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Summary of Facts and Subm ssi ons

0627.D

Eur opean patent application No. 89 810 376.7 conpri sing

8 clains was filed by the appellants (proprietors).

Eur opean patent No. 0 351 353 with 7 clains was granted

to the appellants in response to the above-identified

Eur opean patent application. The clainms as granted are

wor ded as foll ows:

"1_

An anti-inflammatory pharmaceutical conposition,
with elimnation, in solution, of the bitter
taste, burning of the throat and intestinal
toxicity, conprising the followi ng ingredients in
inti mate adm xture:

200 to 800 ng i buprofen or 221.3 to 885.2 ny

i buprofen sodiumsalt, 2.100 to 8.402 g sodi um

bi car bonate, and 0.450 to 1.800 g citric acid.

The conposition according to claim1, containing
200 to 800 ng i buprof en.

The conposition according to claim1, containing
221.3 to 885.2 ng ibuprofen sodiumsalt.

An effervescent sol ution containing the
conposition according to claim2 dissolved in

wat er .

An effervescent solution containing the
conposition according to claim3 dissolved in

wat er .
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A tabl et conprising the conposition according to
claim1 in conpressed form

The conposition according to claim1, wherein said
i buprofen or ibuprofen sodiumsalt is free of
wat er -i nsol ubl e coating materials.”

Notices of opposition to the grant of the patent were
filed:

(i)

(i)

by respondents (opponents) 01 under Article 100(a)
and (b) EPC requesting revocation of the patent as
a whol e on the grounds of |ack of inventive step
(Articles 52(1) and 56 EPC), l|ack of industrial
applicability (Articles 52(1) and 57 EPC), and

i nsufficiency of disclosure (Article 83 EPC); and

by respondents (opponents) 02 under Article 100(a)
and (c) EPC requesting revocation of the patent as
a whol e on the grounds of |ack of novelty
(Articles 52(1) and 54 EPC), |ack of inventive
step (Articles 52(1) and 56 EPC), and added
subject-matter (Article 123(2) EPC).

By letter dated 8 April 1994, respondents 02

W thdrew their objections on the grounds of | ack
of novelty (Articles 52(1) and 54 EPC) and added
subject-matter (Article 123(2) EPC). They

mai nt ai ned, however, |ack of inventive step
(Articles 52(1) and 56 EPC) as ground for
opposition and concurred with the opinion of
respondents 01 that insufficiency of disclosure
(Article 83 EPC) was a further ground for
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opposi tion.

Qut of the 12 citations relied on by the respondents in
their statements of opposition in support of the above
grounds, the following are referred to in this

deci si on:

(Al) Labo-Pharma -Probl enes et Techni ques, No. 271
Decenber 1977, pp. 987-995:
Boynond, "Les conprines effervescents"

(A4) British Pharnmacopoeia, Volune I, 1988, page 893

(1) GB-A-971 700

(2) EP-A-0 228 164

(3) EP-A-0 203 768

(6) Martindale, The Extra Pharmacopoei a, The
Phar maceutical Press, London 1982, page 256.

In the proceedi ngs before the opposition division, the
appel l ants (proprietors) requested mai ntenance of the
patent as granted (main request) or, alternatively,

mai nt enance in anended formon the basis of clains 1 to
4 filed during the oral proceedings on 24 Cctober 1994
(auxiliary request). Claiml1l of the auxiliary request

reads as foll ows:

"An anti-inflanmatory pharmaceutical conposition, with
elimnation, in solution, of the bitter taste, burning

of the throat and intestinal toxicity, conprising the

0627.D
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following ingredients in intimte adm xture:

200 ng i buprofen or 221.3 ng i buprofen sodiumsalt,
2.100 g sodi um bi carbonate, and

0.450 g citric acid, or multiple anounts thereof in the
same proportions up to 800 ng i buprofen or 885.2 ny

i buprofen sodiumsalt, 8.402 g sodi um bi carbonate, and
1.800 g citric acid."

Claim1l is followed by dependent clains 2 to 4
corresponding to claims 5 to 7 of the patent as
gr ant ed.

