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Summary of Facts and Subm ssi ons
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Eur opean patent No. 0 325 843 based on application

No. 88 310 910.0 was granted on the basis of a set of

17 clainms for Contracting States AT, BE, CH, LI, DE, FR
GB, IT, LU N., SE, a set of 13 clains for Contracting
State ES and a set of 15 clains for Contracting State
R

| ndependent clains 1, 7, 9, 11, 15 and 16 as granted of
the set of clains for the Contracting States AT, BE
CH LI, DE, FRL GB, IT, LU, N.L, SE read as foll ows:

"1. Controlled absorption | SMN containing pellet

formul ation for oral adm nistration which inhibits the
devel opment of | SMN tol erance, said pellet conprising:
i) a core of

(a) a powder m xture containing an | SMN or a
pharmaceutically acceptable salt thereof and optionally
one or nore excipients selected froman organic acid or
base and a pharmaceutically acceptable diluent, and

(b) a polymeric material containing a major proportion
of a pharmaceutically acceptable water sol uble pol yner
and optionally a mnor proportion of a pharnmaceutically
accept abl e water insol uble polyner,

said core conprising |layers of said powder m xture and
said polynmeric material superinposed one upon the other
and said polyneric nmaterial being present in an anmpunt
effective to ensure that all of said powder m xture is
coated into said core; and

(iit) a multi-layer menbrane surrounding said core and
containing a major proportion of a pharmaceutically
acceptable filmformng, water-insoluble polynmer and
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optionally a m nor proportion of a pharmaceutically
acceptable filmformng, water sol uble polyner,

t he nunber of layers in said nmenbrane and the ratio of
sai d wat er-soluble polyners to said water-insoluble

pol yners being effective to permt release of said | SWN
fromsaid pellet at a rate allow ng controlled
absorption thereof over a 24 hour period follow ng oral
adm nistration, said rate being neasured in vivo and
having a Tmax between 2 and 10 hours and achi eving

m ni num ef fective blood levels from12 to 20 hours over
a 24 hour period.

7. A process for the production of a controlled
absorption | SM\-contai ning pellet according to any one
of Clains 1-6, which conprises formng said core as set
forth in Claim1l and enclosing the core in a nmenbrane
of a filmformng polynmer or mxture thereof as defined
in Cdaim1l which permts release of the | SW or
pharmaceutically acceptable salt thereof in the manner
set out in Claima1l.

9. Acontrolled absorption | SMN formnul ati on accordi ng
to Caim6, wherein the rapidly releasing formof | SW
conprises pellets as defined in any one of Clains 1 to
5 wthout said nmulti-Ilayer nenbrane.

11. A preparation for the once-daily, percutaneous

adm ni stration of |ISWN or a pharmaceutically acceptable
salt thereof which preparation inhibits the devel opnent
of | SWN tol erance, and which conprises | SWN or a
pharmaceutically acceptable salt thereof uniformy
distributed in a solid, sem-solid or nucil agi nous
medi um whi ch can be placed in intimte contact with the
skin, the release of said | SMN or pharmaceutically
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acceptable salt thereof fromsaid preparation being at
a rate allowing controlled absorption thereof over a
24 hour period follow ng topical application of said
preparation, said rate being neasured in vivo and
having a Tmax between 2 and 16 hours and achi eving

m ni num ef fective blood levels from12 to 20 hours over
a 24 hour period.

15. A process for the manufacture of a preparation
according to any one of Clainms 11-14, which conprises
adding a given anount of | SMN or a pharmaceutically
acceptable salt thereof to a solution of a solidifying
or gel-formng agent or mxture thereof in a suitable
solvent or m xture of solvents and m xi ng or heating
the m xture thereby obtained so as to formsaid solid,
sem -solid or nucilagi nous nedi um

16. Use of a drug for the manufacture of a

phar maceutical fornulation for use in the once-daily
adm nistration of said drug in a nethod to inhibit the
devel opment of drug tol erance in humans being treated
with said drug in which the once-daily fornmulation is
adapted to achieve therapeutically effective | evels of
said drug in the blood over a period of not nore than
20 hours of the day and further adapted to cause said
bl ood levels to fall significantly bel ow said

t herapeutic | evels throughout the remai nder of the 24
hour period."

