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Summary of Facts and Subm ssi ons

1048. D

The appellants are the proprietors of European patent
No. 0 282 132 granted in response to European patent
application No. 88 200 937. 3.

Bot h respondents (opponents) 01 and respondents
(opponents) 02 filed oppositions to the patent as a
whol e on the grounds that the subject-matter of the

pat ent opposed was not patentable under Article 100(a)
EPC, because it was not new (Articles 52(1) and 54 EPC)
and it did not involve an inventive step

(Articles 52(1) and 56 EPC).

In the proceedi ngs before the opposition division the
appel l ants requested nmai ntenance of the patent in
anmended formeither on the basis of the main request
conprising 21 clains filed on 17 Novenber 1994 or,
alternatively, on the basis of the auxiliary request
conprising 17 clains filed on the sane date.

The i ndependent clains of the main request read as
fol | ows:

"1. Pharmaceutical conpositions useful for treating or
preventing gastrointestina

di sorders, said conpositions conprising:

(a) a bisnuth-containing agent, or a pharmaceutically
acceptabl e salt thereof;

(b) an H,-receptor blocking anti-secretory agent; and

(c) a pharnmaceutically acceptable carrier.™
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Caimlis followed by dependent clains 1 to 9 and 18
to 21 relating to specific enbodi nents of the
phar maceuti cal conpositions according to claim 1.

"10. The use of a bisnuth-containing agent and an H,-
receptor bl ocking anti-secretory agent for the

manuf acture of a nedi canent for the treatnent or
preventi on of gastrointestinal disorders in humans or

| ower aninmals, said treatnent or prevention conprising
adm nistering to said human or | ower aninmal a
conposition conprising, by weight, from0.1 to 99. 8% of
t he bi snmut h-cont ai ni ng agent, and administering to said
human or | ower animal a safe and effective anount of an
H, receptor bl ocking anti-secretory agent, the

adm nistration of the said two agents being effected

within 5 mnutes of each other.™

Caim10 is followed by dependent clains 11 to 17
relating to specific enbodi nents of the use according
to cl ai m10.

The i ndependent clains of the auxiliary request read as
fol | ows:

"1. Pharmaceutical conpositions useful for treating or
preventing gastrointestina
di sorders, said conpositions conprising:

(a) a bisnuth-containing agent, or a pharmaceutically
acceptabl e salt thereof;

(b) an H,-receptor blocking anti-secretory agent which

is ranitidi ne; and
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(c) a pharmaceutically acceptable carrier.”

Caim1l is followed by dependent clains 1 to 7 and 14
to 17 relating to specific enbodi nents of the
phar maceuti cal conpositions according to claiml.

"8. The use of a bisnuth-containing agent and an H,-
receptor blocking anti-secretory agent for the

manuf acture of a nedi canent for the treatnent or
prevention of gastrointestinal disorders in humans or

| ower animals, said treatnent or prevention conprising
adm ni stering to said human or | ower aninmal a
conmposition conprising, by weight, from0.1 to 99. 8% of
t he bi snmut h-cont ai ni ng agent, and adm nistering to said
human or | ower aninmal a safe and effective anbunt of an
H, receptor bl ocking anti-secretory agent which is
ranitidine, the adm nistration of the said two agents
being effected within 5 m nutes of each other."

Claim8 is followed by dependent clains 9 to 13
relating to specific enbodi nents of the use according
to claimS8.

O the 12 citations relied on by the respondents in the
course of the first instance opposition proceedi ngs,
the following are referred to in this decision:

(1) Di gestion, Vol. 37, Supplenment 2, 1987, S.
Kar ger, Basel

(6) P. R Sal non, Conbination Treatnent: Coll oi dal
Bi smuth Subcitrate with H,- Ant agoni sts; excer pt
from (1) corresponding to pages 42 to 46 of (1)
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(1/6) Reference nunber used in this decision for
quoting the Sal non paper contained in (1) and

(6)

(2) R E. Pounder, Duodenal ulcers that will not
heal ; Gut, 1984, 25, 697-702

(3) R E. Pounder, Hi stam ne H,-receptor antagonists
and gastric acid secretion, Pharmac. Ther.
Vol . 26, 1984, 221-234

In its decision dated 23 February 1995 the opposition
di vision held that the novelty of the subject-matter of
all clains of the contested patent had to be

acknow edged.

In particular, it found that none of the citations nmade
avai l abl e in the proceedi ngs disclosed a pharnaceuti ca
conposition according to claim1 conprising both a

bi smut h cont ai ni ng agent and an H,.recept or bl ocki ng
anti-secretory agent.

As far as the use of said two active agents for the
preparation of a nmedi canent for the specified
therapeutic treatnent according to claim 10 (second or
further nedical indication) was concerned, the

opposi tion division considered that the reference in
the fourth full paragraph on page 699 of the Pounder
paper (2) to the "sinultaneous treatnent” of patients
suffering fromgastroi ntestinal disorders with a

bi smut h contai ni ng agent and an H, receptor bl ocking
anti-secretory agent could not necessarily be
interpreted as neaning "sinultaneous adm nistration" of

said two agents to an individual patient.
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It took the view that the novelty of the clainmed second
nmedi cal use over the Sal non paper (1/6) or the Pounder
paper (2) resided in the limtation of the use clains
duri ng opposition proceedings to concurrent or

simul taneous adm nistration ("within 5 m nutes of each
other") of both the bisnmuth containing agent and the H,
receptor blocking anti-secretory agent, since treatnent
or prevention of gastrointestinal disorders in hunans
or animals conprising concurrently or sinultaneously
adm ni stering said two active agents could not be
derived fromthe cited prior art.

The opposition division saw the technical problem
vis-a-vis the state of the art according to citations
(1/6) or (2) as that of sinplifying the known treatnent
of gastrointestinal disorders which could readily be
achi eved by formulation of the two nedi canents into a
conbi ned product or by their sinmultaneous application
to a patient in need of them In contrast to the
appel l ants' (proprietors') allegations, it was unable
to recognise in the state of the art the existence of a
prej udi ce agai nst the conbi ned or sinultaneous
application of a bismuth containing agent and an H,.
receptor bl ocking anti-secretory agent in the treatnent
of gastrointestinal disorders.