I n support of their allegation of insufficiency
respondents (opponents) 01 submtted sonme experinent al
test results set out as "Reference D' in their
statenent of opposition. The process of preparing the
conpositions described in Exanples 1 to 8 of the
contested patent and |i kew se the nethod of dissolving
these in water were said by respondents 01 in “Reference
D’ to have been repeated exactly follow ng the wording
of the exanples and the relevant parts of the
description (see especially page 3, lines 5 to 17) of
t he contested patent. Neverthel ess, according to the
results, which were reported by respondents 01 for the
conpositions corresponding to those described in
Exanples 1 to 4 of the contested patent, the anount of
i buprofen solubilised in water was only about 10%
wher eas the anmount of i buprofen remaining undissol ved
in the formof solid particles in suspension was about
90%

For conpositions corresponding to those described in
Exanples 5 to 8 of the contested patent the foll ow ng

0627.D Y
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figures were reported: anount of ibuprofen solubilised
in water about 60% anount of ibuprofen remaining in
suspensi on about 40%

In reply, the appellants (proprietors) expressed doubts
about whet her the above-nentioned experinents had been
carried out by a person with sufficient skill in the
art and maintained that the skilled person woul d not
proceed in the manner adopted by respondents 01 in
"Reference D', where all the ingredients were sinply

m xed, placed in a fluidised bed and granulated with
dem neralised water, in spite of the clear instruction
inline 5 on page 3 of the specification in suit that
"suitable m xi ng" should be adopted. The techni cal

rel evance of the latter termin the context of the
claimed invention was, in the appellants' opinion, well
known to those skilled in the art, as evidenced by the
encl osed decl arations of the experts Dr Price and

Pr of essor Test a.

The appellants also criticised the fact that
respondents 01 had, in their tests, apparently filtered
off the solid material fromthe solution prior to

conpl ete dissolution of the clained conposition.

Wher eas di sintegration occurred rapidly, conplete

di ssolution would normally take 5 m nutes from contact

by the effervescent tablet with water.

The appellants filed their own test results, set out as
"Exhibit A", intheir reply to the oppositions. For the
preparation of the conposition of Exanple 2 of the
contested patent the appellants used the foll ow ng

manuf act uring process set out in "Exhibit A"

0627.D Y A
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In a first phase, ibuprofen and sodi um bi carbonate were
m xed together and separately granul ated, followed by a
second phase involving the steps of first m xing and
then separately granulating citric acid optionally with
ot her ingredients used in the clained conposition. In
this procedure each phase was separately granul ated
under identical conditions and then m xed together with
t he subsequent addition of selected flavourings, if
desired, and conpression of the granulate to form

t abl et s.

Three different tablets obtained by the nethod

descri bed above were subsequently anal ysed by an

i ndependent | aboratory (Laboratorio Analisi Speciali,
6853 Ligornetto, Switzerland). The solutions were
prepared by dissolving the tablet in water within 5

m nut es under tenporary stirring. According to these
anal yses the anounts of ibuprofen solubilised in water
anounted in all three charges to 92.6% 92.3% and 93. 3%
respectively, and were thus significantly greater than
that reported for Exanple 2 in the test report of

respondents 01.

The opposition division considered in its decision that
the clained invention ainmed at the provision of

ef fervescent conpositions conprising ibuprofen as the
active ingredient which, placed in water, devel oped
carbon di oxi de and yi el ded aqueous sol utions of

i buprofen containing only a small proportion of

undi ssol ved i buprofen in the formof solid particles

suspended in the sol ution.

0627.D Y
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It concurred with the allegations of both respondents
that the conclusion to be derived fromthe tests
submtted by respondents 01 was that neither the
description nor the exanples of the specification in
suit disclosed the nethod and neans of carrying out the
invention in such a way that the results clained in the
contested patent were reproducible.

In the opposition division's view, the appellants
(proprietors) thensel ves had admtted by the subm ssion
of their own experinents that application of the above-
menti oned specific technical neasures and nethods, in
particul ar the rather unusual separate granul ation of
the acidic drug (ibuprofen) with the basic conponent of
the effervescent couple (sodium bi carbonate) adopted by
the appellants in their test report, was necessary in
order to obtain effervescent conpositions which, when
pl aced in water, provided a satisfactory (clear)
solution of ibuprofen satisfying the requirenents set
forth above. Since the above-nentioned net hod of
preparing a so-called "pre-m x" by separately m xing
and granul ating the individual ingredients of the

cl ai med conposition was, in the opposition division’s
view, neither derivable fromthe description of the
invention in the originally filed application
docunents, nor part of the common specialist know edge,
it concluded that the disclosure of the invention was
insufficient to enable the person skilled in the art to
carry it out properly and to achieve the desired
results on the basis of the instructions given in the
application as filed.

