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Summary of Facts and Subm ssi ons
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Eur opean patent No. 0 519 144 based on international
application No. 91 500 066.5 was granted on the basis
of three clains.

| ndependent claim 1 as granted read as foll ows:

"1. A production nmethod for pellets containing
Oneprazol e, wherein the pellets are finally filled into
a gel atine capsule, characterized in that the process
consists of the follow ng steps:

- preparation of an inert core including 65-85% of
saccharose, 15-25% of starch and 2-66% of gl ucose,
bei ng sieved through a nesh within 0.71 and 0.85 mm

- mcronizing and sieving the active substance
cont ai ni ng QOreprazol e through a 150 nesh sieve and

di spersing it in a buffered aqueous dispersion at pH =
7.1 +/- 0.1%w th the addition of an anionic surface
active agent,

- spraying said dispersion conprising the active
substance onto the inert core pellets in the cabin of a
rotary type fluidized machi ne,

- protective coating with HPMC in the cabin of a rotary
type fluidized bed nachi ne,

- enteric coating with HPMC pht hal ate, diethyl

pht hal at e, aceton and ethyl alcohol by using a rotary
type fluidized bed,

- drying to obtain a water content of less than 1 %"

Oppositions were filed against the granted patent by
respondent 1 (opponent Ol) and respondent 2 (opponent
2). The patent was opposed under Article 100(a) EPC
for lack of novelty and inventive step.
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The follow ng docunments were cited inter alia during
t he proceedi ngs before the Qpposition Division and the
Board of Appeal

(1) GB-A-2 189 698

(5) EP-A 277 741

(6) Pharma International, n° 2/84 (1984), pages 1, 70-
77

(14) L.S.C. wWan et al., Int. J. of Pharmaceutics 88
(1992), pages 159-163.

By its decision pronounced on 1 March 2000, the
Qpposition Division revoked the patent under
Article 102(1) EPC

The Opposition Division refused a main request

contai ning an anmended claim1 as inadm ssible within
t he meaning of Rule 57a EPC. As regards the first
auxi liary request (patent as granted) and the second
auxiliary request (combination of clainms 1 and 2 as
granted), the reasons may be summari sed as fol |l ows:

The Opposition Division had no objection with respect
to Article 123 EPC.

Mor eover, the Opposition Division held that novelty
obj ections were not maintai ned by the opponents during
the oral proceedings and al so considered that the
patent as granted was novel over the available prior
art.
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As for inventive step, the Opposition Division regarded
docunent (1) as the closest prior art and saw t he
probl em underlying the patent in suit in a sinple and
econonmi ¢ process for providing a stable Oreprazole
preparati on.

It concluded however that the subject-matter of the
patent in suit was obvious over the conbination of
docunent (1) with docunent (6).

Inits view, the only essential difference to be seen
in docunent (1) over the subject-matter of the process
according to the patent in suit lay in the fact that in
this docunent the drug was di spersed in a core
conprising additives usually used in pellets, whereas
in the contested patent the drug together with said
additives was coated on an inert core (nonpareil), and
that in the contested patent all coating steps were
carried out in a rotary type fluidized bed nmachi ne.

As, in the Opposition Division's opinion, the skilled
person woul d have regarded the "nonpareil” nmethod as an
obvi ous alternative, disclosed, and even recomended
for | ow dosage drugs, in docunent (6), in order to
prepare stable pellets containing the "l ow dose drug"
Oneprazol e and since the use of rotary type fluidised
bed machi ne and the other distinguishing features of
the clained process anobunted nerely to a juxtaposition
of obvious and well-known features, it considered that
the patent did not fulfil the requirenments of

Article 56 EPC.
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The appel | ant (patentee) | odged an appeal against the
sai d deci sion

Oral proceedings were held before the Board on
10 February 2004.

During the appeal proceedings, the appellant filed a

mai n request and an auxiliary request.

| ndependent claim1 of the set of clainms of the main
request reads:

"1. A production nethod for pellets containing
Oneprazol e, wherein the pellets are finally filled into
a gel atine capsule characterized in that the process
consists of the follow ng steps:

- preparation of an inert core including 65-85% of
saccharose, 15-25% of starch and 2-6% of gl ucose, being
sieved through a nmesh to be 90% w thin 0.71 and 0. 85
mm

- mcronizing and sieving the active substance
cont ai ni ng QOreprazol e through a 150 nesh sieve and

di spersing it in a buffered aqueous dispersion at pH =
7.1 +/- 0.1%w th the addition of an anionic surface
active agent,

- spraying said dispersion conprising the active
substance onto the inert core pellets in the cabin of a
rotary type fluidized bed machi ne,

- protective coating with HPMC in the cabin of a rotary
type fluidized bed nachi ne,

