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Summary of Facts and Subm ssi ons

0209.D

Eur opean patent No. 305 380, based on international
application No. PCT/US87/00584, was granted on the
basis of 20 cl ai ns.

An opposition was filed against the granted patent by
t he Appellant (Opponent) alleging |ack of novelty and

| ack of inventive step under Article 100(a) EPC.

During the proceedings the follow ng docunents were
inter alia cited:

(1): RO-A 80363 and its English translation

(2): RO-A 91013 and its English translation

(3): B. Mollgaard et al., "Vehicle effect on topical
drug delivery”, Acta Pharm Suec. 20, 443-450
(1983)

(4): FR-A-2 558 058

By its interlocutory decision dated 16 January 1997 the
Opposition Division maintai ned the patent pursuant to
Article 102(3) EPC on the basis of an anended set of
claims 1 to 18 received on 18 July 1996, of which the
sol e i ndependent cl ai mreads:

"1. A dermatol ogical preparation for topica

application in the formof an aqueous gel conposition
consi sting essentially of

(a) a therapeutically effective amount of netroni dazole
in a concentration of fromO0.25%to 1% by wei ght as the
sol e therapeutically active ingredient,
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(b) a polycarboxylated vinyl polyner in an anount
effective to pronote solubility of the netroni dazole
and to cause gelling of the conposition,

(c) an aqueous solvent, and

(d) from2%to 5% by weight of a penetration enhancer
wherein the preparation is substantially free of
conedogeni ¢, acneogenic, irritating and skin drying

i ngredients.”

The Opposition Division noted that the novelty of the
subject-matter of the clains was not contested by the
Opponent and held that the requirenents of Article 54
EPC were fulfill ed.

As regards inventive step the Opposition Division
consi dered docunent (1) in the formof its English
translation as the closest prior art. The essenti al

di fferences between the cl ai med conpositions and those
of docunment (1) were the anmount of netroni dazole and
the fact that netroni dazole was the sol e therapeutic
active conmpound in the clained conmpositions.

In the Opposition Division's view there was a further
difference in the use of the conpositions, nanely for
the treatnment of skin disorders according to the patent
in suit instead of vaginal disorders referred to in
docunent (1).

Since the problemunderlying the patent in suit was the
provi sion of a dernmatol ogi cal netroni dazol e preparation
whi ch avoi ded the drawbacks of the previously known
conpositions, and since the prior art docunments rel ated
to different problens, there was no incentive to
conbi ne the other prior art docunents with the cl osest
prior art and an inventive step was acknow edged.
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The Appel | ant (Opponent) | odged an appeal against this
deci si on.

Oral proceedi ngs took place on 15 Novenber 2000. At the
very end of the oral proceedings the Respondent
subm tted four auxiliary requests.

The Appellant's submissions in witten formand during
the oral proceedings may be sunmari sed as foll ows:

Docunent (4) represented the closest prior art. The
only technical features of the clainmed conpositions
whi ch were not directly derivable from docunent (4)
were the use of a pol ycarboxylated vinyl polynmer as
gelling agent and the ampbunt of penetration enhancer.
In the absence of any advantage or inprovenent, the
only problemto be solved by the patent was the

provi sion of an alternative dernmatol ogi cal conposition
contai ning netroni dazole suitable for the treatnent of
acne.

Gel s containing netroni dazol e as active ingredient,
carbopol as gelling agent and propyl ene glycol as
penetrati on enhancer were known from docunents (1) and
(2). Although these docunents related to conpositions
used for the treatnent of vulvovaginitis, the person
skilled in the art, who in the present case was a

phar maci st specialised in fornulations, would consider
t he teaching of these docunents since they disclosed
preparations containing the sane active ingredient as
in the patent in suit.

Moreover, it was self-evident that dermatol ogica
conpositions should be free of comedogenic, acneogenic,
irritating and skin-drying ingredients.
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Concerning the fact that docunent (4) put enphasis on
conpositions containing in addition to netroni dazole a
keratol ytic active ingredient, the Appellant nmentioned
that the activity which could be attributed to this
addi ti onal conpound in docunent (4) was not
denonstrated for the clained conpositions since the
exanples of the patent in suit showed only an effect on
i nfl ammati on.

Consequently, the teaching of docunent (4) in
conbi nation wth those of docunents (1) and/or (2) |led
directly to the subject-matter of the patent in suit.

The Respondent al so consi dered docunent (4) as the

cl osest prior art and took the view that the clained
conpositions represented alternatives conpared with the
conpositions disclosed in this prior art.