Consequently, the opposition division decided to revoke

0627.D Y
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the patent under Article 102(1) EPC on the ground that
neither the appellants' main nor the auxiliary request
met the requirenments laid dowmn in Article 83 EPC

Furthernore it expressed in its decision the opinion
that the feature "in intimate adm xture" in claim?1 of
bot h requests was not adequately supported by the
original disclosure contrary to the requirenents of
Article 123(2) EPC, although this objection had never
been pl eaded by the respondents in the course of the
first-instance opposition proceedi ngs, but was nerely
rai sed by the opposition division in the formof an
obiter dictum in the discussion during the oral
proceedi ngs and was said to be not relevant to the

decision in the circunstances of the present case.

As far as the requirements for patentability under
Article 52(1) EPC were concerned, the opposition

di vision was of the opinion that the clainmed subject-
matter was novel but did not involve an inventive step.
It considered citation (2) to be the closest state of
the art and saw the technical problemas that of
providing a formulation of ibuprofen in solution which
exhibits, in contrast to certain fornulations discl osed
in the state of the art, no bitter taste and overcones
t he di sadvantage of causing an unbearabl e burning in
the throat and intestinal toxicity. The finding of
insufficiency led the opposition division to the
further conclusion that the invention as originally

di scl osed did not solve the problem nentioned above
and, accordingly, did not involve an inventive step

ei t her.

0627.D Y
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The appel | ants | odged an appeal against the above
decision and filed a statenment of grounds within the
time limt and in the formprovided in Article 108 EPC.
They submitted in support of their appeal both in the
witten procedure and at the oral proceedings
essentially the follow ng argunents:

The opposition division's finding recorded in

par agraph 5 of the inmpugned decision that the feature
"in intimte adm xture" was not supported by the
originally filed docunments was specul ati ve and had no
place in this opposition since it was not pleaded and
shoul d therefore not be regarded. The opposition
division itself recognised in the mnutes of the oral
proceedi ngs that it was obiter. In any event, the
originally disclosed nethod for preparing the clained
conpositions involved the step of suitably m xing the
ingredients specified in present claiml1l in a fluidised
bed to obtain a close m xture of these ingredients.
This was nore than an adequate support for the feature

"In intimate adm xture" in claiml1l.

0627.D Y A
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The concl usion of the opposition division that the

nmet hod adopted by the appellants in "Exhibit A" for the
preparation and anal ysis of the clainmed conpositions
did not formpart of the common general know edge, was
in the appellants' opinion entirely unfounded and
wrong, since the pharmaceutical fornulator at the
priority date of the patent in suit would have been
aware of a variety of nethods for preparing

ef fervescent conpositions, including the nethod of
formng a pre-mx of ibuprofen and the basic conponent
of the effervescent couple followed by separate
granul ati on and adm xi ng granul ated citric acid to the

pre-m Xx.

The appel |l ants contended further that their nmethod and
anal ytical technique used to determ ne the anount of

i buprofen in the aqueous phase was entirely correct and
t he respondents' criticismin this respect was based on
an incorrect interpretation of the analytical nethods
used and described in the appellants' test report.

At the appeal stage, the appellant submtted additi onal
experinmental evidence in order to denonstrate that a
nearly conpl ete dissolution of ibuprofen could equally
be obtained, even if all the conponents were m xed and
granul ated together. By using this technique the anount
of i buprofen dissolved in water was found to be not

| ess than 96% conpared to 98% when t he above-nenti oned
techni que of prem xing i buprofen with the basic
conponent of the effervescent couple (sodium

bi carbonat e) was enpl oyed. This evidence contradicted

t he assunption of the respondents adopted by the

opposition division that a separate granul ati on of

0627.D Y A
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i buprofen with sodi um bi carbonate was necessary to
achieve the desired result and to solve the technical
probl em Thus, based on this erroneous finding of fact
t he opposition division canme to the wong conclusion in
revoki ng the patent under Article 83 EPC and,
accordingly, to a wong conclusion in finding | ack of

i nventive step under Article 56 EPC

Citation (2) contained no suggestion of solubilising

i buprofen for a therapeutic pharmaceutical preparation.
Li kew se, in (2) there was no recognition of the
practical drawbacks inherent in preparations containing
solid ibuprofen and there was certainly no suggestion
of how to achi eve a good degree of solubility in liquid
pharmaceutical preparations of ibuprofen so as to avoid
t hese probl ens.

Citation (3) disclosed effervescent conpositions in the
formof tablets or granules which dissolved in water to
yield effervescent solutions containing a conpletely

di ssol ved therapeutic agent. The only anal gesi c agent
actually evaluated in (3) was acetam nophen. The
solubility of the therapeutic agents appeared to be
controlled by maintaining the particle size within a
specific range. No reference was nmade to the probl em
addressed by the patent in suit. The skilled person
woul d therefore not be pronpted to conbi ne the

teachings of citations (2) and (3).