The further restriction of the clains of the auxiliary
request to the specific use of ranitidine as the H,.-
antagoni st was in the opinion of the opposition

di vi sion an obvious selection froma |imted nunber of
opti ons.

The patent was therefore revoked under Article 102(1)
EPC on the ground of the lack of inventive step of both
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the main request and the auxiliary request.

The appel |l ants | odged an appeal agai nst the decision of
the opposition division and submtted a statenent of
gr ounds.

Both respondents filed their observations in response
to the grounds of appeal. By letter dated 18 Decenber
1998, respondents 01 withdrew the opposition.

O the docunents subm tted during the appeal
proceedi ngs, the followng are referred to in this
deci si on:

(16) L. Wallin et al., Scand. J. Gastroent., 1979, 14,
349- 353

(17) D M Parkin et al., Deviation from prescri bed
drug treatnent after discharge from hospital
Brit. Med. Journal, 1976, 686-688

Oral proceedings were held on 26 February 1999. The
appel l ants' subm ssions, both in the witten procedure
and at the oral proceedings, can be summarised as
fol | ows:

The opposition division correctly concluded that there
was no | ack of novelty for the reasons set out in
points 2.1 to 2.3 on pages 4 to 5 of the inpugned
decision and referred to in paragraph |V above.

On the other hand, contrary to the view adopted by the
opposition division, the skilled man at the priority
date had reason to believe that it would be better to
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adm ni ster the two active agents at different nonents,
even when a course of "conbination therapy" according
to citation (1/6) or "sinmultaneous treatnment” according
to citation (2) was followed. In particular, the
foll ow ng reasons diverted the skilled person away from
in fact conbining the two agents or adm nistering them
si mul t aneousl y:

At the priority date of the invention in 1987, the
ef fectiveness of the bisnmuth agent in gastrointestina
t herapy was believed to be dependent on

(i) ensuring that the coating was precipitated before
t he agent passed beyond the rel evant portion of
the gastrointestinal tract, eg an ulcer crater,
and

(ii) ensuring that the coating adhered strongly and for
along tine to that portion.

One of the prine factors believed to govern the speed
of precipitation and the adherence of the coating was
the pH Thus, the nedian intra gastric pH of an ul cer
patient was about 1.4. In citation (1/6) and simlarly
in citation (2) it had been stated that the optinmum pH
in the stomach for the precipitation of bisnuth from

t he bi snmut h-cont ai ni ng agent was between 2.5 and 3. 5.
H,- recept or bl ocki ng agents, such as cinetidine or
ranitidine, were known to raise the intragastric pH

but it was only after a |atency period of about 40

m nutes follow ng the adm nistration of cinetidine that
a pH of over 2 was attained, as evidenced by Figure 2
on page 352 of citation (16). In the case of ranitidine
this latency period was even extended.
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In view of the foregoing, the appellants concl uded
that, while raising the pH m ght seemto suggest the
possibility of a course of treatnment in which both a
bi smut h conpound and an H,- bl ocker were used,

adm ni stration of either agent at different tinmes to
conpensate for the |atency period required for raising
the pH, as suggested in (1/6), had been considered by
the skilled person preferable over sinultaneous

adm ni strati on.

For therapeutic efficacy the bismuth coating should
adhere as tightly as possible to the nucous | ayer of
the ulcer or other lesion. It was known that, in order
to favour this, the pH should not be raised
significantly, because it was believed that at a higher
pH t he bi nding was rapidly weakened and nost of the
coating would therefore be | ost. This know edge
mlitated against adm nistering a bisnmuth agent in
conjunction with anything, such as an H,- bl ocker, which
would tend to raise the pH If at all, it rather
suggested to a person skilled in the art the

adm nistration of the two agents to be wdely spaced in
tinme.

These observations were consistent wth the advice on
page 61 of citation (1) to avoid "the taking of
antacids too closely to doses of De-Nol", ie colloida
bi smuth subcitrate (hereinafter referred to as CBS)

and were also consistent with the statenent at the sane
pl ace that the "cytoprotective properties of De-Nol in
ani mal s decline when the lumnnal pHis raised".

Havi ng regard to the foregoing points, the appellants
mai ntai ned that the climate of opinion at the priority
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date was certainly not in favour of sinultaneous

adm ni stration. Rather, there existed a certain
prejudice in the state of the art against the
concurrent adm nistration of a bisnuth-containing agent
and an H,-receptor blocking anti-secretory agent in the
treatnent of gastrointestinal disorders.

The results in the declaration by Dr Carryl provided,
in the appellants' opinion, evidence that there was
unexpectedly a clear clinical advantage in

adm ni stering the bisnmuth-containing agent and the H,-
receptor bl ocki ng agent sinultaneously in conparison
with adm nistering themat w dely separated tines. In
particular the increased |levels of bisnmuth and its

| onger residence in the stomach obtai ned by

si mul t aneous adm ni stration, as shown in the

decl aration, allowed greater and nore effective attack
on H pylori which resided in the stonmach regi on and,
accordingly, nore effective treatnent of

gastroi ntestinal disorders.

The skilled person in the present case was therefore a
clinical pharmacol ogi st aimng to provide inproved
treatnents rather than a general practitioner or
hospital doctor aimng sinply to inprove conpliance. A
clinical pharnmacol ogi st woul d not consider nodification
of a reginen by adm nistering an H,- bl ocker at the same
time as another agent to be risk-free and obvi ous.

The respondents' subm ssions can be sunmari sed as
fol | ows:

The novelty of claim 10 over the explicit disclosure of
the Sal non paper (1/6) was all eged by the opposition
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division to be based on the concurrent adm nistration
of the two active agents. Since this |[imtation rel ated
to a nmethod of treatnent of the human or animal body,

it could not serve to distinguish the invention over
the prior art. If the [imtation to concurrent
admnistration in claim 10 was di sregarded, all of the
features of the claimwere disclosed in citation (1/6).