- enteric coating with HPMC pht hal ate, diethyl

pht hal at e, aceton and ethyl alcohol using a rotary type
flui di zed bed machi ne,

- drying to obtain a water content of less than 1 %"
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| ndependent claim 1 of the set of clains of the
auxi liary request reads:

"1. A production nethod for pellets containing
Oneprazol e, wherein the pellets are finally filled into
a gel atine capsule characterized in that the process
consists of the follow ng steps:

- preparation of an inert core consisting of 65-85% of
saccharose, 15-25% of starch and 2-6% of gl ucose, being
sieved through a mesh to be 90% within 0.71 and 0. 85
mm

- mcronizing and sieving the active substance
cont ai ni ng Qreprazol e through a 150 nesh sieve and

di spersing it in a buffered aqueous dispersion at pH =
7.1 +/- 0.1%w th the addition of an anionic surface
active agent,

- spraying said dispersion the content of active

di spersi on phase for one dose (capsule with a capsule
content of 233 ng +/- 10% is as follows: 20 ny
Oneprazol e, 5.3 ng hydroxypropyl net hyl cel | ul ose, 8 ny

| act ose anhydrous, 6 ng L-hydroxypropyl-cell ul ose,

0.5 ng sodium | auryl sul phate, 0.8 ng di sodi um hydrogen
phosphat e di hydrate and 0.21 nl water onto the inert
core pellets in the cabin of a rotary type fluidized
machi ne,

- protective coating with HPMC with an anount of
coating material per capsule of 3.4 ng HWC and 0. 06 i
water in the cabin of a rotary type fluidized bed

machi ne,

- enteric coating by spraying the follow ng coating
solution 24 ng HPMC pht hal ate, 0.13 ng di et hyl

pht hal ate, 225 ng aceton and 96 ng et hyl al cohol using
a rotary type fluidized bed machi ne,
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- drying to obtain a water content of less than 1 %"

The appel lant submtted that the skilled person would
not conbi ne docunents (1) and (6) because, as apparent
from docunent (14), Oneprazole in the anpunt as used in
the contested patent would not be considered as "a | ow
dose" drug.

Moreover, it argued that, having regard to the high
acid lability of Oreprazole, there was a techni cal
prejudi ce which woul d prevent the skilled person trying
to prepare pellets with the active substance on the
outside of the inert core and without mxing it with an
al kal i ne reactive conpound.

Finally, it also stressed that the product obtained by
t he clained process was, in fact, nore honobgeneous than
the prior art product according to (1) and that the
yield of the active ingredient was higher.

In summary, respondents 1 and 2 (opponents Ol and Q2)
argued mainly that the conbination of document (1) and
(6) was, in fact, a straightforward conbi nati on and
that the beneficial nerits of the process added nothing
to the assessnent of inventive step as they were nerely
t he foreseeable and known result linked to the use of

t he "nonpareil"” methodol ogy.

The appel | ant requested that the decision under appeal
be set aside and that the patent be maintained in
amended formon the basis of the main or auxiliary
request filed in the oral proceedings.
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Respondents 1 and 2 requested that the appeal be
di sm ssed.

Reasons for the decision

1

0492.D

The appeal is adm ssible.

No objections with respect to Articles 123, 84 and 54
EPC were rai sed against the main and auxiliary requests
and the Board sees no reason to differ.

Mai n request

| nventive step

The appellant's submi ssions relating to inventive step
over the conbination of docunents (1) and (6) nade
during the oral proceedings do not contain any new
matter not properly dealt with in the Opposition

Di vision's deci sion.

The Board therefore agrees with the Qpposition
Division's reasoning and conclusions as to inventive
step of the subject-matter of the patent in suit over
the avail able prior art docunents (see Opposition
Division's decision, pages 7 to 11, point 3.3).

In particular, contrary to the appellant's subm ssi ons,
the Board agrees with the Opposition Division that
there is no technical prejudice preventing the skilled
person from conbi ni ng docunent (6) with (1).
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In that respect, it is not correct that, whereas
docunent (1) teaches the use of Oreprazole in adm xture
with an al kaline reacting constituent in order to
prevent acid degradation, the present process sol ves
this problemdifferently, nanely by the use of a
buf f ered aqueous di spersion at pH around 7.

In fact, docunent (1) not only teaches precisely the
sanme nmeans as the patent in suit, but even gives an
exanpl e wherein a buffered systemsimlar to the one in
the exanple in the patent in suit is used (see (1),
page 2, lines 26 to 40, in particular |ine 36;

exanple 2, lines 50 to 52: 2000 g Oreprazole, 50 g
sodi um | auryl sul phate, 80 g di sodi um hydrogen
phosphat e; contested patent, page 3, lines 4 to 7:

20 ng Oreprazole, 0.5 ng sodium |l auryl sul phate, 0.8 ng
di sodi um hydr ogen phosphate).