VIIl. The respondents subm ssions in the proceedi ngs can

essentially be sumrari sed as foll ows:

They fully concurred with the opinion of the opposition

0627.D Y A
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division that the feature "in intinmate adm xture" could
not be derived fromthe originally filed docunents and,
accordingly, contravened Article 123(2) EPC

The opposition division concluded rightly that the

di scl osure was insufficient to enable the skilled
person properly to carry out the alleged invention and
rightly revoked the patent under Article 83 EPC. The
processing information given in the specification as
filed was exceedingly sparse. In any case, the

di scl osure of the invention was clearly insufficient to
achieve the required results indicated on page 3,
lines 5 to 12, of the contested patent, that is to say
to provide an effervescent pharmaceutical conposition
whi ch, placed in water, provides a clear solution
havi ng an i buprofen content in the aqueous phase
greater than 98% of the theoretically possible anmount
within the period of from30 to 90 seconds. This was
clearly derivable fromthe experinental evidence
submtted by the respondents. The board shoul d not
attach any weight to the evidence submtted for the
first tinme by the appellants with the grounds of
appeal, since it was evident that it could have been

filed nmuch earlier.

The cl ainmed formul ation for ibuprofen was obvious since
(Al) already disclosed, in the context of effervescent
drug fornul ati ons, that an excess of bicarbonate
produced a basic solution which mght facilitate the

di ssolving of an acid active ingredient.

Citation (1) proposed an effervescent formulation of a

series of conpounds including ibuprofen. The choice of

0627.D Y A
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the particular amounts of sodi um bi carbonate and citric
acid in the contested patent to provide a solution of

i buprofen did not involve an inventive step. In order
to stand the best chance of producing a solution, it
woul d have been obvious to the skilled person, that he
woul d need to generate a basic environnment with an
excess of sodi um bicarbonate at the end of

ef fervescence so as to have the ibuprofen present as
its soluble sodiumsalt.

Ctation (2) disclosed a deliberate attenpt to produce
an effervescent suspension. This product was pal at abl e
and was specifically designed to mnimse the materi al
left in the glass. This was achi eved by the addition of
t he i nsol ubl e hydrophilic polynmer and the surfactant to
gi ve an optim sed suspension. A suspension which has
not been optim sed woul d not be palatable. Since it was
known t hat ibuprofen was soluble in al kaline solutions,
it was obvious to a person skilled in the art, who

w shed, starting from (2), to obtain a solution of

i buprofen, to increase the anount of sodi um bi carbonate
to render the pH al kaline above a val ue of 7.

Citation (3) described effervescent conpositions which
di ssolved rapidly in water to yield an effervescent
solution containing a conpletely dissolved therapeutic
agent. | buprofen was nentioned on page 6, line 27, and
claimed in claim?2l1. Gtric acid and sodi um bi carbonat e
formed the preferred effervescent couple. Although the
specific exanple of (3) related to acetam nophen, there
was a clear and unanbi guous instruction to those
skilled in the art that ibuprofen could be used in the
overall teaching of (3) and not just in the specific

exanple. Citation (3) clearly suggested that what had

0627.D Y A
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been observed for acetam nophen would al so apply to
i buprofen and, consequently, rendered the clained

invention simlarly obvious.

I X. The appel l ants requested that the decision under appeal
be set aside and that the patent be maintained on the
basis of the clainms as granted, or alternatively on the
basis of clainms 1 to 4 submtted as auxiliary request
during the oral proceedi ngs before the opposition

di vi si on.

X. Bot h respondents 01 and respondents 02 requested that
t he appeal be di sm ssed.

Reasons for the Decision

1. The appeal is adm ssible.

2. Amendments (Article 100(c) in conjunction with
Article 123(2) EPC)

2.1 Caim1l of both the main request (see paragraph
above) and the auxiliary request (see paragraph IV
above) relates to an anti-inflamuatory conposition
conprising the particular ingredients ibuprofen, sodium
bi carbonate and citric acid "in intimte adm xture".
The opposition division considered in paragraph 5 of
its decision that the feature "in intimte adm xture"
had no adequate basis in the application docunents as
filed and, consequently, that both requests on file
contravened the provisions of Article 123(2) EPC

0627.D Y A
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As has been admitted by the appellants during oral
proceedi ngs before the board, the term"in intimte
adm xture" cannot be found word-for-word in the
application as filed. Neverthel ess, the description as
originally filed contains inlines 1 to 6 of the second
full paragraph on page 3 an explicit reference to the
need for suitably m xing and then granul ating the

i ndi vi dual ingredients (viz ibuprofen, sodium

bi carbonate and citric acid) of the clained
pharmaceutical conposition using a suitable equi pnent
and environnment, nore specifically a fluidised bed, in
order to obtain the desired product capabl e of

di ssol ving quickly and conpletely in water at anbient

t enper at ur e.