The opposition division was correct in its finding that
all the clains of the nmain request and of the auxiliary
request | acked inventive step over (1/6) and (2). The
prior art clearly contenpl ated conbi ned treatnent of
patients suffering fromgastrointestinal disorders with
a bi snmut h-contai ni ng agent and an H,-receptor bl ocking
anti-secretory agent.

The problemto be addressed by the skilled worker was
the self-evident one of howto sinplify the conbined
treatnment. The solution was to fornulate the two drugs
in a single pharmaceutical conposition or to adm nister
themw thin 5 m nutes of each other, for exanple,
concurrently.

The appel lants’ argunents in support of inventive step
were based on their allegation that there was at the
priority date a prejudi ce agai nst sinultaneous

adm nistration. This view clearly msinterpreted the
prior art, since citation (1/6) expressly stated in the
ri ght-hand columm on page 43 that optimal precipitation
of bismuth from CBS occurred when the intragastric pH
was between 2.5 and 3.5, whilst the nedian 24-hour
intragastric pHwas 1.4 in untreated duodenal ul cer
cases and that, precisely for this reason, the use of
CBS and an H,- antagonist in conbination appeared
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particularly attractive for short termresults.

The appel l ants' argunent that the skilled person
seeki ng opti mum pH conditions for bismuth precipitation
had not chosen sinultaneous adm nistration to avoid
precipitation taking place during the |atency period
required for raising the intragastric pH under the

i nfl uence of the H,-antagonist, did not support the

exi stence of a prejudice. Any benefit in spacing apart
the adm nistration of the two drugs as regards bisnuth
precipitation could only be margi nal given that bisnuth
was known to precipitate satisfactorily and rapidly at
pH 1.4. Any such marginal benefit woul d, however, be
far outwei ghed by the sinplification afforded by

si mul t aneous adm ni strati on.

The further argunment put forward by the appellants that
at the higher pH to be expected follow ng sinultaneous
adm ni stration of the H, receptor bl ocking anti -
secretory agent the binding of the bisnuth coating
woul d be | ost did not support the existence of a
prejudice either. This further alleged reason for a
prejudi ce assuned that the bisnuth-containing agent
woul d at the priority date of the patent in suit have
been supposed to work by formng a coating, ie the so-
call ed "Band- Al d" effect. Wile this was a theory put
forward at an earlier date with regard to the nechani sm
of action of the particular bisnmuth conpound CBS, at
the priority date in 1987 it had al ready been

recogni sed that bisnuth conpounds had a canpyl obacter -
i nhi biting anti m crobial action which nmade them
effective in the treatnent of gastrointestina

di sorders and people skilled in the art would not have
supposed at the priority date of the patent in suit
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that this action was dependent upon the "Band-Ai d"
ef fect.

The appel |l ants had not succeeded in finding a single
reference in the prior art to the existence of a

prej udi ce agai nst sinultaneous adm nistration. The
nearest to such a statenent of prejudice to which the
appel l ants had been able to refer was the advice in
citation (1) at page 61 against the taking of antacids
too closely to CBS. It was, however, an undi sputed fact
that antacids had different effects conpared to H,-
receptor bl ocking anti-secretory agents upon

adm ni stration. Antacids neutralised the pHin the
gastrointestinal tract very quickly, while in contrast
there was a latency period of at least 30 mnutes in
the case of H,-receptor blockers. It therefore could not
be assuned that what applies for antacids al so applies
for H,-receptor blockers.

During oral proceeding respondents 02 rai sed doubts in
several respects about the possible value and
reliability of the results reported in the declaration
by Dr Carryl for the assessnment of inventive step

Thus, apart fromthe fact that, in contrast to the
state of the art according to citation (1/6),

rani tidine was used as the H,-receptor bl ocking anti -
secretory agent in place of cinetidine, they criticised
in particular the fact that, for whatever reason, the
course of adm nistering the two active agents descri bed
in (1/6) had not been followed in the conparative
tests. Whereas in (1/6) the bisnuth-containing agent
CBS was given before the H, receptor bl ocker cinetidine
was adm ni stered, CBS and ranitidine were adm ni stered
in the conparative tests in reverse order. Mbreover
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the finding of increased |evels of bisnuth or its

| onger residence in the stonmach of animals was, in the
respondents' opinion, not indicative of any inprovenent
in reducing the rel apse rate of ulceration in humans.

The appel lants (proprietors) requested that the
deci si on under appeal be set aside and the patent be
mai nt ai ned

- as the nmain request on the basis of clains 1 to 21
filed by fax on 17 Novenber 1994;

alternatively, they requested that the patent be
mai nt ai ned

- as the first auxiliary request on the basis of
clains 1 to 17 filed by fax on 26 January 1999
(corresponding to the auxiliary request in the
first instance opposition proceedings with a m nor
editorial anmendnent to claim8); or

- as the second auxiliary request on the basis of

claims 1 to 9 and 18 to 21 of the set of clains
according to the main request; or

- as the third auxiliary request on the basis of
claims 1 to 7 and 14 to 17 of the set of clains
according to the first auxiliary request.

Respondents (opponents) 02 requested that the appeal be
di sm ssed.



- 14 - T 0317/ 95

Reasons for the Deci sion

1

1048. D

The appeal is adm ssible.

Amendnents (Articles 84, 123(2) and (3) EPC)

The cl ains as anended by the appellants during the
opposition or opposition appeal proceedings conply with
the provisions of Articles 84 and 123(2) and (3) EPC
Since the adm ssibility of the requests on file in
these formal respects was not disputed by the
respondents, there is no need for further detailed
substantiation of this matter.

Publication date of citations (1), (6), (1/6); state of
the art (Article 54(2) EPQO

It is undisputed that the patent in suit enjoys the
priority of an earlier application in USA on 9 Mrch
1987. Citation (1) is entitled "De-Nol® Micosal
Protection and Peptic U cer Disease; Proceedings of the
De- Nol Synposium 8 Septenber 1986, The Wirld Congress
of Gastroenterol ogy, Sao Paulo"; it bears in the top

| eft-hand corner of the front page the remark "Rel eased
June 1987".

