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Summary of Facts and Submn ssions

1553.D

Eur opean patent application No. 0 661 970, published as
W93/ 10779, was refused, by a decision of the Exam ning
Di vi si on pronounced on 2 Decenber 1999, on the ground
of lack of novelty.

Upon entry into the European national phase the
appel lant filed a set of 10 clains on 28 June 1994.

| ndependent claim1 of this set of clains read:

"1l. A conposition conprising an anount of (-)

am odi pi ne or a pharmaceutically acceptable salt
thereof, substantially free of its (+) stereoisoner,
wher ei n:

(a) the conposition is for the treatnent of a human in
need of anti hypertensive therapy and the anount is
sufficient to alleviate hypertension but insufficient
to cause adverse side-effects associated with the

adm ni stration of racem c anl odi pi ne;

(b) the conposition is for the treatnent of a human
havi ng angina and the anmount is sufficient to alleviate
angi na but insufficient to cause adverse side-effects
associated with the admnistration of racemc

am odi pi ne; or

(a) the conposition is for the treatnent of a condition
caused by excessive calciuminflux in cells in a human
and the anount is sufficient to alleviate hypertension
but insufficient to cause adverse side-effects
associated wth the admnistration of racemc

am odi pi ne. "
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The deci sion was based on the final and only request
the text of which is also that of the second auxiliary
request filed during the oral proceedi ngs before the
Exam ni ng Di vision and which corresponds to clains 1 to
10 filed on 28 June 1994 limted to the use of (-)

am odi pi ne for the manufacture of a nedi canent for
treati ng hypertension and wherein the phrase
"substantially free fromits (+) isonmer” has been

repl aced by the clause "wherein the conposition
contains at |east 90% by wei ght of (-) anl odi pi ne and
10% by wei ght or less of (+) anl odipine".

The foll ow ng docunents were inter alia cited during
t he proceedi ngs before the Exam ning Division and the
Board of Appeal

(2) EP-A-0 331 215

(3) J. Med. Chem 29(9), 1986, 1696- 1702

According to the Exam ning Division, docunent (2)

di scl osed that anl odi pi ne was a | ong-acti ng

di hydr opyri di ne cal ci um channel bl ocker then in a late
stage of clinical devel opnent for the treatnent of
hypertension and that the activity as cal ci um channe
bl ocker lay predomnantly in the (-) isoner. It

concl uded therefore that the use of (-) am odipine in
the treatnment of hypertension was at least inplicitly
di scl osed in docunent (2) and decided to refuse the
application as not neeting the requirenents of
Article 54 EPC

The appel |l ant (applicant) | odged an appeal against this
decision. During the proceedings, it filed a large
volune of citations and experinental data as well as a
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nunber of declarations. It also filed a main and five
auxiliary requests on 23 April 2002 which were |ater
Wi t hdrawn, except for the second auxiliary request in
whi ch i ndependent claim 1 reads:

"1l. Use of a conposition conprising (-) anlodipine for
t he manufacture of a nedicanent for use in a nethod of
treatment conprising adm nistering an amount of (-)

am odi pi ne or a pharnmaceutically acceptable salt
thereof to a human in need of antihypertensive therapy,
t he anobunt being sufficient to alleviate hypertension
but insufficient to cause adverse side-effects
associated with the adm nistration of racemc

am odi pi ne, wherein the anl odi pi ne present in the

nmedi canent conprises at | east 90% by wei ght of (-)

am odi pi ne and 10% by wei ght or |ess of (+)

am odi pi ne. "

VIIl. Oal proceedings were held before the Board on
23 May 2002 during which a new nmain and a new auxiliary
request were filed by the appellant.

Caim1l of the main request reads:

"1. A conposition conprising an anmount of (-)

am odi pi ne or a pharmaceutically acceptable salt
thereof, substantially free of its (+) stereoisoner,
wherein the conposition is for the treatnent of a hunan
in need of antihypertensive therapy and the anmount is
sufficient to alleviate hypertension but insufficient
to cause adverse side-effects associated with the

adm ni stration of racem c an odi pi ne."

Claiml of the first auxiliary request differs from
claim1l of the main request in that the phrase

1553.D Y A
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"substantially free fromits (+) isonmer” has been
repl aced by the clause "wherein the conposition
contains at |east 90% by wei ght of (-) anl odi pi ne and
10% by wei ght or less of (+) am odipine".

The mai n argunent presented by the appellant during the
appeal proceedi ngs was that none of the avail able prior
art docunents disclosed the actual treatnment of a

di sease practised on a living human or ani mal body

i nvol ving the use of the (-) amnl odipine isoner. It
accordingly concluded that the claimed subject-nmatter
was novel in the sense of Article 54(5) EPC.

The appel | ant requested that the decision under appea
be set aside and that the patent be granted on the
basis of the main request filed during the ora
proceedi ngs or alternatively on the basis of the first
auxiliary request filed during the oral proceedings or
the second auxiliary request filed on 23 April 2002.