Docunent (4), however, taught away fromthe present
invention as it indicated the use of netronidazole in
conbination with at | east one keratolytic agent in
order to treat the epidermal, the infectious and the
i nfl ammat ory aspects of acne.

Mor eover, there was no teaching in docunment (4) as to
the selection of the specific vehicle of the present

i nvention, thereby reducing the nunber of required
active ingredients.

The skilled person was clearly not the pharnaci st
specialised in formul ati ons but the nedical doctor
speci alised in dermatol ogy who woul d consequent|y not
consi der the teaching of docunents (1) and (2) which
related to gynaecology, a totally different nedical
field.
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The Appel |l ant requested that the decision under appeal
be set aside and that the patent be revoked.

As a main request the Respondent requested that the
appeal be dism ssed. As auxiliary requests the
Respondent requested that the decision under appeal be
set aside and the patent be maintained with the clains
of any of auxiliary requests 1 to 4, taken in their
consecutive order

Reasons for the Decision

1

The appeal is adm ssible.

Mai n request

0209.D

Nei t her the Appellant nor the Opposition D vision

rai sed objections under Article 123(2) and (3) EPC and
the Board for its part, sees no formal objections to
the set of clains formng the basis of this request.

Novelty of the subject-matter of the clainms was
acknow edged by the Qpposition Division. The Appell ant
did not raise an objection under Article 54 EPC
regardi ng the subject-matter of the main request and
the Board al so sees no reason to question the novelty
of the clainmed conpositions.

In the Board's view docunent (4) represents the cl osest
prior art.

Docunent (4) relates to dermatol ogi cal conpositions for
topi cal application for the treatnent of acne, avoiding
in particular the drawbacks of the oral adm nistration
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of netroni dazol e. The conpositions according to this
prior art contain 0.1 to 5% netroni dazole in
association wth at | east one keratolytic active agent
sel ected from benzoyl peroxide and vitamn A acid and
its derivatives, and a support providing the
penetration and the remanence of the active ingredients
in the skin. The preferred support is a m xture of

et hanol and pol yet hyl engl ycol (see in particul ar
claiml as well as page 3, lines 14 to 22 and page 7,
lines 19 to 21).

According to docunent (4), the conponents of the
conposition have an effect on different aspects of acne
syndronmes and synptons respectively, nanely by the
presence of nmetroni dazole on the inflammatory and

i nfectious part and al so by the presence of the

keratol ytic agent on the epidermc part of the disease.
The conpositions are described as suitable for the
treatment of all types of acneic |esions. Furthernore,
the active ingredients are well tolerated and the
conpositions are less irritating (see in particular
page 6, lines 7 to 24). Docunent (4) nmentions also the
possibility of using netroni dazole al one and indicates
that in such a case only the inflammtory and

i nfecti ous aspects of acne will be overcone (see in
particul ar page 5, lines 4/5).

The possibility of using nmetroni dazole in the form of
gel is indicated in docunent (4), anong ot her
possibilities, as for exanple, creans or solutions (see
in particular page 8, lines 1 to 7).

By reference to experinmental data set out in the
description of the patent in suit, the Respondent has
al | eged an i nprovenent of the dernmatol ogi cal
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preparation of the patent in suit over known
preparations for topical application in the formof an
aqueous gel. However, the data presented in the patent
in suit only show effects obtainable with ge

conposi tions when conpared to placebo conpositions.

In the absence of other experinental data or any ot her
evidence clearly allowi ng a direct conparison of

medi cal , chem cal or any technical effects obtainable
by the preparations of the patent in suit with those
obt ai nabl e by preparati ons known from docunent (4).

The problemunderlying the patent in suit can only be
seen in the provision of alternative conpositions for
topical treatnment of skin diseases, in particular acne.

The clained solution to this problemis the
dermat ol ogi cal preparation in the formof an aqueous

gel according to claim 1l consisting of netronidazol e as
the sol e therapeutically active agent in conbination

wi th a pol ycarboxyl ated vinyl polymer and from2%to 5%
by wei ght of a penetration enhancer.

Having regard to the worked exanples of the patent in
suit, the Board is convinced that the probl em of
providing alternative conpositions for topica

treatment of skin deseases has indeed been solved. This
was not contested by the parties.

However, the question remains whether in the |ight of
the prior art the clained solution was obvious to the
skill ed person.

