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initself as a therapeutic application; the discovery that a
substance sel ectively binds a receptor, even if representing
an inportant piece of scientific know edge, still needs to
find a practical application in the formof a defined, real

-2 .

treatment of any pathol ogical condition in order to nake a
technical contribution to the art and to be considered as an
invention eligible for patent protection (see reasons, point
3.1.2).

1. When a claimis directed to a further therapeutic
application of a nedicanent and the condition to be treated is
defined in functional terns, e.g. any condition susceptible of
bei ng i nproved or prevented by sel ective occupation of a
specific receptor, the claimcan be regarded as clear only if
instructions, in the formof experinental tests or any
testable criteria, are available fromthe patent documents or
fromthe comon general know edge allowi ng the skilled person
to recogni se which conditions fall within the functiona
definition and accordingly within the scope of the claim(see
reasons, point 3.1.1) (followng T 68/ 85, Synergistic

her bi ci des/ Cl BA-GEI GY, QJ EPO 1987, 228).
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Summary of facts and subm ssi ons

1896. D

Eur opean patent application No. 91 302 599.5
(publication No. O 449 562) was refused by the
exam ni ng division under Article 97(1) EPC on the
grounds of lack of clarity and |ack of inventive step
of the subject-matter of claim11. The decision was
taken on the basis of a single claim1 filed with a

| etter dated 4 August 1994 and reading as foll ows:

"The use of (R)-fluoxetine, that is (R)-fluoxetine
substantially free of (S)-fluoxetine, or a
pharmaceutically acceptable salt or sol vate thereof,
for the preparation of a medicanent for treating a
manmmal suffering fromor susceptible to a condition
whi ch can be inproved or prevented by sel ective
occupation of the 5-HT,. receptor”

The foll ow ng docunments were considered inter alia
during the exam nati on proceedi ngs:

(1) Journal of Medical Chemstry, Vol. 31, No. 7,
1998, pages 1412-1417 (D. W Robertson et al.);

(3) Psychopharmacol ogy, Vol. 99, 1989, pages 196-201
(J.C. Neill et al.);

A further docunent, not belonging to the state of the
art, was also cited in the European search report as
bei ng a document useful for understanding the

i nvention:

(4) Neuropsychophar macol ogy, Vol. 5, No. 1,
August 1991, pages 43-47 (D. T. Wng,
P. G Threlkeld, D. W Robertson).
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The exam ning division held that claim21 under

consi deration was uncl ear because it characterised the
matter for which protection was sought by way of a
functional definition, but the application did not
provide the skilled person with the necessary teaching
for assessing what subject-matter was actually
conprised in this definition. In fact, although the
scope of the claimwas not |limted to the specific
exanpl es of "conditions" disclosed in the description,
no test or other indication could be derived fromthe
application in suit or the comon general know edge to
recogni se all other conditions inproved or prevented by
the sel ective occupation of the 5-HT,.receptor and,
accordingly, conprised in the scope of the claim

For this reason the clai mwas not considered to neet
the requirenents of Article 84 EPC.

In addition, the exam ning division also held that the
cl ai med subject-matter did not involve an inventive
st ep.

In the exam ning division's opinion, docunment (1)

al ready suggested the use of fluoxetine in racemc form
in the treatnment of conditions also cited in the
application in suit. Therefore the use of the

(R -isoner of fluoxetine for the treatnment of simlar
conditions was regarded as obvious. Nor could the

di scl osed specificity of the (R -isoner for the 5-HT,¢
receptor endow the clainmed subject-matter with an

i nventive step, since, according to the exam ning
division, this property was derivable fromthe teaching
of document (3).
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The appel | ant | odged an appeal against this decision
and filed as main request a set of 4 clains having the
same claim 1l as that considered by the exam ning

di vision and further auxiliary requests on

24 February 1995.

Wth a comruni cation issued on 14 June 1999, the
foll owi ng new prior-art docunment was introduced by the
Board into the proceedings:

(5) The Journal of Neuropsychiatry and dinica
Neur osci ences, Vol. 1, No. 3, summer 1989,
pages 253-262 (S. J. Peroutka et al.)

In reply to the official communication, the appellant
produced additional documents and experinental results,
nanely tests showing the different specificity of

fl uoxetine racemate, (R)-isoner and (S)-isoner on the
5-HT,. receptor, and tests show ng the pharmacol ogi cal
effect on animal nodels of (R)-fluoxetine in mgraine,
obsessi ve compul sive di sorder (OCD) and pai n.

At the oral proceedings, which were held on

14 June 2000, the appellant maintai ned an unchanged
mai n request, but filed new first, second, third and
fourth auxiliary requests.