Reasons for the Deci sion

1

1553.D

The appeal is adm ssible.

The sol e point addressed by the Exam ning Division in
t he deci si on under appeal was the novelty of the

cl ai med subject-matter in relation to the prior art
docunent (2).

The appel l ant submitted that docunent (3) qualified
better as closest state of the art than docunent (2)
because the latter contained an error, nanely the

R i sonmer of aml odi pine was referred to as being the S
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i soner.

Since the technical content of both docunents is in
fact the sane, the Board has no objection to

consi dering docunent (3) as the closest state of the
art as submtted by the appellant.

Mai n request

Caimlis directed to the first therapeutic
application of (-) am odi pine, nanely the treatnent of
hypert ensi on.

This claimbelongs to the famly of clains not

precl uded under Article 54(5) EPC, which does "not

excl ude the patentability of any substance or
conmposition, conprised in the state of the art, for use
in a nmethod referred to in Article 52, paragraph 4

[ Met hods for treatnent of the human or ani nmal body

by ...therapy...], provided that its use for any nethod
referred to in that paragraph is not conprised in the
state of the art".

Thus for novelty purposes it has to be established
whet her or not a therapeutic application has already
been disclosed in the available prior art for (-)

anl odi pi ne.

On the one hand, docunent (3), shows the ability of
racem ¢ aml odi pi ne and of (-) and (+) am odipine to
inhibit calciumion influx into rat aorta tissue in
vitro as indicative of their effectiveness in the
treatnment of hypertension and angi na (page 1696, |eft
columm, first paragraph; Table |I conpounds 17, 18
and 19 respectively).
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It also discloses that anl odi pi ne was t hen undergoi ng
phase Ill clinical trials for hypertension and angi na
and that in vitro evaluation of the enantioners of

am odi pi ne shows the (-) isonmer to be twice as active
as the enantioneric mxture in the rat aorta, the (+)
I soner being 1000 tinmes | ess active (page 1699, |eft
colum, lines 30 to 35).

On the other hand, in the patent application in suit it
is stated that the (-) isonmer of am odipine is an
anti hypertensive agent for treating human (claim1).

However, in spite of the nunerous exanples in the
description, only one deals with hypertensi on but

W t hout going further than in vitro experinents.
Therefore, the description provides no further evidence
or data showi ng the actual antihypertensive effect of
the (-) isoner of anl odi pine in humans or ani mals than
did the prior art docunent (3).

Accordingly, in the absence, in the patent application
as originally filed, of any data providing additiona
technical information in relation to the actua
treatnent of hypertension in humans or ani mal s conpared
wWith the disclosure in the prior art docunent (3), it
nmust be concluded that the subject-nmatter of the patent
application is anticipated by the disclosure in that
docunent, ie docunent (3) discloses the sane

"t herapeutic application” as the present application.

According to the appellant, only the disclosure of an
actual therapeutic treatnent in a prior art docunent
coul d be novelty destroying for the subject-matter of a
claimdrafted in the first nedical use form
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As support for this argunent it pointed out to the
decision T 128/ 82 (JO EPO 1984, page 164, paragraphs 9
and 13) and to the Manual of Patent Practice in the UK
Patent O fice, Fourth Edition, paragraph 2.53.

The rel evant passages in decision T 128/ 82 read:

"9. Recourse to the travaux préparatoires for

Article 54(5) EPC would in fact seem obvious. This
article creates substantive patent |aw that does not go
back to the Strasbourg Convention on the Unification of
Certain Points of Substantive Law on Patents for

I nvention of 27 Novenber 1963, and is al so not nodel | ed
on concepts existing in the national patent |aws of

nost countries represented at the Munich Di plomatic
Conference of 1973. In addition to the general concept
of novelty (Article 54(1)-(4) EPC) this article also

I ntroduces, in respect of substances and conpounds used
in surgical and therapeutic treatnent and in di agnhostic
processes carried out on humans and ani mal s
(hereinafter referred to briefly as "therapy"), a
speci al concept of novelty unknown in other technica
fields

13. Attention is also drawn to the foll ow ng points:
Under Article 54(5) EPC a conpound which is known but
not used therapeutically is to be regarded as novel.
Novel ty, however, is not only destroyed by the fact
that the sane specific therapeutic effect is already
known in the art, but suffers also fromthe disclosure
of any other specific therapeutic application.”

As to the Manual of Patent Practice in the UK Patent
O fice, it cannot be given nore weight than to the
Qui delines of the EPO, and neither can be binding on
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the Board whi ch, neverthel ess has consi dered the
appel l ant’ s subm ssi on.

The rel evant passage in the Manual reads:

"To provide evidence of a prior use of a substance or
conposition in therapy, actual disclosure of

t herapeutic use nmust be found. It is not sufficient for
a research paper to disclose experinents which show an
activity which woul d make the substance or conposition
suitable for use in therapy, or discloses in vitro
testing for such use. The Section requires the use of

t he substance or conposition in a nethod of therapy to
formpart of the state of the art.”