It has, however, never been contested by the appellants
during the entire proceedings that citation (1) and,
accordingly, citations (6) and (1/6) represent a true
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and authentic account of the earlier oral disclosure
during the synposium nenti oned above. The content of

t he above nentioned citations is therefore considered
as conprised in the state of the art within the neaning
of Article 54(2) EPC

Novelty (Article 54(1) EPC); patentability under the
ternms of Article 52(4) EPC

Lack of novelty of claim10 of the main request over
the disclosure of citation (1/6) is one of the grounds
on which the oppositions are based and whi ch was
brought up by respondents 02 during oral proceedings
before the board. The opposition division explicitly
acknow edged the novelty of claim10 in point 2 of the
reasons for the decision (see paragraph |V above).

The respondents' objection to the [ack of novelty of
claim10 is based, inter alia, on the argunent that the
limtation introduced in said claimduring opposition
proceedi ngs to concurrent admnistration of both the

bi smut h-cont ai ni ng agent and the H,-receptor bl ocking
agent related to a nethod of treatnent of the human or
ani mal body by therapy and that, according to the
establ i shed case | aw of the boards of appeal, subject-
matter excluded frompatentability under Article 52 EPC
coul d not be relied upon to distinguish the alleged

i nvention over the cited prior art according to (1/6).

I ndeed, citation (1/6) already describes the possible
benefit of the conbined therapy of a bisnuth-containing
agent, nore specifically CBS, and an H,-receptor

bl ocki ng anti-secretory agent, nore specifically
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cimetidine, in the treatnment of gastrointestina

di sorders. According to the drug regi nen prescribed for
the treatnent disclosed in citation (1/6), CBS tablets
were given as 2 tablets twce a day, the first half an
hour to 1 hour before breakfast, and the second half an
hour before the | ast neal of the day; cinetidine was
given as 2 tablets at bedtine (see page 44, right hand
columm, first full paragraph).

If this disclosure of the state of the art is conpared
with the clained subject-matter in the contested
patent, it is found that the conbined use of the two
active agents, ie CBS and cinetidine, disclosed in
citation (1/6) does not differ fromthe use clainmed in
claim 10 of the main request (see paragraph |l above)
with regard to the conbination of the two single active
agents used and the therapeutic application of the
nmedi canent for the treatnent or prevention of
gastrointestinal disorders in humans or ani mals.
Caiml1l0 is in no way restricted to the nedi canent
bei ng manufactured in any particular concentration,
dosage or fornulation either.

Hence, the sole difference between the prior art of
(1/6) and the subject-matter of claim 10 resides in the
prescribed treatnent regi nen used for admnistering the
bi smut h-cont ai ni ng agent on the one hand, and the H, -
receptor blocking anti-secretory agent, on the other,
to an individual patient in need of them The reginen
in (1/6) conprises adm nistering said bisnuth-

contai ning agent half an hour before the |ast neal of
the day and said H,-receptor blocking anti-secretory
agent at bedtine, whereas according to present claim 10
these two active agents are admnistered within 5
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m nutes of each other, e.g. concurrently.

Therefore, the issue of novelty raised by the
respondents essentially concerns the question of

whet her the nere difference in the course of the

adm nistration of the two drugs or, expressed
differently, the difference in the prescribed reginen,
coul d i ndeed confer novelty on claim10.

Mor eover, the respondents' objections to claim10
appear to inply the issue of the patentability of the
subj ect-matter of claim 10 under the terns of

Article 52(4) EPC

In the parallel decisions G 1/83, G5/83 and G 6/83 (QJ
ECO 1985, 60, 64, 67, cited in the follow ng as

G 5/83), relied on for the assessnent of novelty of
claim 10 by the appellants in their subm ssions and the
opposition division in its decision, the Enlarged Board
of Appeal allowed clains in a specific format for a
further nedical indication. According to Order no. 2 of
t he above deci sions, an European patent may be granted
with clains directed to the use of a substance or
conmposition for the manufacture of a nedi canent for a
specified new and inventive therapeutic application.

In the context of the question of lawreferred to the
Enl arged Board for appeal in the above decisions ("Can
a patent directed to the use be granted for the use of
a substance or conposition for the treatnent of the
human or ani mal body by therapy ?"; see sunmary,
paragraph 1) the Enlarged Board of Appeal considered as
a further nedical indication the use of a substance,

al ready known as a nedi canent, to treat an illness or

di sease not previously treated by neans of that
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substance (see G 5/83, especially reasons, point 17,
2nd paragraph). Wi le the treatnent of a different

i1l ness or disease, was specifically recognised in
decision G 5/83 to represent a new therapeutic
application (further nedical indication) of a

nmedi canent known per se, this does not yet exclude the
possibility of deriving a second or further nedica

i ndication (a new therapeutic application) of a
substance or conposition, already known as a

medi canent, |ikew se from sone other, previously
unknown feature or enbodi nent (than treatnment of a
different illness or disease) associated with the use
of that substance or conposition in a nethod for the
nmedi cal treatnent of the human or aninmal body. In this
respect reference is made to the boards of appeal case
| aw, for exanple, as summari zed in "Case Law of the
Boards of Appeal of the European Patent O fice", 3rd
edition, 1998, section |I.C 6.2.2; "Novelty of the new
t herapeutical application.”

4.4 When applying the criteria set forth above to the
present case it is found that both the cytoprotective
agent BNS, on the one hand, and the acid-suppressing
agent cinetidine, on the other, were at the priority
date wel | -known and wi dely used comercially avail abl e
drugs which had already been adm nistered for years by
doctors to patients for the treatnment of duodenal ul cer
and other gastrointestinal disorders [cinetidine, for
exanpl e, had been introduced in 1976, see (3), top of
page 221] and the activities, effects and possible
side-effects of which had al ready been exhaustively
docunented [see, as exanples only, citations (1), (3)
and (16)].

1048. D N
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In the context of the present case it appears
particularly inportant to note that the conbi ned or

si mul t aneous therapy of both CBS and cinetidine in the
treatnment of patients suffering from duodenal ulcer had
al so already been initiated before the priority date by
a hospital doctor specialised in gastroenterology,
nanely Dr P. R Salnon (see 1/6), as a pure therapeutic
method with the aimto provide an inproved treatnent of
gastrointestinal disorders. This conbi ned therapy

i nvol ves separately adm nistering both the commercially
avai | abl e drugs BNS and cinetidine to patients in need
of them wusing a certain prescribed reginen referred to
by Dr Salnon in citation (1/6) and nentioned in

poi nt 4.2 (above).

