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Summary of Facts and Subm ssi ons

2501.D

Eur opean Patent No. 0 480 189 based on application No.
91 115 360.9 was granted on the basis of 8 clains.

| ndependent claim 1 as granted reads as foll ows:

"Phar maceutical conpositions for topical use conprising
hyal uronic acid sodiumsalt and disinfectant substances
chosen fromthe group consisting of cresol derivatives,
hexeti di ne and sul fadi azi ne silver salt."

Opposition was filed against the granted patent by the
respondent. The patent was opposed under Article 100(a)
EPC for | ack of novelty and inventive step.

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

(1) US-A-4 736 024

(4) Rem ngton’s Pharmaceutical Sciences, Mrck
Publ i shi ng Conpany, 16th ed. 1980, page 1108

(5) Experinental Report conducted by IBSA Institut
Bi ochi m que SA

(6) US-A-4 784 991

(10) Chenot herapy 14: 195-226, (1969)

Attachment X1 and Attachnment X3/2 to the letter of the

appel l ant dated 6 April 2000.

By its decision pronounced on 9 Cctober 1998, the
Qpposition Division revoked the patent under Article

102(1) EPC for |ack of inventive step.

As to novelty, the opponent did not maintain its



2501.D

-2 - T 0112/99

obj ection and the Qpposition Division considered that
the clainmed subject-matter fulfilled the requirenent of
Article 54 EPC

The Opposition Division was, however, of the opinion
that the subject-matter of the patent in suit did not
i nvol ve an inventive step.

In that respect, the Qpposition D vision regarded
docunent (1) as the closest prior art. This docunent

di scl osed topi cal pharmaceutical preparations for,
anong ot her things, dermatol ogical applications,

contai ning a pharmacol ogically active substance - the
anti-infective sul fadi azine being nentioned in a |list -
and hyaluronic acid or a salt thereof - the sodiumsalt
bei ng nentioned in a second |ist.

The Opposition Division defined the problemto be
solved by the contested patent over docunent (1) as the
provi sion of further topical pharnaceuti cal
conpositions conprising hyaluronic acid sodiumsalt in
conmbination with a disinfectant wherein the conponents
showed conpatibility.

It considered that the replacenent of sulfadiazine by
its silver salt was an obvious alternative which did
not involve an inventive step.

In fact, both sulfadiazi ne and sul fadi azi ne silver salt
were known as bactericides and there was no evi dence

t hat these conpounds would, a priori, not be conpatible
wi th hyal uronic acid sodiumsalt.

Mor eover, the synergistic effect shown in the patent in
suit could not be considered as unexpected since the



VI .

2501.D

- 3 - T 0112/99

experinmental data given in docunment (1) nade it clear
that the activity of a drug was enhanced when conbi ned
with a hyaluronate. In that respect, it also held that
the patentee did not provide any substantial evidence
that the pharmacol ogical effect in the eye shown in
docunent (1) would not be repeatable in the skin.

The appel | ant (patentee) | odged an appeal against the
sai d deci sion

Oral proceedings were held before the Board on
25 Sept enber 2002.

The appel lant argued that, in its view having regard
to the different chem cal and pharnmacol ogi ca
characteristics of sulfadiazine and silver

sul fadi azine, it was not reasonable to consider the
repl acenent of sulfadiazine by its silver salt as an
obvi ous al ternati ve.

In addition, it submtted that it was not correct to
assune that the pharmacol ogical effect of a drug in the
eye woul d be repeatable in the skin considering inter
alia the conpletely different structures, types of
cells, constituents of the intercellular matrix and

bl ood fl ow.

It filed additional docunentation to denonstrate the
different characteristics of sulfadiazine and silver

sul fadi azine and the different activity of several
conpounds nentioned in docunent (1) when applied to the
eyes and to the skin as well as further tests show ng
the clinical efficacy of the clainmed conposition and
its synergistic properties conpared with sulfadiazi ne
(attachnment X1).
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Finally, it also held that the skilled person would not
have consi dered using hyaluronic acid sodiumsalt as a
vehicle for silver sulfadiazine as there was a
techni cal prejudi ce against such a conbination. To that
end, it referred to docunent (6), to the experinental
report (5) and to attachment X3/ 2.

The respondent (opponent) submtted that the appell ant
provi ded no evidence in support of the technical
probl em underlying the contested patent, ie "l ooking
for disinfecting conmponents conpatible w th hyal uronic
aci d".