Docunent (4) does not explicitly nention that the
conpositions are substantially free of conedogenic,
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acneogenic, irritating and skin-drying ingredients.
However, as argued by the Appellant, it nust be self-
evident to a person skilled in the art that a
conposition applied to the skin in order to treat acne
shoul d be free of ingredients inducing other skin

di seases and undesired effects on the skin and no
argunents to the contrary have been presented. In this
respect, it is to be noted that docunent (4) clearly
descri bes products as being well-tolerated and | ess
irritating.

Furt hernore, docunent (4) nentions the possibility of
usi ng nmetroni dazol e al one and indicates that in such a
case only the inflammatory and infectious aspects of
acne will be overcone. Accordingly, the Board cannot
foll ow the Respondent's argunent that docunent (4) only
t eaches that netroni dazol e nust be used in association
with a keratol ytic agent.

It appears plausible, as argued by the Respondent, that
t he conposition of docunent (4) contains a keratolytic
agent in order to obtain an epidermc effect which
results, in particular, in a shorter period of
treatnment. However, in the absence of any evidence on
file that the epidermc effect and a shorter treatnent
can al so be obtained by the use of the conpositions of
the patent in suit, the Board can only concl ude that
the patent in suit follows the obvious teaching of
docunent (4), nanely the possibility of using

nmet roni dazol e whil st abandoning the effect linked to

t he keratol ytic agent.

As argued by the Respondent, there is indeed no
suggestion in docunent (4) that a conposition in the
formof a gel be specifically used or that preference
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be given to it, other possibilities being thus equally
envi saged.

However, it was known to the skilled person from
docunent (3) that netroni dazole, when incorporated in
gels, and in particul ar aqueous carbopol gels, is
properly transported through the skin when associ ated
wi th propyl englycol. Figure 4 on page 449 of this
docunent shows an al nost 100 percent penetration of
met roni dazol e t hrough human skin in vitro, after

90 hours.

Consequently, the disclosure of docunent (3) provides a
maj or incentive for the skilled person to try first,
anmong the other possibilities offered in the cl osest
prior art, carbopol gels in association with
penetration enhancers, in particular because this type
of formul ation has already been recognised in the art
as an adequate vehicle for netroni dazol e.

Docunents (3) and (4) do not disclose concrete gel
preparations. However, once there is an incentive to
try to prepare gels as suggested in docunents (3) and
(4) for the treatnment of acne, the skilled person
woul d, regardl ess of the actual disease to be treated,
consi der other docunents relating to such gel
preparations containing nmetronidazol e.

The skilled person would consequently consider
docunents (1) and (2) which relate to gels containing
nmet roni dazole (see (1), exanples 1 to 3 as well as the
claimand (2), exanples 1 to 3 as well as the claim.

These docunents showed that netroni dazol e can be
formul ated as aqueous gels in the presence of water and
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carbopol 940 (see the worked exanples of both
docunents), which is also the preferred

pol ycar boxyl ated vi nyl pol ymer according to the patent
in suit. Penetration enhancers were al so incorporated
in the gels. In particular, exanple 1 of docunent (1)
di scl oses the use of propylenglycol, a preferred
penetration enhancer according to the patent in suit,
in the sane ambunt as specified for the presently

cl ai med conpositions.

Accordingly, the skilled person could clearly derive
from docunent (1) or (2) each of the ingredients in
conbination permtting a formulation of netronidazol e
in the formof a gel

Al t hough these docunments concern vagi nal gels which are
i ntended to be used on nucous nenbranes, docunent (2)
explicitly nmentions that these gels are |ikew se
capabl e of penetrating at the cutaneous nmenbrane | evel
(see page 4, lines 4/5), and docunent (3), as indicated
above, shows clearly that this type of gel is an
adequat e vehicle for nmetroni dazol e delivery through the
ski n.

Accordingly, the skilled person, when conbining the
teachi ng of docunments (4) and (3) with the teaching of
docunent (1) or (2), would solve the probl em defined
above wi thout the exercise of inventive skill and
consequently would arrive in an obvious way at the
preparations of the patent in suit.

The Respondent's counter-argunents are mainly based on
the view that the skilled person faced with the present
invention is a nmedical doctor specialising in
dermat ol ogy. For this reason the skilled person woul d
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not consider docunments which are not related to
dermat ol ogy and woul d therefore di sregard docunents (1)
and (2) as they relate to gynaecol ogy.