The invention as such which fornms the subject-matter of
claim 10 in fact involves the treatnent of exactly the
sanme category of patients by separately adm nistering
to themexactly the sane two commercial drugs in the
same concentration, dosage and fornul ati on (see page 3,
line 56 to page 5, line 25 of the contested patent) for
the treatnment of entirely the sanme illness or disease,
wWith the sole exception that the prescribed reginen for
this treatnment is slightly nodified (BNS and cineti di ne
are admnistered to the patient within five m nutes of
each other). It appears therefore difficult to
recognise in the present invention a new field of
therapeutic application or any further nedica

i ndication in general associated with the clained

conbi ned use of the bisnuth-containing agent and an H,-
receptor bl ocking anti-secretory agent.

In considering of whether the instruction in claim 10
concerning the particular course of the adm nistration
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of the two known drugs (ie the prescribed reginen) for
the treatnent of gastrointestinal disorders nay be
regarded as relating to a further nedical indication,
si ght should not be |lost of the reasons for which the
Enl arged Board of Appeal allowed clains for a second or
further nedical indication in analogy to the fiction of
novelty for first nedical indications laid dow in
Article 54(5) EPC. The Enlarged Board stated that it is
t he purpose of the exclusion of nedical treatnments from
patentability according to Article 52(4) EPC to free
fromrestrai nt non-comercial and non-industria

nmedi cal and veterinary activities. To prevent the
exclusion in Article 52(4) EPC from goi ng beyond its
proper limts it seenmed appropriate to take a speci al
vi ew of the concept of the state of the art for second
and further nedical indications. It was apparently the
intention of the Enlarged Board of Appeal to allow
clainms directed to a further nedical indication, in
order to provide a certain conpensation for the
restriction on patent rights in the industrial and
commercial field resulting fromArticle 52(4) EPC,
first sentence (see G 5/83, especially reasons,

poi nt 22).

Thi s suggests that, when it comes to the assessnent of
the possible limts of what could i ndeed be recogni sed
to be a further medical indication (new therapeutic
application) within the neaning of decision G5/83, it
appears appropriate to consider the question of whether
the sol e distinguishing feature, which was introduced
inthe claimdirected to a further nedical use for the
pur pose of delimting the clainmed subject-matter from
the prior art, relates to non-commerci al and non-

i ndustrial nmedical activities.
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The board has no reason to question the appellants’
subm ssion that the pharmaceutical industry, too, is
engaged in optimzing the use of drugs and nedi caments
by investigating the optimumreginen for their

adm ni stration to achi eve the maxi num possi bl e
therapeutic effect. Notw thstanding this, determ nation
of the best individual treatnment schedule, in
particul ar the prescribing and nodification of drug
regi mens used for adm nistering a particular

nmedi canent, so as to conply with the specific needs of
a patient, appear to be in the first place part of the
typical activities and duties of the doctor in
attendance in exercising his professional skills of
curing, preventing or alleviating the synptons of
suffering and ill ness. These are, however, typica

non- commerci al and non-industrial nedical activities
which Article 52(4) EPC intends to free fromrestraint.

In any case, before the priority date of the contested
patent, the nedical practitioner was in the present
case aware of the possibility of treating

gastroi ntestinal disorders using the particular

conbi nation of drugs defined in claim10. He was
simlarly in a position to prescribe an effective
regimen for treating each patient according to his

I ndi vi dual needs (see citation (1/6), loc. cit.)

In view of the preceding it appears questionable to the
board whether the feature in the [ast half-sentence of
claim 10, which in fact relates to the prescribing of a
specific drug reginmen for a basically known nedica
treatnent, nore specifically, to the concurrent

adm ni stration of both the bisnuth-containing agent and
the H2-receptor bl ocking agent for the treatnent of
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gastrointestinal disorders, could indeed be considered
to represent a further nedical indication fromwhich
novelty coul d be derived on the basis of the principles
set out in decision G 5/83.

It appears questionable, too, whether this feature

i ndeed reflects a nedical activity in the industria

and commercial field not excluded frompatentability
within the terns of Article 52(4) EPC, as nmaintained by
t he appel | ants.

Since the main request and simlarly the auxiliary
requests have in any case to be dism ssed on the ground
to be dealt with in point 5 (below), there is no need
to give a decision on the respondents' objections to
claim 10 on the ground of |lack of novelty and non-
patentability under the terns of Article 52(4) EPC

The novelty of claim1 of the main request and the
second auxiliary request was not contested and can, in
the board' s judgnent, be acknow edged, as can the
novelty of the clains of the first and third auxiliary
requests, since neither the fornulation of a bismuth-
contai ni ng agent and an H,-receptor bl ocking agent into
a single conmbi ned product, nor the admnistration of
ranitidine as the specific H-receptor blocking agent in
conbi nation with a bisnmuth-containing agent for the
treatnent of gastrointestinal disorders can be derived
fromthe cited state of the art. The issue in the
present case is therefore that of inventive step.

I nventive step (Articles 52(1) and 56 EPC)

Wth respect to inventive step the opposition division
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referred in point 3.1 of the reasons for the inpugned
decision to citation (1/6) and equally to citation (2)
as the nost relevant state of the art. The Pounder
paper (2) |ikew se discloses the use of cytoprotective
bi smut h-cont ai ni ng agents and aci d- suppressi ng H-
receptor blocking anti-secretory agents, eg cinetidine
and ranitidine, in the treatnment and prophyl axis of
duodenal ul ceration. In the fourth full paragraph on
page 699, citation (2) provides the skilled reader with
t he concl usive teaching that nmaxi mal "Band- A d"
activity m ght occur during sinmultaneous treatnent of
ul cer patients with tripotassiumdicitrato bisnuthate
and an H,-antagoni st without giving any further details
about the conditions or nmethods used in this

simul taneous treatnent, for exanple, as far as the
prescribed reginen for the adm nistration of these two
active agents is concerned.