Likewse, in all the Exanples 1 to 8 contained in the
application as filed the skilled person is given the
clear instruction to transfer the ingredients of the
respecti ve pharnmaceutical conpositions to be prepared
according to these exanples in a fluidised bed

granul ator and then to proceed with the granulation. It
was not contested by the respondents that fl uidised
beds are comonly used in the art to acconplish an
effective mxing of solid particles (see in this
respect e.g. Perry's Chem cal Engi neers' Handbook,
sixth edition, McGaw H || Book Conpany, 1984,
especially page 20 to 70).

0627.D
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Hence, the person skilled in the art who reads in the
originally filed docunents the nmethod and neans used
for preparing the clained pharmaceutical conposition
woul d, in the board's view, necessarily understand and
conclude that the ingredients of such a conposition are
i ndeed closely mxed. In other words, when adhering to
the originally disclosed nmethod for preparing the

cl ai med conposition and m xing the ingredients
specified in present claiml in a fluidised bed to
obtain a close mxture of these ingredients, the result
achi eved apparently corresponds to what the skilled
reader woul d reasonably understand by a conposition
conprising the ingredients in "intimte adm xture".

In view of the above considerations, both requests are
acceptabl e under the ternms of Article 123(2) EPC

Sufficiency of disclosure (Article 100(b) iIn
conjunction with Article 83 EPC)

Even after a lot of discussion during oral proceedings
as to the rel evance of the experinental evidence
submtted in the witten procedure in response to the
question of sufficiency and reproducibility, neither of
the parties was abl e unequi vocally and conclusively to
el ucidate the reasons for the remarkable difference in
the results achieved by either party concerning the
actual content of ibuprofen in the agqueous phase when
the cl ai nmed conpositions are dissolved in water.
Attenpts to explain this discrepancy essentially
related to the fact that both parties had apparently
used a different granul ation practice and a different

| apse between the first contact of the effervescent

0627.D
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conposition with water and determ nation of the actual
anount of ibuprofen dissolved in water

The evi dence and argunents submitted in support of
insufficiency on the part of the respondents are, in
the board's opinion, primarily directed towards
criticising the feasibility of the clainmed invention in
connection with its scope. In this respect the
respondents relied essentially on the disclosure at
lines 5 to 12 on page 3 of the specification in suit
stating that a clained effervescent conposition, placed
in water, provides a clear solution having an ibuprofen
content in the aqueous phase greater than 98%the

t heoretically possible amunt (see lines 7 to 11) and
that the solution obtained after total deconposition of
the tablets - necessary tine from30 to 90 seconds - is
tolerable (see lines 11 to 12).

Article 83 EPC requires that the disclosure of the

i nvention be clear and conplete so as to be sufficient
to enable a person skilled in the art to carry it out.
In the present case, the invention as clained in
present clains 1 to 7 consists of certain products,

nore specifically:

(i) anti-inflammtory pharnmaceutical effervescent
conpositions in solid form eg granules or tablets
(see clainms 1 to 3, 6 and 7) conprising sone well -
known, commercially avail abl e conponents, nore
specifically ibuprofen or ibuprofen sodiumsalt,
sodi um bi carbonate and citric acid in certain
exactly defined proportions; claim1 and simlarly

claims 2, 3, 6 and 7 (the latter clainms by

0627.D
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reference to claim1) further require that a

sol ution, obtained by dissolving the clainmed solid
conposition in water by any suitable nmethod, has a
good palatability (cf. "with elimnation, in
solution, of the bitter taste, burning of the

throat and intestinal toxicity"); and

(ii1) effervescent solutions containing the conposition
according to claim2 or 3, dissolved in water

(claims 4 and 5).

However, the respondents' objection of insufficiency
goes wder than this and is based on the allegation
that the appellants were unable to denonstrate that a
person skilled in the art was indeed in a position to
produce conpositions exhibiting the particular
properties nmentioned in the description and referred to
in point 3.1 (above). In this respect it is to be noted
that neither the degree of solubility of the clained
conposition of 98% m ni mum nor the period of 30 to 90
seconds maxi numrequired to obtain a solution are
features which formpart of the definition of the

cl ai med i nventi on.