Claim1l of the main request is the sane as that
considered in the decision under appeal. The two
claims 1 according to the first and second auxiliary
requests read as foll ows:

First auxiliary request

"The use of (R)-fluoxetine, that is (R)-fluoxetine
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substantially free of (S)-fluoxetine, or a
pharmaceutically acceptable salt or sol vate thereof,
for the preparation of a medicanent for treating a
manmmal suffering fromor susceptible to obesity,
bulim a, alcoholism pain, sleep apnea, obsessive-
conpul si ve di sorders, substance abuse or m graine"

Second auxiliary request

"The use of (R)-fluoxetine, that is (R)-fluoxetine
substantially free of (S)-fluoxetine, or a
pharmaceutically acceptable salt or sol vate thereof,
for the preparation of a medicanent for treating a
mammal suffering fromor susceptible to sleep apnea,
subst ance abuse or m graine".

Claims 1 of the third and fourth auxiliary requests
related to sl eep apnea and to mgrai ne respectively.

The appellant argued in witing and during the oral
proceedi ngs that the invention was based on the

di scovery that the (R)-isonmer of fluoxetine showed an
unexpectedly high selectivity for the 5-HT,. receptor.
This property offered the advantage that, at a given
dosage level, (R -fluoxetine was potentially free of
side effects due to unspecific binding at other
receptors.

Wth regard to the objection raised by the exam ni ng
division that there was an undue burden in identifying
all the conditions enbraced by claim1l (present main
request), the appellant argued that the selective
binding to the 5-HT,. receptor already in itself pointed
to conditions in relation to CNS disorders and that
many ani mal nodel s were avail abl e for assessing the
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devel opment of such disorders. On the other hand, a
list of such conditions was given in the description
whi ch did not need to be exhaustive but sinply

i ndi cati ve.

Moreover, the efficacy of (R)-fluoxetine in treating

m grai ne, pain and OCD was shown with the experinental
tests produced in Annex Z. However, during the

di scussion of these tests, the appellant adm tted that
t here was no concl usive evidence or denonstration
showi ng that the observed therapeutic effects were due
to the specific 5-HT,. receptor occupation rather than
to the concomtant inhibition of the serotonin synaptic
upt ake, which was indeed the predom nant fl uoxetine
phar macol ogi cal effect.

The appel |l ant requested that the decision of the
exam ni ng division be set aside and the patent be
granted on the basis of the main request; alternatively
on the basis of one of the four auxiliary requests, al
as submtted during the oral proceedings.

Reasons for the decision

1896. D

The appeal is adm ssible.

Article 123(2) EPC

Claim1 according to all the requests includes the
passage "that is (R)-fluoxetine substantially free of
(S)-fluoxetine" which was not present in the text of
the filed application. Froma reading of the original
description, it is imediately understood that the
invention is directed to the use of the sole
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(R -isonmer, whichis cited in the third and fourth
par agr aphs of page 1 as the form according to the

i nvention as opposed to the known racem c form The
description also cites several known standard nethods
for resolving the racemate into the (R) and (S) isonmers
and for preparing the pure (R -form(see lines 12 to 24
on page 3). Therefore, the Board can conclude that the
application as filed inplicitly disclosed the use of
the (R -fluoxetine free of the (S)-isoner.

As regards the deletion of the passage "a condition

whi ch can be inproved or prevented by sel ective
occupation of the 5HT,. receptor”, fromthe text of
claim1l1 according to all the auxiliary requests the
Board notes that this feature of the originally clained
subj ect-matter has been replaced by specific diseases
cited in the original application as exanples of such a
"condition". Since the Board has no neans or reason to
confute the validity of the statenment in the
description that these specific conditions are inproved
or prevented by the sel ective occupation of the 5HT, ¢
receptor, the amendnent is held not to extend the
content of the application as filed.

Therefore, the Board considers that the amended cl ai ns
according to all the requests conply with the
requirenments of Article 123(2) EPC.

Mai n request

Article 84 EPC

Claim1l defines the disease or disorder to be treated

with (R -fluoxetine as a condition which is capable of
bei ng i nproved or prevented by sel ective occupation of
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the 5-HT,.receptor. The functional terns used to define
the condition to be treated are acceptable as |ong as
the claimstill nmeets the requirenents of

Article 84 EPC. According to decision T 68/85

(QJ EPO 1987, 228), cited by the appellant, the

requi renent of clarity demands not only that the

skill ed person be able to understand the wordi ng of the
claimbut also that he be able to inplenent it (see

T 68/85, point 8.4.3). In other words, the functional
feature nust be acconpani ed by instructions which are
sufficiently clear for the expert to reduce themto
practice. This inplenmentation of the invention inplies
t hat nmeans nust be available to the skilled person,
either fromthe patent application or fromthe comon
general know edge at the rel evant date of the
application, to recogni se and eval uate the technical
effect of the functional definition.

