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Summary of Facts and Subm ssi ons

Eur opean patent No. 0 282 131, based on application
No. 88 200 396.5, was granted on the basis of 12 clains.

| ndependent clains 1 and 6 as granted read as foll ows:

"1. Pharmaceutical conpositions useful for treating or
preventing gastrointestinal disorders, said

conposi tions conpri sing:

a) a canpyl obacter-inhibiting anti m crobial agent;

b) an H, receptor bl ocking anti-secretory agent; and
c) a pharmaceutically-acceptable carrier.”

"6. The use of a canpyl obacter-inhibiting antim crobi al
agent and an H, receptor bl ocking anti-secretory agent
for the manufacture of a nedi canent for the treatnent
or prevention of gastrointestinal disorders selected
from non-ul cerative gastrointestinal disorders such as
chronic or atrophic gastritis, non-ul cer dyspepsia,
esophageal reflux disease, gastric notility disorders
and peptic ul cer disease, selected fromagastric,
duodenal and jejunal ulcers, in humans or | ower
animals, said treatnment or prevention conprising

adm nistering to said human or | ower aninmal a
conposition conprising, by weight, fromO0.1%to 99.8%
of the campyl obacter-inhibiting antim crobial agent and
concurrently adm nistering to said human or | ower
animal a safe and effective anount of an H, receptor

bl ocki ng anti-secretory agent."

1. Oppositions were filed against the granted patent by
opponent Ol, respondent 2 (opponent Q2), respondent 3
(opponent O3) and opponent 4. The patent was opposed
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under Article 100(a) EPC for lack of novelty and
inventive step and because it |acked industrial
applicability under Article 52(4), and under
Article 100(b) EPC for insufficiency of disclosure.

Wth its letter dated 18 Decenber 1996, opponent Ol
wi thdrew its opposition.

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

(3) Dw 1986, 111. Jg., Nr. 38, pages 1459 to 1461

(5) British Medical Journal, 1976, 2, pages 686 to 688

(27) Lyon's declaration filed with letter dated
11 Novenber 1998.

By its decision pronounced on 14 Decenber 1998, the
Qpposition Division revoked the patent under
Article 102(1) EPC

The Opposition Division held that the patent in suit
did not neet the requirenents of inventive step.

In its opinion, the subject-matter of the contested

pat ent was novel over the prior art because the prior
art described neither conpositions containing a m xture
of (a) an antim crobial agent, (b) an H receptor

bl ocki ng anti-secretory agent cinetidine and (c) a
pharmaceutical | y-acceptabl e carrier, nor that the
constituents (a) and (b) were adm nistered

concurrently.
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As to inventive step, the Opposition Division regarded
docunent (3) as representing the closest state of the
art. Inits opinion the only distinguishing feature
over said disclosure was the concurrent adm nistration
of the antim crobial agent (a) and the H, receptor

bl ocki ng anti-secretory agent cinetidine (b). Since, in
its opinion, no effect was plausibly denonstrated for
this particular reginen, it considered that the
subject-matter of the patent in suit |acked inventive
step. Inits view, the new regi men anounted nerely to
an obvious sinplification of the adm nistration which
was in fact a reasonabl e and desirabl e objective that
the skilled person would in any case seek to achi eve.

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

Oral proceedings were held before the Board on
22 Cct ober 2003.

The appellant filed seven auxiliary requests during the
appeal proceedings.

Claiml1l of the main request filed on 28 January 2000
and of the first auxiliary request filed during the
oral proceedi ngs read:

"1. Pharmaceutical conpositions useful for treating or
preventing gastrointestinal disorders, said

conposi tions conpri sing:

a) a canpyl obacter-inhibiting antim crobial agent
selected from anti biotics;

b) an H, receptor bl ocking anti-secretory agent; and
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c) a pharmaceutically-acceptable carrier." (Enphasis
added)

Claim1 of the second, third and sixth auxiliary
requests read:

"1. Pharmaceutical conpositions useful for treating or
preventing gastrointestinal disorders, said

conposi tions conpri sing:

a) a canpyl obacter-inhibiting anti m crobial agent
selected from anti biotics;

b) an H, receptor bl ocking anti-secretory agent which is
rani tidine; and

c) a pharmaceutically-acceptable carrier." (Enphasis
added)

Claim 1l of the seventh auxiliary request reads:

"1l. The use of a canpyl obacter-inhibiting antim crobi al
agent selected fromantibiotics and an H, receptor

bl ocki ng anti-secretory agent which is ranitidine for

t he manufacture of a nedi canent for the treatnent or
prevention of gastrointestinal disorders selected from
non-ul cerative gastrointestinal disorders such as
chronic or atrophic gastritis, non-ul cer dyspepsia,
esophageal reflux disease, gastric notility disorders
and peptic ul cer disease, selected fromagastric,
duodenal and jejunal ulcers, in humans or | ower
animals, said treatnment or prevention conprising

adm nistering to said human or | ower aninmal a
conposition conprising, by weight, fromO0.1%to 99.8%
of the campyl obacter-inhibiting antim crobial agent and
a safe and effective anbunt of an H, receptor bl ocking
anti-secretory agent, wherein the canpyl obacter-
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inhibiting antimcrobial agent and the H, receptor
bl ocki ng antisecretory agent are admnistered within 5
m nutes of each other." (Enphasis added).