Hence, contrary to the respondents' assertion, the
question whether or not conpositions falling within the
scope of the present clains indeed exhibit the above-
mentioned particular properties and capabilities is
immterial to the question of sufficiency, as |ong as
the person skilled in the art (ie the person at whom

t he disclosure of the contested patent is ainmed) was
able - on the basis of the original disclosure and

possi bly by using his common general know edge to

0627.D Y A
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suppl enent the information contained in the application
as filed - to carry out the invention, that is to say
to prepare effervescent pharnmaceutical preparations
cont ai ni ng i buprofen, e.g. granules or tablets, which,
when placed in a suitable amount of water, devel op
carbon di oxi de and provide a pal atabl e solution of the
medi canent (see point 3.2 above).

When consi dering whether or not the skilled person
woul d have been able to carry out the clained
invention, it should be enphasised that the products
according to the clains of the patent in suit nmay be
prepared by any nethod within the common general

knowl edge of the art at the priority date of the
contested patent. The board concurs with the
appel l ant's subm ssions during oral proceedings that
the addressee of the patent is the fornulator in the
phar maceutical industry who is a specialist or a team
of specialists of that skill being famliar, iInter
alta, wth all kinds of materials and nethods used for
the preparation of effervescent pharmaceutica
conpositions, the particular chemcal and physi cal
properties of ibuprofen and its salts, specifically in
context of their solubility in water, and the standard
met hods used for testing effervescent pharmaceuti cal

prepar ati ons.

Hence, in addition to the particular instructions
provided in the contested patent the specialist endowed
with the high Ievel of skill nentioned above woul d have
known, for exanple, fromcitation (Al), which was
acknow edged by both parties to represent the common

general specialist know edge at the priority date, that
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t he nost w del y-used granul ati on nmethod for preparing
ef fervescent conpositions involves the step of bl ending
and granul ating the bicarbonate of the effervescent
coupl e separate fromthe citric acid so as to forma
pre-m x (see page 993, right-hand col unm, paragraph 6)
and that it is necessary to determ ne in advance the
conmponent of the effervescent couple which is suitably
bl ended and granul ated with the active agent (see page
993, right-hand col um, paragraph 8).

Mor eover, the skilled person would have known from
citation (A4) that an effervescent tablet conplies with
the well-recogni sed standards in pharmacy, if it

di ssol ves under the conditions used in the parties

test reports within 5 mnutes (see especially (A4),
right-hand colum: "Effervescent Tablets").

I n concl usion, on the basis of the above

consi derations, the board has no reasonabl e doubts that
the skilled person is able on the basis of the original
di scl osure and his comon general know edge properly to
carry out the invention and to achi eve the desired
result as evidenced by the experinental results
submtted on the part of the appellants. The

al l egations of insufficiency under Article 83 EPC are

t hus def eat ed.

Novelty (Article 100(a) in conjunction with Article 54
EPC)

Respondents 02 had already wi thdrawn their opposition
on the ground of lack of novelty during the proceedings
before the opposition division. Since the novelty of

the clained subject-matter in the patent in suit is no
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| onger disputed, there is no need for further detail ed
substantiation of this matter.

Inventive step (Article 100(a) in conjunction with
Article 56 EPC)

The board concurs with the opinion of the opposition
division in the inmpugned decision that citation (2)
represents the closest state of the art. The appellants
simlarly agreed in their subm ssions, both in witing
and during the oral proceedings, with the board's
opinion in this respect. The disclosure of citation (2)
is already referred to in the introductory part of the
contested patent at lines 37 to 44 on page 2. It, too,
is concerned with the provision of an effervescent
pharmaceutical conposition which was specifically
designed for the oral admnistration of ibuprofen or a
pharmaceutically active salt thereof in liquid form
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Mor eover, citation (2) already addresses the problem

t hat i buprofen, on the one hand, is a versatile and
nost val uabl e pharmaceutical agent endowed with strong
anal gesic and antipyretic properties but, on the other,
suffers the considerabl e di sadvantage of very l[imted
solubility in water giving rise to serious difficulties
in the oral application of this nedicanment to patients
in need of it. The cited docunent, |ike the contested
patent, proposes a solution for overcom ng the above-
mentioned difficulties associated with the insolubility
of ibuprofen in water. The effervescent conposition

di sclosed in (2) was noreover not only designed to
facilitate the oral application but also to mnimse

t he amount of ibuprofen left in the glass after
consunption of the nedi canent so that the required dose
of ibuprofen can reliably be adm nistered (see (2),
especially page 2, lines 16 to 24). According to the
respondents' assertion during the oral proceedings the
product according to the prior art of (2) is perfectly
pal at abl e and was successfully put on the market.