The board concurs with the opinion of the opposition

di vision that the expression "sinultaneous treatnent”
used in (2) necessarily includes the option of
concurrently or sinultaneously admnistering the said
two active agents to an individual patient but does not
excl ude any other possible treatnent reginens for the
conbi ned therapy, for exanple, adm nistration of the
two active agents nore or |ess widely spaced apart in
tinme.

Since citation (1/6) does not only disclose the
possibility of treating patients suffering from
gastrointestinal disorders with a bisnuth containing
agent and an H,- receptor bl ocking anti-secretory agent
si mul taneously, but also furnishes the skilled reader
with certain details as to the conbination of the
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speci fic medi canents adm ni stered and, in particul ar,
the reginen used in said treatnent (see point 4 above),
it is considered to be closer to the subject-matter of
the invention than citation (2). Mreover, the results
of the conbined therapy reported in (1/6) already
indicate a significant increase in the short term (4
weeks) healing rate of ulcer patients conpared to the
treatnent with CBS or cinetidine alone (see especially
page 45, Table VI; Concl usion).

In submtting at the appeal stage sonme conparative
tests in the declaration by Dr Carryl, the appellants
apparently wanted to take account of the fact that in
the present case the state of the art according to
citation (1/6) approaches the subject-matter of the
patent in suit so closely that it is necessary to
submit an indication of inventive step. The conparative
tests submtted purport to denonstrate that the problem
whi ch had been sol ved by the clainmed invention was the
provi sion of a nore effective therapy for

gastroi ntestinal disorders nediated by the

m croorganismH. pylori (fornerly known as

Canpyl obacter pyloridis).

If conparative tests are chosen to denonstrate an

i nventive step on the basis of an unexpected effect,
such tests nust neet certain criteria. These include

t he maxi num possi bl e adherence to the instructions,
paraneters and conditions used in the cl osest state of
the art to make sure that the tests provide a true and
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reliable account of the results achieved when carrying
out the teaching of the state of the art and that the
clained effect has indeed its origin in the

di sti ngui shing feature of the invention over what is in

fact disclosed in the closest state of the art.

The requirenents set forth above are not net in the
present case since in the conparative tests submtted
the course of adm nistering CBS and cineti di ne

di sclosed in citation (1/6) has not been followed. In
spite of the fact that in the context of the present

i nvention the course of adm nistration appears crucia
to the definition of the problemto be solved, no
reasonabl e expl anation could be provided on the part of
the appellants during oral proceedings why in the
conparative tests a CBS solution was adm ni stered to
the test animals 4 hours after the H,- receptor bl ocker
ranitidine was given, whilst in the prior art of (1/6)
the active drugs were adm nistered in reverse order, ie
CBS was given before the H,-receptor bl ocker cinetidine
was adm ni st er ed.

For other reasons, too, it appears in the board's
opi ni on questi onabl e whet her the conparative evi dence
provi ded coul d i ndeed support the appellants’

al l egation that the clained invention would provide a
nore effective therapy for gastrointestinal disorders
nedi ated by the m croorganismH pylori. This

all egation is effectively based on the finding that

si mul t aneous adm nistration resulted in increased

| evel s of bisnmuth and its | onger residence in the
stomach of aninmals and the as yet unproven concl usion
that an increased cytoprotective effect of the bisnuth
agent found in aninmal experinents would indeed result
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in a nore effective therapy for gastrointestina
di sorders.

At the top of the right-hand colum on page 61 of (1)
it is, however, stated that the cytoprotective effects
of CBS seen in animal experinents and the actual ulcer-
heal i ng properties of the drug are believed to be
unconnected, since cytoprotection constitutes the
mechani sm by whi ch danmage is prevented while healing is
the process of repairing damage already done.

Consequently, the alleged but only insufficiently
supported advant ageous effect cannot be taken into
consideration for the determ nation of the problem
underlying the clained invention and hence al so not for
the assessnent of the inventive step.

G ven (1/6) as representing the closest state of the
art the technical problemthe invention sets out to
solve may therefore be seen as that of sinplifying the
conmbi ned treatnent of gastrointestinal disorders with a
bi smut h- cont ai ni ng agent and an H,- receptor bl ocking
anti-secretory agent to i nprove conpliance w thout
inpairing the beneficial therapeutic effect achieved by
the conbined therapy. Sinplification is in any case a
reasonabl e and desirabl e objective which the skilled
person woul d obviously seek to achieve. In the
particular field of therapeutic treatnent
sinplification of the patient's reginen affords, inter
alia, the advantage of m nim sing the permanent risk of
deviation fromthe prescribed drug treatnent which may
cause total or partial failure of the therapy (see in
this respect, as an exanple only, citation (17),
especi al |y page 688: discussion).



5.4

1048. D

- 27 - T 0317/ 95

The solution to this problem suggested in the contested
patent is to conbi ne the bisnuth-containing agent and
the H,-receptor blocking agent in a single

phar maceuti cal conposition (claim1 of all requests on
file) or to adm nister these two active agents
separately within 5 m nutes of each other (claim 10 of
the main request, claim8 of the first auxiliary
request). It has not been contested by the respondents
and the board has no reasonabl e doubts that the

conbi ned formnul ati on or concurrent adm nistration

pl ausi bly sol ves the technical problem defined above.

Wth reference to the observations in the foregoing
points and the state of the art according to (1/6) and
(2) the board is of the opinion that the skilled person
in the present case is a specialist in gastroenterology
or a teamof specialists of that skill aimng to
sinplify the known conbi ned therapy and to inprove
conpliance. The appellants' allegation that there was
at the priority date a certain concern about possible
detrinental interactions between the two particul ar

ki nds of drugs used in the present sinultaneous
treatnent requiring the assistance of a clinica

phar macol ogi st does not find any support in the cited
state of the art and has |i kew se not been
substantiated in the appellants' subm ssions.