In fact, the Board agrees with both authorities cited
that the disclosure of an actual therapeutic treatnent
for a known substance in a prior art docunent woul d be
novelty destroying for a clainmed first nedical use of

t he sanme substance. And the Board could also agree with
t he gui dance given in both texts cited by the appellant
for cases where, according to the particul ar

ci rcunstances the technical content of the prior art is
limted when conpared with that of the application in

I ssue.

In the present case however, as explained under 2.1.1,
the situation is different since the subject-matter of
the patent in suit does not contain any technica

i nformati on concerning the clained therapeutic
treatnent going beyond that in docunent (3).

Accordingly, the difference between that docunent and
the application in suit resides nerely in the words
used but not in their technical content so that no
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novel technical feature can be recognised in the
present case.

As to decision T 0241/95 (QJ EPO 2001, page 103,
paragraph 4.1.2), also cited by the appellant during
the oral proceedings, the Board considers that, if
anything, it tends to contradict the appellant’s

subm ssi on that docunment (3) does not disclose an
actual treatnment. In T 0241/95 it was stated: "It is a
wel | -establ i shed and accepted principle that, for the
pur pose 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 animl nodels is accepted as sufficient

evi dence of a therapeutic application if for the
skilled person this observed effect directly and
unanbi guously refl ects such a therapeutic application.”
(paragraph 4.1.2).

In view of the foregoing, the Board considers that the
subject-matter of claim1 does not fulfil the
requi renents of novelty of Article 54 EPC

First auxiliary request

As acknow edged by the appellant during the ora
proceedi ngs the clarification of the term
"substantially"” by the range introduced in claim1 of
this request does not change the clained subject-matter
so that the above conclusions also hold good for this
set of clainms. Indeed, the range introduced in claim1l
still enconpasses the disclosure of docunment (3) since
100% (-) am odi pi ne remai ns covered by the subject-
matter of the claim
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2.3 Second auxiliary request

The appel lant has worded its claimin the form
suggested by the Enl arged Board of Appeal when nore
particularly considering the so-called second nedica

i ndication (see G 5/83, Q EPO 1985, 64, point 9, 65),
i e cases in which the nmedi canent resulting fromthe
clainmed use is no different froma known nedi canment.

In its decision, the Enlarged Board of Appeal held
that, provided the nedicament is for a specified new an
i nventive application, "the required novelty for the
nmedi canent which forns the subject-matter of the

[ second nedical use] claimis derived fromthe new
pharmaceuti cal use" (G 5/83, points 21 to 23).

In addition, according to the subsequent case | aw of
the boards of appeal, the concept of second nedica

I ndi cati on has been extended to cover a nunber of
particul ar situations including, anong others, the
treatnent of the sane di sease with the sane conpound
when it is carried out on a new group of subjects

di sti ngui shabl e fromthe previous subjects (eg T 19/ 86,
Q) EPO 1989, 24): such use also anbunt to a nove

t herapeutic application.

In the present case however, no such new pharnmaceutica
use over docunent (3) can be seen as explained at 2.1.

During the proceedi ngs, the appellant relied heavily,
as novel features, on the absence of side effects of
the therapy of claim1 using the (-) isoner of

am odi pi ne and on the restriction of the nethod of
treatnent to human only.

1553.D Y A
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As regards the absence of the side effects the Board
considers that, assumng in the appellant’s favour that
this was not known in the state of the art, this can
only be regarded as the discovery of an additional item
of know edge about the known therapeutic application of
(-) am odipine for the treatnent of hypertension, but
can not in itself confer novelty on this known

t herapeutic application. To be novel, such a discovery,
woul d have to lead to a new therapeutic application or
to the application of the known therapeutic application
to a new group of subjects. That clearly not being the
case here, as the application in suit contains no such
teaching, the Board fails to see how claim1l could be
construed as relating to a second or further nedica
use.

In the same way, the restriction to humans only can not
make claim 1 novel since Article 52(4) EPC refers to
humans and ani mal s together in order to cover them
both, thus clearly drawing no distinction between them
as to therapy. To confine a known therapy for a | arge
group to sub-group thereof cannot be a novel use.

The Board al so observes that there is nothing in the
pat ent application to suggest that the clained
treatnment is not suitable for animals as well so that
the group chosen by the appellant is arbitrary.

| ndeed, the appellant provided no evidence that a
functional relationship exists between the particul ar
pat hol ogi cal status (hypertension) of its chosen group
of subjects (humans) and the therapeutic effect

achi eved whi ch does not exist between the sane

pat hol ogi cal status and ot her groups of subjects.
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In view of the foregoing, the Board considers that the
subject-matter of claim1 of this set of clains does
not fulfil the requirenents of novelty of Article 54
EPC eit her.

Under these circunstances, there is no need for the
Board to consider the evidence provided by the
appel l ant in support of the existence of an unexpected
effect (see point VII).

O der

For these reasons it is decided that:

The appeal is dism ssed.

The Regi strar: The Chai r man:

A. Townend P. Lancon
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