Qpposition was filed against the granted patent. The
pat ent was opposed under Article 100(a) EPC for |ack of
novelty and inventive step, under Article 100(b) EPC
for insufficiency of disclosure and Article 100(c) EPC
because the clai ned subject-matter contai ned added
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matter contrary to the requirenents of Article 123(2)
EPC.

The foll ow ng docunent was cited inter alia during the
proceedi ngs before the Opposition Division and the
Board of Appeal

(1) Pharmaceutical Research, 1985, No. 1, pages 30- 36.

The deci sion of the Opposition Division pronounced on
26 April 2001 revoked the patent under Article 102(1)
EPC for |ack of novelty.

The Opposition Division held that the patent in suit
did not neet the requirenents of Article 54 EPC because
docunent (1) disclosed in Figure 4 controlled
absorption | SMN containing pellet formnulations, which
anticipated the subject-matter of claim1l of the main
request and of auxiliary requests 1 to 3.

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

Wth a letter dated 29 Novenber 2001, the respondent
(opponent) withdrew its opposition.

Wth a letter dated 12 May 2003, the respondent
infornmed the Board that it would not attend the oral

pr oceedi ngs.

Oral proceedings were held before the Board on 7 August
2003.
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During the oral proceedings, the appellant filed a main
request with a set of 15 clains for Contracting States
AT, BE, CH, LI, DE, FR GB, IT, LU N, SE, a set 13
clainms for Contracting State ES and a set of 13 clains
for Contracting State GR

The clains of these sets of clains correspond to the
set of clains as granted, wherein clains 16 and 17 were
deleted in the set of clainms for Contracting States AT,
BE, CH, LI, DE, FR GB, IT, LU NL, SE and wherein
clainms 14 and 15 were deleted in the set of clains for
Contracting State GR

Moreover, in the set of clainms for Contracting States
AT, BE, CH LI, DE, FR GB, IT, LU N, SE, the
dependency on claim"6" in claim9 was corrected to
read "8" as was the case in claim9 of the application
as originally filed.

In its view, the clainmed fornul ati on was novel over
docunent (1) because the nenbrane, nmade of a water-

i nsol ubl e polyner was not a multi-Ilayer nenbrane
contrary to the requirenent of claim1 of the patent in

suit.

It also submtted that, whereas the pellets in the
formul ati on according to claim1 of the contested
patent were all structurally identical, the fornulation
described in docunent (1) in fact contained two
different types of pellets, nanely pellets with an
initial dose of ISM (isosorbide nononitrates) coated
with a water-sol uble polynmer and pellets with a

mai nt enance dose of | SMN which are coated with a water-
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sol ubl e pol yner plus a supplenmentary coating of a
wat er - i nsol ubl e pol yner.

It further argued that the disclosure in docunent (1)
could not be regarded as novelty-destroying for the
subject-matter of claim1 of the contested patent
because it was not correct to conpare the conputer-
sinmul ated drug rel ease profile disclosed in Figures 3
and 4 of docunent (1) with the in vivo drug rel ease
profile of the fornulations according to the patent in

suit.

The appel | ant requested that the decision under appeal
be set aside and that the patent be maintained
according to the main request as filed during today's
oral proceedings or alternatively on the basis of
auxiliary request 1 filed on 5 Decenber 2001 or on the
basis of auxiliary requests 2, 3 or 4, corresponding to
auxiliary requests 1, 2 or 3, on which the decision of
the Opposition Division was based.

Reasons for the Decision

1
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The appeal is adm ssible.

Formal aspects

The Board observes that although claim9 refers back to
claiml, it is in fact not dependent on this
claimsince it does not contain all its technical
features, nanely the nulti-Ilayer nmenbrane (Rule 29.4
EPC) .
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The Board notes al so that the opponent had not in fact
presented any argunent in support of this ground of
opposition. Mreover, in its comunication dated

5 February 1999 (point 4.5), the Qpposition Division
considered that the patent did not contain subject-
mat t er whi ch extended beyond the content of the
application as filed.

In the cirunmstances of the present case, the Board sees
no reason to discuss this matter further.