As is stated at page 43, right-hand colum of (1/6),
the ains of the conbined therapy in (1/6) were to
conpare the efficacy of CBS alone, or cinetidine alone
versus that of the conbination of CBS and cinetidine in
the treatnment of duodenal ulcer, in order to inprove
the nmedical treatnent of peptic ulceration. Under these
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ci rcunstances it appears reasonable that Dr. Sal non
adhered in his study for the purpose of conparison to
t he conventional course used for adm nistering the
single active agents in order to obtain reliable
results on the possible benefit of the conbi ned

t her apy.

However, the specialist who was interested in taking
advant age of the benefits achieved by using the

conbi ned therapy disclosed in (1/6) in his daily
practice and whose principal aimis treatnment woul d
obviously attenpt to nmake his patients' reginen as
sinple as possible, in order to inprove patient
conpl i ance. Conpliance is known to be a particular
probl emin out-patient popul ati ons where the prescri bed
drug regi nen does not cone under the pernanent
observation of a nedical practitioner. It should be
noted that non-conpliance represents several risks and
Is a major cause of failure of treatnment reginens.

In this context, the skilled person would have felt at
the priority date of the contested patent a strong

i ncentive to solve the problem defined above by

adm ni stering the bi snmuth-containing agent and the H,-
receptor bl ocking anti-secretory agent concurrently,
preferably sinmultaneously, as for the reasons given
above concurrent adm nistration may have certain
benefits that even outwei gh theoretical disadvantages.

Havi ng | earned from (1/6) the advantages of the

conmbi ned therapy, the skilled formulator in the

phar maceutical industry woul d obvi ously have deened the
provi sion of a single pharnmaceutical preparation for
co-admnistration of the two active agents to represent
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a particularly convenient and attractive pharmaceutica
dosage formto facilitate inplenentation of the
conbi ned t her apy.

The appel |l ants' argunents in support of inventive step
are essentially based on the allegation that there
existed at the priority date a prejudi ce agai nst

si mul taneous adm ni stration of a bisnmuth-containing
agent and an H,-receptor bl ocking anti-secretory agent.
It is accepted that inventiveness could sonetines be
establ i shed by denonstrating that a known prejudice, ie
a wdely held but incorrect opinion of a technica

fact, needed to be overcone.

The burden is on the appellants to denonstrate that the
al l eged prejudice really existed. The existence of a
prejudi ce should normally be denonstrated by reference
t o handbooks representing the general, conmmonly
accepted speci alist know edge and encycl opaedi as
publ i shed before the priority date. Any prejudice which
m ght have devel oped after the priority date is of no
concern in the judgnent of inventive step.

Contrary to the requirenents set forth above, there was
no evi dence provided to adequately support the
appel l ants' contention that in the present case at the
priority date of the clainmed invention a prejudice
existed in the state of the art which would have

di verted the skilled person away from sinultaneous or
comon adm ni stration of the two active agents. It

rat her appears that, in the absence of a real prejudice
in the sense outlined above, the appellants nmade in
their subm ssions an ex post facto attenpt to create a

prejudi ce, which in fact did not exist, by nore or |ess
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arbitrarily selecting certain isolated disclosures from
the state of the art and purposively conbining them
with the benefit of hindsight.

In fact, contrary to there being a prejudi ce against
si mul t aneous adm ni stration, the Pounder paper (2)
refers in full paragraph 4 on page 699 to possible
advant ages of sinultaneous treatnent which clearly

i ncl udes the obvious option of sinultaneously

adm ni stering both the bisnuth-containing agent and the
H,- ant agoni st. The appellants allegation that a
prejudi ce had existed is therefore not readily
under st ood, because both citation (1/6) - see
especially top right-hand colum on page 43 - and

i kewise citation (2) - see lines 1 to 3 of paragraph 4
on page 699 - underline the fact that optinal
precipitation of bisnmuth in the stomach occurred when
the pH was between 2.5 and 3.5, whilst the nedian 24-
hour intragastric pHwas 1.4 in untreated duodena

ul cer cases and that, precisely for this reason, the
conbi ned use of a bisnuth-containing agent and an H,-
receptor bl ocking anti-secretory agent having the
capability of raising the pHto the desired | evel was
recomended as particularly attractive for short term
heal i ng.

The appel |l ants provi ded no evidence in support of their
assertion that the effectiveness of the bisnuth agent

in gastrointestinal therapy was indeed believed to be
reduced or to deteriorate by the concurrent

adm ni stration of an H-receptor blocking anti-secretory
agent or that sinultaneous adm nistration was i ndeed
believed to bear any risk due to potential interactions
bet ween the two drugs.
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The appellants' reference in this respect to

Prof. Konturek's advice in citation (1) at page 61 (see
especially right-hand col uim, second paragraph) agai nst
the taking of antacids too closely to doses of CBS is
simlarly not of any help in supporting the existence
of a prejudice. It is an undisputed fact that antacids
have different effects conpared to H,-receptor bl ocking
anti-secretory agents upon admnistration. Wile
antacids neutralise the pHin the gastrointestinal
tract imedi ately after ingestion as a result of

i nteraction between the antacid and the hydrochloric
acid in the stomach, H,-receptor bl ockers are systemc
drugs and do not cause a significant rise in the
intragastric pH for a |latency period of 30 m nutes or
nore - see citation (3). Hence, in the absence of any
evidence to the contrary, the skilled person woul d not
assune that the advice given in (1) applies to the

adm ni stration of H,-receptor bl ockers as well.

It was further asserted on the part of the appellants
that, in order to achieve effective bisnmth
precipitation, it was believed at the priority date to
be necessary or at |east advantageous to have raised
the intragastric pH[frompH 1.4 in untreated ul cer
patients to pH 2.5 to 3.5 for the bisnmuth agent CBS,
see point 5.5 above]. For this reason the skilled
practitioner seeking optimmpH conditions for bismuth
precipitation would, in the appellants' opinion, not
have chosen sinultaneous adm ni stration to avoid
precipitation taking place during the |atency period of
the H,-receptor bl ocker with the pH being bel ow t he
opti mum range but woul d have given preference to

adm nistration of the two active agents at different
tinmes.
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This argunment is not convincing. Firstly, bisnuth
preparati ons have for years successfully been
adm ni stered as the sole active agent for the treatnent
of ulcer patients and were thus known to exhibit their
beneficial therapeutic effect equally at a lower pHin
the absence of an H,-receptor blocker (see in this
respect Table VI at page 45 in (1/6); (2), especially
page 697, line 5 fromthe bottomto page 698, line 9
fromthe bottom. Secondly, the results of the conbi ned
therapy provided in the Sal non paper (1/6) indicate a
significantly increased early (4 weeks) healing of
duodenal ulcers in spite of the fact that the bisnuth
agent was given prior to raising the intragastric pH by
the adm nistration of the H,- receptor bl ocker.