Wen the claimis directed, according to the usual
wording, to a further therapeutic application of a
medi canent and the condition to be treated is defined
in functional terns, such as those in the claimunder
consi deration, the skilled person nust be given
instructions, in the formof experinental tests or any
testable criteria, allowng himto recogni se which
conditions fall within the functional definition and
accordingly whether or not the therapeutic indication
representing the heart of the invention falls within
the scope of the claim

In the present case, the invention is based on the
di scovery that the (R)-isomer of fluoxetine shows a
hi gh specificity for the serotonin 5-HT . receptor.
Accordingly, the clainmed therapeutic indication of
(R -fluoxetine is the treatnment of any condition
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suscepti bl e of being inproved or prevented by selective
occupation of this specific receptor. The Board w shes
to stress that the "selective occupation” of a
receptor, although being indisputably a pharmnacol ogi cal
effect, cannot in itself be considered a therapeutic
application. The discovery on which the invention is
based, even if representing an inportant piece of
scientific know edge, still needs to find a practi cal
application in the formof a defined, real treatnent of
any pat hol ogi cal condition in order to make a techni cal
contribution to the art and be considered an invention
eligible for patent protection.

Specifically for this purpose, the description cites a
list of exanples of such conditions, nanely obesity,
bulim a, alcoholism pain, sleep apnea, obsessive-
conmpul si ve di sorders, substance abuse and m grai ne,
intended to be treated according to the present

i nvention.

Yet, due to the functional definition of the clained
subj ect-matter, the scope of claiml1l is not limted to
the treatnment of said specified conditions but, by
contrast, enbraces an undefined nunber of other
conditions all allegedly capable of being inproved or
prevented by the selective occupation of the 5HT, .
receptor. Under these circunstances, the independent
claimcan only be regarded as clear if neans are
available to the skilled person for assessing whether
or not an additional condition, not expressly cited in
t he application, but neverthel ess affected by the

adm nistration of (R)-fluoxetine is conprised in the
scope of claim1.

The appel |l ant contends that this condition is indeed
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met by the invention since the skilled person is aware
of the many ani mal nodels known for the different CNS
di sorders and useful for assessing a posteriori the

i nprovenent or prevention caused by (R)-fluoxetine.
Therefore, in the applicant's opinion, the skilled
person is indeed able to establish whether or not such
a condition falls within the scope of the claim

To corroborate these argunents, the appellant relied on
the three experinmental tests showi ng the effect on

ani mal nodels of (R)-fluoxetine on mgraine, OCD and
pain (Annex Z of 14 February 2000).

The Board cannot concur with the appellant's opinion.

The sel ective occupation of the 5-HT,. receptor is only
one of the pharmacol ogi cal activities of fluoxetine,
either as (R)-isonmer or racemate. In fact, as described
in docunent (5), pages 258 and 259 and table 4,
fluoxetine additionally shows a serotonin-uptake
inhibiting activity in the synapses and this activity
woul d appear to anpbunt to its mai n pharnacol ogi cal
effect. The teaching of document (5) is even confirned
by D. W Robertson and D. T. Wng, the inventors
mentioned in the present application, who suggested in
the | ate-published docunent (4) that the inhibition of
5- HT upt ake accounts for nost of the enhancenent of
5-HT transm ssion and ot her pharnmacol ogi cal responses
in animals treated with fluoxetine or its congeners
(see page 43, abstract, and page 46, "D scussion").

Accordingly, the experinmental tests produced by the
appel lant in Annex Z have to be considered in the |ight
of this, at |east, double activity of fluoxetine. The
tests denonstrate the therapeutic efficacy of (R)-
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fluoxetine in the treatment of mgraine, OCD and pain,
but, as is evident fromthe reading of their
description, they fail to elucidate any nechani sm

| eading to such an effect since they are devised sinply
to nonitor a final, mainly behavioural, result.
Therefore, these tests, while proving indeed a

t herapeutic activity of (R)-fluoxetine, do not solve

t he question of whether such therapeutic effects are
caused by the occupation of the 5-HT,. receptor or by
t he concom tant 5-HT uptake inhibition or even by any
ot her, so far unknown, effect of fluoxetine.

The view that neither the cited tests nor any other
known test normally used to study CNS di sorders are
effective in elucidating the mechani smof action of

(R -fluoxetine was al so confirned at the ora
proceedi ngs by the appellant hinself, who adm tted that
it had not been conclusively denonstrated that the
reported therapeutic activity resulted fromthe

sel ective occupation of the 5-HT,. receptor rather than
fromthe 5-HT uptake inhibition

Under these circunstances, the Board is of the opinion
that at the filing date of the application no nmeans
involving testable criteria existed to assist the
skilled person in assessing whether or not a
"condition" inproved or prevented by (R)-fluoxetine was
conprised in the functional definition of the clained
subj ect-matter

For these reasons, the Board holds that claim 1l does
not nmeet the requirenents of Article 84 EPC.