Mor eover, the Board al so does not agree that the
skilled person would not apply the "nonpareil" nethod,
wherein the drug is dispersed on an inert core instead
of being m xed together with the ingredients of the
core, because of the instability in an acidic

envi ronment of Omreprazol e.

In that respect, docunment (5) discloses the possibility
of making "nonpareil" pellets containing Oreprazol e
(page 3, lines 39 to 44).

It is noreover pointed out that the pellets according
to the patent in suit are in fact acid-protected by the
sanme neans as the ones disclosed in docunent (1), ie a
protecting coating with HWC ((1), exanple 2, lines 60
to 63, page 2, lines 45 to 65).
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Accordingly, the Board is convinced that there is no
techni cal prejudice preventing the skilled person from
conbi ni ng docunent (6) w th docunent (1).

As to the argunent relating to the definition of a "l ow
dose drug", it is indeed correct that document (14)
recites that "the m xing technique is nost inportant

but is difficult to performfor mcro dose preparations
where the active ingredient represents |ess than 5% of
the total m xture" (page 159, left colum, lines 3 to
7).

Thi s does not however nean that a reference to a "l ow
dose drug"” inplies in any case that the active
i ngredi ent nust represent |ess than 5% of the total

m Xt ur e.

In that respect, it is noted that the anbunt of 8, 6%
used in the patent in suit is close to that val ue and

t hat noreover docunent (6) clearly teaches that
"nonpareil" are al so advantageous in case of "high dose
drug”, the limt being obviously nmerely that the anount
must remain such that the pellets are not too big to be
swal | owed, as expl ai ned by respondent 1 during the oral
proceedi ngs (page 75, mddle colum, lines 21 to 28,
and illustration 1).

Again, the Board sees no hindrance to conbining the
teachi ng of document (1) with docunent (6), which shows
t he advantages of the "nonpareil" nethod over the

met hod used in docunent (1).

Finally, as regards the various advantages achi eved by
the process of the contested patent, it appears that
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t he skilled person woul d have expected themin the
[ight of the disclosure in docunent (6).

It is indeed clear fromdocunent (6) that the skilled
person can choose any type of inert core as starting
material such as for instance pellets having "Ideal e
Kugel form (in that respect, the contested patent
itself nentions that the inert cores used in the
process can be purchased (page 2, line 51). It is
therefore not surprising that a honbgenous product is
obt ai ned when the starting product is a honbgenous
pell et (page 76, mddle columm, |ast two sentences of
the first paragraph, table on page 77). In that
respect, respondent 2 nmentioned during the oral
proceedings that it was a well-known fact in the art
that "nonpareil” gives a honpbgeneous product. This was
not contested by the appellant.

Concerning the higher yield of the active ingredient
Oneprazole in the claimed process, this advantage is
also clearly derivable fromthe disclosure in docunent
(6), which recites that "The weak point [in a process
like the one in docunent (1)] is that the

phar macol ogi cal ly active ingredients are involved in

t he process fromthe beginning on. There may be a | oss
of material by friction and a thermal stress during
drying." and "The cylindrical extrudate is transforned
to spherical particles by plastic deformation and
friction. A disadvantage is a |loss of material as dust,
but sonetinmes it is possible to conpensate this by
recycling."(page 75, mddle colum, lines 25 to 33, and
page 70, mddle colum, lines 24 to 30. respectively).
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Finally, the Board does not contest that the rel ease
pattern of the active drug m ght not be the same in the
pellets according to (1) conpared to the pellets
according to the contested patent.

However, in the absence of any el enent show ng that the
skilled person would a priori expect sone kind of
problems with the rel ease pattern of the pellets
according to the patent in suit, the Board can see no
reason for not trying the prom sing "nonpareil"”
formul ati on di scl osed in docunent (6).

Accordingly, the Board concludes that the subject-
matter of the main request does not fulfil the
requi renents of inventive step as required by
Article 56 EPC.

Under these circunstances, there is no need to consi der
t he remaini ng cl ai ns.

Auxi | iary request

As the subject-matter of the auxiliary request
corresponds in fact to the subject-matter of the main
request, and is nerely restricted by the addition of
further technical features fromthe concrete exanpl e of
t he description of the contested patent - additional
features which are noreover all disclosed in exanple 2
of docunment (1) as far as the nature of the chem cal
ingredients of the pellets are concerned - the
Qpposition Division's conclusions hold good for this
request as well.
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As a matter of fact, since the appellant did not
provi de any additional argunents as to inventive step
with respect to these features, this nere juxtaposition
of a priori usual technical features, which does not

| ead to any particular technical effect, cannot provide
for an inventive step.

For these reasons it is decided that:

The appeal is dism ssed.

The Regi strar: The Chai r man:

M Townend U OGswal d

0492.D