Accordingly, in contrast to the appellants’

al l egations, the skilled person would have reasonably
concl uded that any beneficial effect which could
possi bly be achi eved by spacing apart the tine of

adm nistration of the two drugs to allow raising the
intragastric pH at the tinme of bisnmuth ingestion,
would, if at all, only be marginal and woul d be
out wei ghed by the sinplified reginmen afforded by

si mul t aneous adm ni stration.

The appellants also relied on the argunent that
according to the prevailing expert's opinion at the
priority date a significant rise in intragastric pH
and, accordingly, the adm nistration of an H,-receptor
bl ocki ng anti-secretory agent, which would tend to

rai se the pH, should be avoided in connection with the
adm nistration of a bisnmuth agent, in order to favour
tight adherence of the bisnuth coating to the nucous

| ayer of the ulcer or other |esion, because it was
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bel i eved that at a higher pH the adherence was rapidly
weakened and nost of the coating would therefore be
| ost.

Apart fromthe fact that this argunment, too, is
unsubstantiated and entirely unsupported by any

di sclosure in the state of the art, it appears to be in
contradiction with the appellants' assertion referred
to in the foregoing two paragraphs that it would be
beneficial to have raised the intragastric pH at the
time of bisnmuth adm nistration in order to achieve
effective bisnuth precipitation. Mreover, the
appel l ants' view was at the priority date clearly
obsolete in view of the fact that the beneficial
results of the conbined therapy reported in the Sal non
paper (1/6) were achieved in spite of using a treatnent
regi men whi ch invol ved ingestion of the H,-receptor

bl ocker subsequent to bisnmuth adm ni stration.

Al in all, having carefully studied the cited state of
the art and the parties' subm ssions in the

proceedi ngs, the board cannot recognise a rea

prejudice or at |east a good reason which would

possi bly have prevented the skilled person fromthe
obvi ous sol ution of the problem defined above by
conbi ni ng a bi smut h-cont ai ni ng agent and an H,-recept or
bl ocking anti-secretory agent in a single

phar maceuti cal conposition or by adm nistration of said
two agents sinultaneously. Therefore, the board
considers for the reasons given above that the main
request and the second auxiliary request do not involve
an i nventive step.

In the clains of the first and third auxiliary requests
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the H,-receptor bl ocking anti-secretory agent was
restricted to ranitidine which is |ikew se a well-known
H,- receptor bl ocking anti-secretory agent, comrercially
avai |l abl e for years- see (3). Ranitidine is, for
exanpl e, specifically referred to in citation (2) as an
alternative to cinetidine and is said to have a greater
ant-secretory effect than cinetidi ne (see page 699,
lines 4 to 20). Ranitidine of course belongs to the

cl ass of H,-antagoni sts which are recommended at page
699 of (2) to be conbined with tripotassiumdicitrato
bi smut hate for sinultaneous treatnment of ulcer

patients.

By reference to section 5.9 on page 225 of citation
(3), the appellants thensel ves have adm tted that
cinmetidine and ranitidi ne have remarkably sim| ar
absorption, distribution and elimnation
characteristics (see appellants' letter dated

26 January 1999, paragraph 4.20). It follows that on
the basis of the disclosure of citations (2) and (3)
the skilled person would consider ranitidine as an
obvious alternative to cinetidine for the conbi ned

t herapy of gastrointestinal disorders.

The appell ants argued that, follow ng the ingestion of
ranitidine, the latency period required for raising the
intragastric pH was | onger than the correspondi ng
period follow ng adm nistration of cinetidine and
inmplied that this was a reason for a particul ar

prej udi ce agai nst sinultaneous application of
ranitidine and a bi snuth agent. However, apart fromthe
fact that this prejudice simlarly finds no adequate
support in the cited docunents, it has already been
noted in the foregoing point 5 6 that bisnmuth
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precipitation apparently takes place sufficiently and
qgui ckly at the untreated, normal intragastric pH of
ul cer patients.

The further argunment that, at the higher pHin the
stomach resulting fromthe greater anti-secretory
activity of ranitidine conpared to cinetidine, the

bi nding of the bisnmuth coating to the nucous | ayer was
believed to be rapidly weakened with the consequence of
detrinental effects in the treatnent of
gastrointestinal disorders is |ikewi se entirely
unsubstanti ated. Moreover, with reference to what has
been said in the | ast paragraph of point 5.6 above,
this argunent does not appear to be a good reason for
the existence of a prejudice either.

In conclusion, the board cannot recognise a rea
prejudice or at |east a good reason which woul d

possi bly have prevented the skilled person fromthe
sim |l ar obvious solution of the problem defined above
by conbi ni ng a bi snut h-cont ai ni ng agent and ranitidine
in a single pharmaceutical conposition or

adm nistration of said two agents sinultaneously.
Therefore, the board considers for the reasons given
above that the first auxiliary request and the third
auxi liary request do not involve an inventive step

ei t her.

Since for the reasons given in this decision it was, in
the board' s opinion, obvious for the skilled person to
arrive at the proposed solution of the technica
probl em concerned, none of the requests could be

consi dered to be acceptabl e under the terns of

Article 52(1) in conjunction with Article 56 EPC, even
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if it were accepted that a nore effective therapy for
gastroi ntestinal disorders could possibly be achieved
as an extra effect caused by the conbi ned or

si mul taneous adm nistration of the two active agents
(see decision T 69/83, QJ EPO 1984, 357).

O der

For these reasons it is decided that:

The appeal is dism ssed.

The Regi strar: The Chai r man:

P. Martorana P. A M Lancgon
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