It further argued that the synergistic effect
denonstrated by the appellant was not valid as it was
carried out with Pseudonbnas aerugi nosa, a strain known
to be resistant to sul fadi azine as was apparent from
docunent (10).

As to the conparison of the ophthal nol ogical effect and
t he dermatol ogi cal effect, it pointed out that the
Qpposition Division was in fact of the opinion that the
synergi stic effect shown in docunent (1) could be
fairly expected for all the drugs which were active for
a given indication.

Finally, the respondent maintained that the replacenent
of sulfadiazine by its silver salt was obvi ous havi ng
regard to the fact that the group of sulfadi azi nes
conprised only three nenbers.

The appel | ant requested that the decision under appeal
be set aside and that the patent be maintained.

The respondent requested that the appeal be dism ssed.
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Reasons for the Decision

1
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The appeal is adm ssible.

Article 54 EPC

The opponent did not nmaintain its novelty objection and
t he OQpposition Division considered that the clai ned
subject-matter fulfilled the requirenent of Article 54
EPC.

The Board sees no reason to depart fromthe positive
concl usi on of the Opposition Division as regards the
novelty of the clainmed subject-matter

Article 52(1) and 56 EPC

The only question to be considered in the present
decision is therefore whether or not the clained
subj ect-matter involves an inventive step within the
meani ng of Articles 52(1) and 56 EPC.

Docunent (1) concerns nedi canents for topical use
cont ai ni ng vari ous pharmacol ogi cal substances active or
suitable for topical adm nistration such as, anong
others, anti-infective agents (eg sul fadiazine) and a
vehi cl e conprising hyaluronic acid sodi um salt

(colum 1, lines 11 to 23, colum 4, lines 15 to 18,
colum 6, lines 49 to 54).

Mor eover, this docunment teaches that fornulations with
hyal uroni ¢ acid are advant ageous because the hyal uronic
acid is a nore efficient vehicle for the drugs and
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because of the better bioavailability of the active
subst ances as conpared to the known pharnmaceutica
formulations (colum 1, lines 34 to 40).

These advant ageous effects associated with the use of
hyal uronic acid are furthernore confirmed by the

phar macol ogi cal studies described in the docunent in
colum 25, line 64 to colum 28, line 46 in relation to
various antibiotic and cholinergic agonist drugs (in
particular, colum 26, lines 43 to 48 and col um 28,
lines 19 to 24).

Docunent (4) discloses the use of silver sulfadiazine
as an anti-bacterial agent for preventing and treating
wound sepsis in patients with burns. The conpound is
used topically in the formof a cream (page 1108, right
col umm) .

The patent is concerned with the probl em of topical
treatnment of infected sores using a pharmaceutica
conposition conprising hyaluronic sodiumsalt and
di si nfectant substances such as sul fadi azi ne silver
salt (page 2, lines 25 to 28).

As di scussed during the oral proceedings, in the

opi nion of the Board docunent (4), which deals with the
probl em of topical wound treatnment using a

di sinfectant, represents the closest state of the art
(page 1108).

In the light of (4), the problemto be sol ved appears
to be the provision of an inproved pharnmaceuti cal
formul ati on of disinfectant substances, including inter
alia sul fadiazine silver salt, for the topical
treatnment of infected sores.
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The problemis solved by the pharmaceuti cal
conpositions according to claim1 of the contested

pat ent which conprise hyaluronic acid sodiumsalt in a
formul ati on of disinfectant substances.

In the light of the working exanples disclosed in the
patent in suit and the various conparative exanpl es
filed during the opposition and appeal procedure, the
Board is satisfied that the problem has indeed been
sol ved.

The question to be answered is thus whether the
proposed sol ution woul d be obvious to the skilled
person faced with the probl em defined above in the
light of the prior art docunents.

The Board notes that (1), which also deals with the
probl em of inproving prior art topical nedical

phar maceuti cal fornulations containing, inter alia,
anti-infective agents (eg sul fadi azi ne), advocates the
use of hyaluronic acid (eg hyaluronic acid sodiumsalt)
as vehicle to that end (see 3.1.1 above).

Mor eover, as acknow edged in the description of the
prior art in the contested patent, hyaluronic acid was
known for its antiphlogistics and stinulating action on
the granul ation tissue, which accelerates cicatrization
and re-epithelialization of |esions.

