound useful within the
nmeaning of 35 U.S.C. § 112, first paragraph. Only objective
enabl ement i s required.

To the extent the position taken by the exam ner is that
appel l ants' clains may include inoperative enbodi nents we
observe that it has been held that, even assuming it could be
established that the clains do enbrace sone inoperative
enbodi nents, it is not the function of the clainms to

specifically exclude all possible inoperative substances or

i neffective amobunts and proportions. See, Atlas Powder Co. V.

E.1. Du Pont de Nenours & Co, 750 F.2d 1569, 1576, 224 USPQ

409, 414 (Fed. Gr. 1984) citing ILn re D nh-Nguyen, 492 F. 2d

856, 858, 859, 181 USPQ 46, 48 (CCPA 1974). Accordingly, for
all the above reasons, we reverse the rejection of clains 1
t hrough 30 under 35 U.S.C. § 112, first paragraph.

THE REJECTI ON UNDER 35 U.S.C. § 112, SECOND PARAGRAPH

The exam ner has rejected claim30 because the exam ner
bel i eves appell ants' expressed intention of what they intended

to claimin claim 30 does not conport with the actual | anguage

18
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of claim30. Appellants direct our attention to the
specification at page 7, lines 6 through 8 wherein it is
di scl osed that certain gal antham ne derivatives cleave to form
in situ the conmpound 6- O denet hyl gal ant ham ne which is
admtted by appellants to be a known AChE i nhi bitor.
Appel l ants urge that the claim therefor, is directed to
adm ni stering the conmpounds of claim4 to form in situ, the
adm ttedly known AChE i nhibitor 6-0O denethyl gal ant ha- m ne

Wiile we agree with the exam ner's conclusion that claim
30 is not a nodel of clarity, we find the claimadequately
defines the netes and bounds of what appellants intend to
claimby the claimlanguage. W find claim30 to be directed
to adm ni stering an AChE inhibiting amount of the gal ant ham ne
derivative of claim4 which nmetabolizes in situ to form®6-0
denet hyl gal ant ham ne. Accordingly, the rejection is reversed.

SUMVARY

The rejection of clains 1 through 30 under 35 U . S.C. 8§
112, first paragraph, is reversed. The rejection of claim30
under 35 U. S.C. 8§ 112, second paragraph, is reversed.

The decision of the examiner is reversed.

REVERSED.
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