Citation (1), which was alternatively considered by the
respondents to be the closest state of the art, is the
original patent covering ibuprofen and salts thereof.

Al t hough reference is made in line 21 on page 6 that
oral conpositions may include effervescent granules and
that these nmay conprise a conbination of effervescent
agents well known in the art (cf. page 6, lines 43 to
44), the skilled person is given no instructions in (1)
as to how he could indeed prepare such effervescent
granul es, let alone, as to how he could arrive at

pal at abl e sol uti ons of i buprofen.
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Citation (3), which was |ikew se suggested by the
respondents in a further alternative to be taken as the
cl osest state of the art, discloses an effervescent
conposition in the formof a tablet or powder
conprising a therapeutic agent, a granul ating agent, a
m croparticul ate effervescent conponent and an

ef fervescent system which dissolve rapidly in water to
yield an effervescent solution containing a conpletely
di ssol ved therapeutic agent. The therapeutic agent that
may be used in the conposition disclosed in (3) may in
fact be selected fromany stable therapeutic agent and
conbi nati on of therapeutic agents (see especially page
5 Ilines 3 to 5), regardless of their particular

chem cal structure and behavi our towards an acid or
basi ¢ environment. |buprofen as such (cf. page 5,

line 30; page 6, line 27) is only nentioned as one
exanple in the long list of potentially suitable

t her apeuti c agents that may be enployed in the
conposition disclosed in (3) wthout giving any further
details of a conposition containing ibuprofen as the
active ingredient. The |list nentioned above i ncl udes
anong a certain nunber of other categories of

t herapeutic agents antitussives, antihistam nes,
decongest ants, al kal oi ds, m neral suppl enents,

| axatives, vitam ns, antacids, ion exchange resins,
anti-cholesterolemc and anti-lipid agents,
antipyretics, anal gesics, appetite suppressants, anti-
i nflammatory agents, antibiotics, coronary dilators,
cerebral dilators, peripheral vasodilators, anti-

i nfectives, psychotropics, etc., (see page 5, line 8,

to page 6, line 18).
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In view of the fact that citation (2) is explicitly and
directly concerned with the provision of an

ef fervescent fornulation of ibuprofen for oral

adm nistration and that (2) rather than (1) and (3)

al ready addresses certain specific problens which are

i nherently associated wth the oral adm nistration of

i buprofen such as its unpalatability or its water
insolubility, the board is of the opinion that citation
(2) is a technically nore realistic starting point for
t he assessnent of the technical problemthe clained

i nvention sets out to solve, and hence for the

assessnent of inventive step, than is citation (3).

The pharmaceutical conposition disclosed in (2)

ef fervesces, when added to water, thereby form ng an
aqueous suspensi on of i buprofen suitable for oral

adm ni stration. According to the statenent in lines 4
and 5 on page 2 of citation (2), such aqueous
suspensi ons are convenient to use and are advant ageous
over solid nonolithic dosage forns, eg tablets or
capsules, for the application to patients having
difficulty in swallowi ng tablets or capsules, for
exanpl e, children and elderly patients. The inventors
of (2) have found that the inclusion of a water-

i nsol ubl e hydrophilic polyner, for exanple starch,
cellul ose or water-insoluble cellul ose derivatives, or
cross-1linked polyvinyl pyrrolidone in the conpositions
disclosed in (2) gives an inproved suspension of

i buprofen or salt thereof when such conpositions are

added to water.
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In spite of the progress which has been achi eved by the
provision of the orally adm nistrable form of ibuprofen
disclosed in (2), the appellants see a serious drawback
to this liquid pharmaceutical dosage formin the fact

t hat i buprofen, when added to water, is present in
suspension in the solid state, ie undissolved, in
water. As is already stated in the contested patent
(see page 2, lines 42 and 43) and has been repeated by
t he appellants at several occasions during the entire
proceedi ngs, the presence of the drug in undissol ved
formin the said suspension is still nmet with sone
nmeasure of disconfort to patients, because it prevents
at least to a certain extent elimnation of the

probl ens of poor organol eptic properties, especially
bad taste, burning of the throat and irritation of the
i ntestinal rnmucosa frequently experienced with the

appl i cation of i buprofen.

Thus, in the light of the closest state of the art
according to citation (2), the technical problemto be
sol ved may be seen as that of providing of an inproved
phar maceuti cal dosage form of ibuprofen which is just
as easy to swallow as the one disclosed in (2) but

whi ch obvi ates the above-nenti oned di sadvant ages
associated with the application of ibuprofen in the

solid state, nore specifically in suspension.