Accordingly, having regard to these known advant ages,
the Board is satisfied that the person skilled in the
art woul d have contenpl ated hyaluronic acid or its
derivatives as prom sing candidates to achieve an

i nproved pharmaceutical fornulation of sulfadiazine
sodiumsalt for the topical treatnments of wounds.
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In view of the above, the Board concludes that the
subj ect-matter of claim 1 does not involve an inventive
st ep.

The Board cannot share the appellant’s subm ssions for
the follow ng reasons:

It is not contested that sulfadiazine and silver

sul f adi azi ne have di fferent chem cal and pharnaceuti cal
characteristics and that they can therefore not be
regarded as obvious alternatives. As is apparent from
point 3.1.2 above, these considerations are irrel evant
for the assessnment of inventive step since the probl em
to be solved is not the provision of an alternative to
sul f adi azi ne but the provision of an inproved
formul ati on containing sulfadi azine silver.

In this respect, the Board acknow edges that the
conparative exanples filed as attachnent X1 show t hat
the efficacy of silver sulfadiazine is enhanced when
hyal uronic acid sodiumsalt is used as a vehicle,
whereas the efficacy of sulfadi azine remai ns unchanged.
It is accordingly correct, as argued by the appellant,
that the teaching of document (1) that hyal uronic acid
as a drug vehicle inproves the efficacy of the drug is
not as broadly applicable as that docunent m ght
suggest. The Board is however satisfied that docunent
(1) nevertheless contains a clear incentive, not |east
because it suggests that the skilled person could
easily try a mere mxing of the drug with hyal uronic
acid sodiumsalt. It is noted that the patent says
not hi ng about any particul ar working conditions or
difficulties.

As to the argunent that the pharmacol ogical effect of a
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drug in the eye would not be repeatable in the skin,
the Board notes that the clains of the patent in suit
are directed to topical conpositions which thus include
bot h opht hal nol ogi cal and der mat ol ogi cal conpositions.
The Board observes al so that, although the working
exanpl es of docunent (1) relate to ophthal nol ogic
treatnments, the teaching of this docunent concerns

medi cament for topical use including expressis verbis
dermat ol ogy. There is accordingly no reason to

di sregard the teaching of document (1).

Concerni ng the evidence provided by the appellant to
denonstrate that the skilled person would have been

di ssuaded from using hyaluronic acid as a vehicle for
sul f adi azi ne silver because of a technical prejudice in
the art against such a conbination, the Board observes
that, as the case |law indicates, a prejudice arises
from an opinion or preconceived idea wdely or
universally held by experts in the field, which is
normal Iy denonstrated by reference to the general
literature or reference works such as encycl opaedi as.

In the present case, the appellant referred to docunent
(6), a US patent, which recites in colum 6, lines 4 to
7 that a solution of silver hyaluronate at room
tenperature and light resulted in gradual browning,
devel opment of turbidity and a drop of viscosity within
a week or two weeks.

However, in the present case the vehicle is not silver
hyal uronate but hyal uronic acid sodiumsalt.
Accordingly, the disclosure in docunent (6) is not

rel evant to the present case.

Nor is the disclosure in attachnent X3/2 - that silver
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sul fadi azi ne reacts with nost heavy netals and that
this reaction may result in the release of free silver
and darkeni ng of the cream which should then be

di scarded-sufficient to substantiate the existence of a
techni cal prejudice against the conbination of

hyal uroni ¢ acid sodiumsalt and silver sulfadi azi ne
since this docunent, |ike docunent (6), is silent about
such a conbi nati on

Finally, the Board does not dispute the results of the
experinmental trials of docunent (5) denonstrating the
inconpatibility of the association of hyaluronic acid
sodiumsalt with 6 sel ected disinfectants. However, the
Board considers that these tests per se are not
sufficient to denonstrate the existence of a technical
prejudice in the art as defined above. Mreover, the
Board observes that the conpounds used in the
experinments are not the closest prior art structures to
sul f adi azi ne sil ver.

Under these circunstances, the Board concludes that the
subj ect-matter of the set of clainms as granted does not
i nvolve an inventive step as required by Article 56
EPC.

Or der

For these reasons it is decided:

The appeal is dism ssed.

The Regi strar: The Chai r man:

2501.D Y A
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