The Board cannot share this opinion for the foll ow ng
reasons. The starting point for deciding who is the
appropriate skilled person is the objective technical
problemto be solved. The skilled person is therefore
not necessarily the person who will nmake use of the
final invention.

| ndeed, taking account of the differences between the
presently clained alternative and that of the cl osest
prior art, it is clear that the clainmed solution to the
probl em underlying the patent in suit is related to
usi ng an adequate support and vehicle for netroni dazole
delivery and thus to specific know edge of preparation
procedures of galenic fornulations. The person who wl|l
have to solve this problemand who is the nobst
adequately skilled to do this is, as nentioned above, a
phar maci st specialised in fornulating conpositions for
topi cal use and not the dermatol ogist, who will make
use of the fornulation by prescribing it to patients
suffering fromacne, and who will not necessarily be
skilled in pharmaceutical formnulations.

Accordingly, the Board can only conclude that to the
rel evant person skilled in the art the dermatol ogical
preparation of claim1l of the main request represented
an obvious alternative to those already known from
docunent (4).

The subject-matter of claim1 of the main request
therefore does not fulfil the requirenents of
Article 56 EPC.
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Auxiliary requests 1 to 3

The Respondent did not dispute that the clains
according to auxiliary requests 1 and 2 contain only
"cosnetic" nodifications which can therefore not alter
the Board's assessnent of inventive step as conpared
with the clains of the main request.

Auxiliary request 3 is clearly not allowable as it
conprises a claimdirected to a nethod for treatnent of
t he human body by therapy (Art. 52(4) EPC). This was
ultimately not contested by the Respondent.

Auxi | iary request 4

0209.D

Auxiliary request 4 was only submtted by the
Respondent at the very end of the oral proceedings
before the Board. The Board refuses this request
because its filing at that stage constitutes an abuse
of proceedi ngs.

By contrast with the subject-matter of the Respondent's
mai n, first and second auxiliary requests which were
all directed to - limted - definitions of the granted
der mat ol ogi cal preparations, the Respondent sought by
auxiliary request 4 to introduce clains directed to the
use of the conposition for the preparation of a

phar maceuti cal composition for the treatnent of

rosacea

As has been set out above under 4.2, the technical
problemto be solved in relation to the state of the
art by the invention as clainmed previously was not that
of providing a conposition for the treatnment of rosacea
but that of providing an - alternative - dermnmatol ogi cal
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conposition for the topical admnistration of

nmet roni dazol e, the clainmed solution consisting in
providing in the conposition a suitable support and
vehicle for the transport of netroni dazol e through the
epiderms by the use of a specific gelling agent and a
defined amobunt of penetration enhancer in the clainmed
conpositions. It is immediately evident that, conpared
with this technical problemand its solution, the
subject-matter clainmed by auxiliary request 4 woul d
have significantly changed the nature of the clai ned

i nvention. Indeed, as set out under point 4 above, the
der mat ol ogi cal preparation as clained according to the
mai n request is obvious to a person skilled in the art
and the Respondent had never previously alleged that
such preparations had an inproved therapeutical effect
on rosacea conpared with the conpositions known from
the prior art and no data were filed show ng any such
effect. Admtting auxiliary request 4 into the
proceedi ngs woul d therefore have required new

subm ssions by the parties, including at |east further
data fromthe Respondent and possibly an additional
search to be nmade by the Appellant, followed by a
conpl ete reconsi deration of the case by the Board. This
woul d have entailed either the continuation of the
proceedi ngs before the Board in witing or remttal of
the case to the Qpposition Division for further
prosecuti on.

The reasons which may have pronpted auxiliary request 4
wer e, however, known to the Respondent fromthe

begi nni ng of the appeal proceedings, indeed even at the
opposition stage. Up to the date set for oral
proceedi ngs before the Board the Respondent had nore
than eight years tine fromthe filing of the opposition
to consider appropriate "fall-back positions" for
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defending the patent in response to the Appellant's
argunents. As appears fromthe jurisprudence of the
Boards of Appeal, one inportant reason why the filing
of auxiliary requests is allowed is to ensure that
"fall-back" requests are filed in tinme and do not
unduly prolong the proceedi ngs.

6.3 Mor eover, at the beginning of the oral proceedings
before the present Board, after having read out the
request of the parties, the chairman had asked the
parties to confirm whether or not they stood by their
requests filed in witing. This was confrinmed by both
parties.

6.4 In these circunstances the Board considers it an abuse
of proceedi ngs that the Respondent neverthel ess waited
until the very end of the oral proceedings to suddenly
file auxiliary request 4 changing the nature of the
subject-matter clainmed to a very substantial extent.

Respondent's auxiliary request 4 had therefore to be
ref used.

Or der

For these reasons it is decided that:

1. The deci sion under appeal is set aside.
2. The patent is revoked.
The Regi strar: The Chai r man:
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A. Townend P. A M Lancon
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