In the contested patent the appellants propose to solve
this problem by the provision of a pharmaceuti cal
conposition which contains ibuprofen or its sodiumsalt
in adm xture with sodi um bi carbonate and citric acid in
certain specified ratios and which effervesces, when

added to water, thereby formng a clear aqueous
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solution of the sodiumsalt of ibuprofen suitable for
oral adm nistration. Wth reference to the concl usions
reached in point 3 (above) regarding sufficiency of

di scl osure and reproducibility of the invention, the
board is satisfied that the clai ned pharmaceuti ca
conpositions in the contested patent represent an
adequate solution to the technical problem defined
above.

The board adopts the view expressed in decision T 60/89
(QJ EPO 6/1992, 268, see especially reasons,

point 3.2.5) that the same |level of skill has to be
appl i ed when, for the sanme invention, the two questions
of sufficient disclosure, on the one hand, and

i nventive step, on the other, have to be considered.

Thus, in the present case the skilled person knew from
hi s general specialist know edge that ibuprofen is

sol ubl e i n aqueous sol utions of sodi um hydroxi de and
sodi um carbonates in the formof its sodiumsalt, see
eg citation (6). He |ikew se knew, that the conbination
of citric acid, on the one hand, and sodi um

bi carbonate, on the other is the nost w dely used

ef fervescent couple for the preparation of

phar maceuti cal effervescent conpositions (see, for
exanple, citation (Al), page 987, right-hand col um,
paragraph 2, page 989, left-hand col um, paragraph 7).

Moreover, the skilled person starting fromthe

ef fervescent conposition of (2) and faced with the

t echni cal probl em defi ned above was aware that this
probl em m ght be solvable, if an excess of bicarbonate

is used in order to render the solution al kaline and so
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to facilitate the dissolution of the active ingredient
i buprofen which is present in the effervescent
suspension in (2) in acid form (see Al, the paragraph
bri dgi ng pages 991 and 992).

|f, on the basis of his common general know edge, the
skilled person still encountered certain difficulties
in the preparation of an effervescent conposition
solving the technical problemat issue, he would have
| earned fromcitation (3) that effervescent

conposi tions exist which dissolve rapidly in water to
yield an effervescent pal atable solution containing a
conpl etely dissolved therapeutic agent, in particular
anal gesi c agents. He woul d noreover have | earned how
such conpositions can be prepared, even if the

t herapeutic agent used is only sparingly soluble in

wat er .
| buprofen is explicitly referred to on page 5, line 30
and on page 6, line 27, and is clainmed in claim?2l1 as a

sui t abl e anal gesic therapeutic agent to be provided in
the formof a water soluble effervescent conposition
Citric acid and sodi um bi carbonate formalso in (3) the

preferred effervescent couple.

Citation (3) teaches an effective nethod for producing
t herapeutic effervescent conpositions which dissolve
rapidly in cold water to forma clear pal atable
solution. Said nethod conprises the steps of preparing
a pre-blended m xture of the granul ated therapeutic
agent having a particle size of about 100 to about 600
m crons and a conponent of the effervescent couple

having a particle size of about 50 to about 600 m crons
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and blending this pre-mx with the effervescent system
and as such was |ikew se readily applicable to the
preparation of the clained effervescent conpositions.

Once effervescent water-sol uble conpositions conprising
i buprofen as the active agent along with sodi um

bi carbonate/citric acid as the effervescent couple and,
noreover, a suitable nethod for preparing such
conposi ti ons becane obvious fromthe cited prior art,
determ nation of suitable proportions or ratios of the
ingredients required to achieve optinmal dissolution of
i buprofen in water was then, contrary to the
appel l ants' assertions in this respect, nmerely a matter
of routine experinmentation for the skilled fornul ator
in the pharmaceutical industry being aware of the
technical teaching of (2) in conbination with that of

(3).

In view the above considerations, the clained
conpositions cannot be regarded as invol ving an
inventive step wwthin the neaning of Article 56 EPC in
t he absence of the denonstration of any unexpected
advant ageous properties or capabilities. These

concl usions apply not only to the clains of the main
request but extend also to those of the auxiliary
request. The auxiliary request differs fromthe main
request nerely in that the proportions of the

i ndividual ingredients are nore exactly defined in

claim1l.
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Or der

For these reasons it is decided that:

The appeal is dism ssed.

The Regi strar: The Chair man:

P. Martorana P. A M Lancgon

0627.D

T 0251/ 95