The appellant nmainly argued that, having regard to the
conparative experinents in docunent (27), the problem
to be solved over the closest prior art, ie docunent
(3), was the provision of a fornulation having inproved
efficacy. As, in its opinion, the available prior art
was silent about any |link between concurrent

adm ni stration of the two drugs and i nprovenent of
efficacy of the treatnent, it considered that the

subj ect-matter of the contested patent involved an

i nventive step.

In addition, it also submtted that, even if the
problemto be solved was nerely the inprovenent of
patient conpliance, the solution provided by the patent
in suit inplied an inventive step.

In fact, inits view, as the skilled person would not
consi der adm nistering both drugs concurrently wth a
reasonabl e expectation of success, he would not even

try it.

Respondents 3 and 4 filed no subm ssions during the
appeal proceedings and they did not attend the oral
pr oceedi ngs.

Wth its letter dated 28 July 2003, opponent O4
wi thdrew its opposition.

The appel | ant requested that the decision under appeal
be set aside and that the patent be maintained on the
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basis of the main request filed on 28 January 2000 or,
alternatively, on the basis of the auxiliary requests 1
to 7 filed during the oral proceedings.

Reasons for the Deci sion

2830.D

The appeal is adm ssible.

Adm ssibility of auxiliary requests 4 and 5.

Contrary to the other auxiliary requests filed during

t he oral proceedi ngs which were anended by introducing
either features from dependent clainms or features which
were al ready proposed as anendnents during the witten
procedure (appellant's letter dated 28 January 2000,
point 2.6), independent claim6 of these sets of clains
contains a feature fromthe description of the patent
in suit relating to the reduction of rel apse rate.

In that respect, the Board observes that, in reply to
t he question why these requests had not been filed
earlier, no justification at all was provided.

The Board notes also that, as a rule, in the absence of
particul ar circunstances, the mssing parties could not
expect a feature of the description to be introduced in
the clains. No such circunstances were submtted by the
appellant in the present case.

Accordingly, the Board judges that these requests
cannot be admitted into the procedure as late-filed.

Mai n request and first auxiliary request
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| nventive step

The subject-matter of the contested patent relates to
phar maceuti cal conpositions useful for preventing
gastroi ntestinal disorders, conprising a canpyl obacter-
inhibiting antibiotic and an hi stam ne-2 receptor

bl ocki ng anti-secretory agent (page 2, lines 3 to 4,
page 3, lines 55 to 57).

According to the description of the contested patent,
the two agents are co-adm nistered by adm nistering a
conposition according to claim1l (page 10, lines 34
to 36).

The Board considers that docunment (3), which also
concerns a treatment for preventing gastrointestinal

di sorders, conprising admnistration of a

canpyl obacter-inhibiting antibiotic (Ofl oxacin, Tarivid®
tablet) and an histam ne-2 receptor bl ocking anti -
secretory agent (ranitidine, Zantic®tablet), represents
the closest state of the art (page 1460, m ddle col um,
lines 22 to 39).

Thi s docunent discloses a treatnment of 4 patients with
300 ng ranitidine at night and 200 ng ofl oxacin tw ce
daily (table 1).

As to the evidence on file (27) which is intended
denonstrate that an effect is achieved by the clained
formul ation over this closest prior art item the Board
observes that the experinments are carried out on guinea
pigs and that intramuscul ar ranitidine adm nistration
foll owed i nmediately by oral adm nistration of
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of loxacin is conpared with oral adm nistration of
of | oxacin foll owed by intramuscul ar ranitidine

adm ni stration given four hours |ater.

The Board is not convinced that this is a valid
conparison of the subject-matter of claiml1l with the
cl osest state of the art enbodi nment according to
docunent (3).

In fact, in docunent (3) the experinents were carried
out on humans and the two drugs were taken orally for
at |east 14 days. Mreover, according to claiml1, the
two drugs are present in a conposition as a mxture, so
t hat they cannot be adm nistered the one orally and the
ot her intranuscul arly.

Accordingly, no plausible effect can be recogni sed for
the admi nistration of the present conposition in the
treatment of gastrointestinal disorders vis-a-vis the
cl osest prior art.

In that respect, the appellant declared during the oral
proceedi ngs that, according to the scientist who
carried out the experinent, the results woul d have been
even better if the conparison had been carried out

adequatel y.

Such a decl aration needs, however, to be substanti ated
by further evidence, in particular in the absence of
t he ot her parties.