Novel ty

Docunent (1) describes the preparation of a pellet
conpri sing

(1) a core of

(a) a mxture containing an ISMN (IS-5-N, ie
i sosorbide-5-nitrate) and a pharnmaceutically
acceptabl e diluent (lactose), and

(b) a polynmeric material containing a major proportion
of a pharmaceutically acceptabl e water-sol uble
pol yrmer (hydroxypropyl cellul ose), and

(ii) a nmenbrane surrounding said core and containing a
maj or proportion of a pharmaceutically acceptable
filmform ng, water-insoluble polyner and
optionally a m nor proportion of a
pharmaceutically acceptable filmformng, water-
sol ubl e pol yner (9: 1 ethyl cel | ul ose/ pol yet hyl ene
gl ycol) (see Materials and Met hods on pages 31 and
32).
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The Board observes that the part of the disclosure
dealing with the preparation of the pellets recites
nmerely that the sustained-rel ease |ayer, ie the
menbrane (ii), was applied by the fluidised bed

t echni que.

According to Caim1l of the contested patent, the
outside nenbrane (ii) mnmust be a nulti-Ilayer nenbrane.

Mor eover, as pointed out by the appellant during the
oral proceedings, it is apparent for instance from
Exanple 1 of the patent in suit that the multi-Iayer
outside nenbrane is the result of a repetition of
coating and curing steps.

Furthernore, in the absence of any elenent to the
contrary, the Board has no reason to doubt that the
appel l ant's subm ssion nade during the oral proceedings
that the various |ayers are physically visible in the
menbrane is correct.

As docunent (1) is totally silent about such
repetitions of coating and curing steps, the Board
concludes that the feature of claim1 of the patent in
suit requiring that the outside nenbrane contain nore
than one layer is not anticipated by the disclosure in
docunent (1).

The subject-matter of claiml is therefore novel over
docunent (1) as required by Article 54 EPC and the
deci si on under appeal cannot be nmai ntai ned.
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Accordingly, as far as the assessnent of novelty is
concerned, there is no need to consider the other
argunents of the appellant.

The Board observes, however, that all the pellets of
each of the fornulations disclosed in docunment (1) have
the same surface area (see Table 1, page 32, A(mf)).
This fact is apparently not in agreenent with the
appel lant's subm ssion that the formnul ati ons descri bed
in docunent (1) in fact contain two different types of
pellet, nanmely pellets with an initial dose of |SW

(i sosorbide nmononitrates) coated with a water-sol uble
pol yner and pellets with a mai ntenance dose of | SWN
whi ch are coated with a water-soluble polyner plus a
suppl ementary coating of a water-insoluble polyner.

In addition, whereas it is a priori, as a rule, correct
to consider that the results of conputer sinulations do
not anticipate in vivo results, such information is

however highly relevant when it cones to the assessnent

of inventive step.

The Board notes al so that the concl usi ons concerning

t he subject-matter of claim1 cannot be extrapol ated to
i ndependent clains 9, 11 and 15 which concern different
subj ect-matter

Remttal to the first instance

Al though Article 111(1) EPC does not guarantee the
parties an absolute right to have all the issues in the
case considered by two instances, it is well recognised
that a party should be given two opportunities to plead
the inportant elenents of a case. The essenti al
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function of an appeal in inter partes proceedings is to
consi der whether the decision issued by the first-

i nstance departnent is correct. Hence, a case is
normal |y referred back if essential questions regarding
the patentability of the clainmed subject-matter have
not yet been exam ned and deci ded by the departnent of
first instance.

In particular, remttal is taken into consideration by
t he boards in cases where a first-instance depart nment

i ssues a decision solely on one particular issue which
is decisive for the case against a party and | eaves

ot her essential issues outstanding. If, follow ng
appeal proceedings, the appeal on the particular issue
is allowed, the case is normally remtted to the first-
i nstance departnent for consideration of the undecided

i ssues.

The above observations and comments apply fully to the
present case. The Opposition Division decided that
claim1l was not patentable on the grounds of |ack of
novelty (Article 54 EPC), but ignored the essential

i ssues of novelty of the other independent clains
(Articles 52(1), 54 EPC) and of inventive step
(Articles 52(1), 56 EPC) and sufficiency of disclosure
(Article 83 EPC). These issues, however, form inter
alia, the basis for the requests of the respondent that
the patent be revoked in its entirety and nust

t herefore be considered as essential substantive issues
in the present case.

Thus, in view of the above considerations, the Board
has reached the conclusion that, in the circunstances
of the present case, it is necessary to remt the case
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to the Qpposition Division for further prosecution on
the basis of the set of clains according to the main
request filed during the oral proceedings.

Or der

For these reasons it is decided that:

1. The deci sion under appeal is set aside.

2. The matter is referred to the first instance for
further prosecution.

The Regi strar: The Chai r man:

A. Townend U OGswal d
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