First auxiliary request
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The expression "a condition which can be inproved or
prevented by sel ective occupation of the 5HT,. receptor”
has been dropped fromthe text of claiml of the first
auxiliary request, which is limted to the preparation
of a medi canent for the treatnent of defined
conditions, nanely obesity, bulima, alcoholism pain,
sl eep apnea, obsessive-conpul sive disorders, substance
abuse or mgraine. The claimas presently worded is
regarded as clear.

Article 54 EPC

The amendnents introduced in the definition of the
claimed subject-matter have drastically changed the
essence of the invention. For this reason, the Board
considers that novelty of the clained subject-matter
al t hough not a point at issue in the decision under
appeal, is nowto be evaluated in the light of the
cited prior docunents, specifically docunent (1).

Thi s docunent di scl oses the absolute configuration and
t he pharnmacol ogi cal activities of the (R - and (S)-

i soners of fluoxetine. Three in vivo studies are
reported to show the effects of the separate isonmers in
(a) endogenous pain control and opiate-induced
antinociception, (b) inhibition of the induced nouse
brain serotonin depletion and (c) depression of

pal at abi lity-induced ingestion (drinking). In al

animal nodels the two isoners proved to be active with
little enantiospecific differences. Mre specifically,
in the endogenous pain control test, both (R and (S)
fl uoxeti ne, when injected alone or in conbination with
a sub-anal gesi ¢ dose of norphine, antagoni sed acetic
aci d-i nduced abdom nal constriction, blocking withing
in a dose-dependent fashion, the (R) isoner being
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slightly nore effective than the (S) isoner (see the
headi ng " Phar macol ogy" on pages 1414 and 1415). The
Board considers that the disclosure in docunment (1) of
the ability of (R)-fluoxetine to control endogenous
pain is prejudicial to the novelty of claim1, which

al so envisages the treatnment of a mammal suffering from
or susceptible to pain.

During the oral proceedings, the appellant argued that
docunent (1) does not actually disclose the preparation
of a medi canent within the neaning given in the present
application or in claim1. In fact, the experinentation
was carried out on animals and without the intention of
achieving a therapeutic effect, typically
characterising a real therapeutic treatnent.

The Board wi shes, first of all, to stress that the

(R -fluoxetine solution injected into animals in the
different test described in (1) is indeed to be
considered as a "nedicanent”, since it conprises a

t herapeutically active agent and it is suitable for use
as a nedi canent, at |east in aninmals.

Furthernore, the subject-matter of claiml is not a
product but the use of a substance, known in itself,

for the preparation of a medicanent, also known in
itself, for a specific therapeutic application, and
that the novelty of this claim if any, can only derive
fromthe novelty of said therapeutic use.

It is a well-established and accepted principle that,
for the purpose of patent protection of a nedical
application of a substance, a pharnacol ogi cal effect or
any other effect such as a behavioural effect observed
either in vitro or on aninmal nodels is accepted as
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sufficient evidence of a therapeutic application if for
the skilled person this observed effect directly and
unanbi guously reflects such a therapeutic application.
This principle was laid down in decision T 158/ 96 dated
28 Cctober 1998 ((1999) E.P.O R, page 285) relating to
an al |l eged therapeutic application, which, unlike the
present one, was not made pl ausi bl e by any such
prelimnary effect. On the contrary, the efficacy of

(R -fluoxetine in controlling acetic acid-induced

abdom nal constriction (withing) and potentiating

nmor phi ne-i nduced anti nociception in mce, as shown in
docunent (1), directly and unanbi guously reflects one
of the therapeutic applications cited in claima1l,
namely the treatnent of pain.

For this reason, the Board holds that the subject-
matter of claiml is not novel in relation to the
teaching in docunment (1).

Second auxiliary request

The above reasons cannot be mai ntained for the second
auxiliary request.

Claim1 according to this request is |imted to three
specified conditions, which are sleep apnea, substance
abuse or m graine.

Even nore so than in the case of the first auxiliary
request, the anendnents introduced in the text of claim
1 do not represent a sinple limtation of the scope of
the claim but rather a radical change to the heart of
the invention. Wereas the invention as filed or
anmended during the exam nation proceedings related to
any condition susceptible of being inproved or
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prevented by the selective occupation of the 5-HT,¢
receptor, after amendnent it relates to three specific
di seases, which were never cited as a characterising
feature of a claimsubmtted to the exam ning division

Under these circunstances, the Board avails itself of

t he discretionary power conferred by Article 111(1) EPC
and remts the case to the exam ning division for
further prosecution.

For these reasons it is decided that:

1. The deci sion under appeal is set aside,

2. The case is remtted to the departnent of first
instance for further prosecution on the basis of the
second auxiliary request as submtted during the oral
pr oceedi ngs.

The Regi strar: The Chai r man:

M Dai nese P. A M Langon
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