Accordingly, the Board agrees with the Opposition
Division's view that the problemto be solved by the
subject-matter of claim1 of the main request of the
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patent in suit as against docunent (3) can only be seen
in the provision of a fornulation inproving patient
conpl i ance.

3.3 This problemis solved by the subject-matter of claim1,
ie by the use of a pharnmaceutical conposition
conprising both drugs. In the light of the description
of the patent in suit, the Board is satisfied that the
probl em has been pl ausi bly sol ved.

3.4 Thus the question to be answered is whether the
proposed solution, ie providing a formul ation
containing an antibiotic and an H, receptor bl ocking
anti-secretory agent as a conposition, would have been
obvious to the skilled person in the Iight of the prior
art.

In that respect, docunent (5), which concerns a study
on deviation from prescribed drug treatnent after

di scharge from hospital, clearly teaches that
"adherence to drug treatnment is unlikely to be inproved
unl ess doctors attenpt to nmake their patient's regi nens
as sinple as possible; in this context the use of

conbi ned drug preparati ons may have benefits that
outwei gh their theoretical disadvantages." (page 688,

| eft columm, "Discussion”, third paragraph, | ast

sentence).

Accordingly, the Board is satisfied that the skilled
person faced with the problem as defined above under
3.3 would be pronpted to use both drugs in a single
conposition, just by follow ng the teaching of
docunent (5).

2830.D
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The Board does not agree with the appellant's
contention, as part of its main argunent, that the
claimed fornulation is inventive because the skilled
person woul d not expect the use of both drugs in a

si ngl e pharmaceutical preparation to be successful, so
t hat he woul d not even try it.

It is indeed true, as pointed out by the appell ant
during the oral proceedings, that docunent (5) is a
very general docunent, which does not nention the two
drugs according to the patent in suit, and that its
teaching is very broad.

It is also true that attention nust be paid to possible
interaction between the two drugs when they are taken
together and that a study in that respect needs to be
carried out first in order to determ ne whether a
concurrent adm nistration is acceptable.

However, in the absence of any el ement denonstrating
that there is a technical prejudice in the art against
t he concomtant use of an antibiotic and an H, receptor
bl ocki ng anti-secretory agent or at |east that the
overcom ng of particular difficulties would be required
for the preparation and the testing of such a
formul ati on, the Board concludes that, having regard to
the inmportance of patient conpliance with the
prescribed reginent, it is of mnor significance

whet her or not a particularly high degree of success
was expected before starting experinental work.
Therefore the Board is convinced that the skilled
person would in any case have tried to prepare a
formul ati on containing both drugs in a conposition.
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In the light of these facts, the Board can only
conclude that the subject-matter of claim1l of the main
request does not involve an inventive step as required
by Article 56 EPC.

Under these circunstances, there is also no need to
consider the remaining clains of the main request.

As claiml1l of the first auxiliary request is identical
to claim1 of the main request, these conclusions hold
good for this set of clains as well.

Auxiliary requests 2, 3 and 6.

These requests differ fromthe main request in that the
medi cament is now restricted to ranitidine as an H
receptor bl ocking anti-secretory agent.

The appel |l ant argued that the subm ssions presented
with respect to inventive step remained valid for these
sets of clains as well.

The Board notes that this restriction adds in fact no
new di stingui shing feature vis-a-vis the closest prior
art (3) which also deals with ranitidine.

As no further argunment has been presented as to why
this restriction should involve an inventive step, the
concl usi ons under 3.6 hold good for these requests as
wel | .

Auxi |l iary request 7
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As di scussed during oral proceedings, claimlis
drafted as a second nedi cal use claim which
enconpasses a conposition according to claiml of 2, 3
and 6 auxiliary requests in the treatnent of
gastrointestinal disorders.

This request also differs fromthese requests in that

t he medi canent is now restricted to the treatnent of

sel ected gatrointestinal disorders, a drug range within
0. 1% and 99.8% by wei ght and the fact that the two
drugs m ght be taken either as a m xture or

adm ni stered separately within 5 m nutes of each other

The Board notes that, as far as the drugs mxture is
concerned, these restrictions add in fact no new

di stinguishing feature vis-a-vis the closest prior art
(3), which deals with the sanme gastrointestina

di sorders (ie U cus duodeni, U cus ventriculi) and the
sanme drug range.

As apparent frompoints 3 and 4 of the decision, the
drugs m xture |l acks an inventive step for these nedical

i ndi cati ons.

Accordingly, the subject-matter of claim1l of auxiliary
request 7 does not fulfil the requirenent of inventive
step either.

As pointed out during the oral proceedings, there is
therefore no need to discuss the other enbodi nents
covered by claim1 either as to novelty or as to

i nventive step.
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Or der

For these reasons it is decided that:

The appeal is dism ssed.

The Regi strar: The Chai r man:

A. Townend U OGswal d
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