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Summary of Facts and Submn ssions

2059.D

The appeal lies fromthe decision of the opposition

di vi sion, by which European Patent No. O 058 481, wth
the title "Continuous rel ease pharnmaceutica

conposi tions"” was revoked.

The patent application had been originally filed with
inter alia the follow ng clains reading:

"1. A pharnaceutical conposition conprising a

pol yl acti de, as hereinbefore defined, and an acid-

st abl e pol ypepti de, which, when placed in an aqueous
physi ol ogi cal -type environnent, releases pol ypeptide

i nto sai d aqueous physiol ogical -type environnent in a
conti nuous manner, as herei nbefore defined, until
essentially all of the pol ypeptide has been rel eased.”

"2. A pharnmaceutical conposition conprising a

pol yl acti de, as hereinbefore defined, and an acid-

st abl e pol ypepti de, and exhibiting two successive
phases of rel ease of pol ypepti de when placed in an
aqueous physi ol ogical -type environnent, the first phase
being rel eased by matrix diffusion and the second phase
bei ng rel eased consequent upon degradation of the

pol yl acti de, characterized in that the diffusion phase
and the degradation-induced phase overlap in tine."

"3. A pharmaceutical conposition conprising a

pol yl acti de as herei nbefore defined and an aci d-stable
pol ypepti de, which, when placed in an aqueous

physi ol ogi cal -type environnent absorbs water in a
conti nuous manner, as herei nbefore defined, until the
pol yl acti de has been degraded and essentially all of

t he pol ypepti de has been rel eased into said aqueous
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physi ol ogi cal -type environnent."

"15. A pharmaceutical conposition as clained in
claim1, 2 or 3 conprising from5 to 50% by wei ght of
ICl. 118,630 and from50 to 95% by wei ght of a

pol yl acti de wherein the ratio of glycolide to |actide
units is 0.8 to 3, and which has an inherent viscosity
of nmore than 0.5."

"16. A pharmaceutical conposition as clained in
claiml1l, 2 or 3 conprising from5 to 50% by wei ght of
ICl. 118,630 and from50 to 95% by wei ght of a

pol yl acti de wherein the ratio of glycolide to |actide
units is 0.2 to 3, and which has an inherent viscosity
of 0.2 to 0.5."

"17. A pharnmaceutical conposition as clained in
claiml1l, 2 or 3 conprising fromO.1 to 50% by wei ght of
I Cl.118,630 and from50 to 99. 9% by wei ght of a

pol yl acti de wherein the ratio of glycolide to |actide
units is 0 to 3, and which has an inherent viscosity of
| ess than 0.2."

The patent had been granted with inter alia the
foll owi ng clains readi ng:

"2. A pharmaceutical conposition, conprising a

pol yl actide, which is a polyner of lactic acid alone, a
copol yner of lactic and glycolic acids, a m xture of
such polyners, a mxture of such copolyners or a

m xture of such polyners and copol yners, and an aci d-
st abl e pol ypeptide, which is not significantly
hydr ol ysed under the conditions encountered within the
conposition during the period of use envisaged, which
conposi tion, when placed in an aqueous physi ol ogi cal -
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type environnment, exhibits two successive phases of

rel ease of the pol ypeptide, the first phase being

rel eased by matrix diffusion and the second phase being
rel eased consequent upon degradati on of the

pol yl acti de, characterised in that the diffusion phase
and t he degradation-induced phase overlap in tine, and
rel ease of pol ypeptide occurs over a period of at |east
one week; but excluding a conmposition in mcrocapsule
formconprising at | east one pol ypeptide which is a
naturally occurring | uteinising hornone rel easing
hornmone (LH-RH), a synthetically prepared nmaterial of
the sane type or synthetically prepared anal ogues of
naturally occurring LHRH which act in some nanner on
the anterior pituitary gland to affect the rel ease of

| utei ni sing hornone (LH) and follicle stinmulating

hor none (FSH)."

"15. A pharmaceutical conposition as clained in
claiml1l, 2 or 3 conprising from5 to 50% by wei ght of
ICl.118, 630

(Pyro-Q u-Hi s-Trp-Ser-Tyr-D Ser (O tBu)-Leu-Arg-Pro-
Azgly- NH,)

and from50 to 95% by wei ght of a polylactide wherein
the ratio of glycolide to lactide units is fromO0.8 to
3, and which has an inherent viscosity of nore than 0.5
dl/g (1 g per 100 m in chloroformor dioxan)."

"16. A pharmaceutical conposition as clained in
claim1l, 2 or 3 conprising 5 to 50% by wei ght of
ICl.118, 630

(pyro-Q u-Hi s-Trp-Ser-Tyr-D Ser (O tBu)-Leu-Arg-Pro-
Azgly- NH,)
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and from50 to 95% by wei ght of a polylactide wherein
the ratio of glycolide to lactide units is fromO0.2 to
3 and which has an inherent viscosity of 0.2 to 0.5
dl/g (1 g per 100 m in chloroformor dioxan)."

"17. A pharmaceutical conposition as clained in
claiml1l, 2 or 3 conprising fromO.1 to 50% by wei ght of
ICl.118, 630

(pyro-Q u-Hi s-Trp-Ser-Tyr-D Ser (O tBu)-Leu-Arg-Pro-
Azgly- NH,)

and from50 to 99.9% by wei ght of a polylactide wherein
the ratio of glycolide to lactide units is fromO to 3,
and whi ch has an inherent viscosity of less than 0.2
dl/g (1 g per 100 m chlorof orm or dioxan)."

The Board issued a comruni cation pursuant to
Article 11(2) of the rules of procedure of the Boards
of Appeal giving its prelimnary, non-binding opinion.

Oral proceedings were held on 27 and 28 February 2001.

Bef ore and during the oral proceedings the

appel | ant/ patentee subnmtted several main and auxiliary
requests, which were finally all w thdrawn and repl aced
by a sole request with the follow ng single claim

"1. A solid pharmaceutical conposition for subdernal

i npl antation conprising a polylactide, which is a

copol yner of lactic and glycolic acids nmade by a ring
openi ng polynerisation of a mxture of cyclic dinmer of
lactic acid and cyclic dinmer of glycolic acid in the
presence of chain stopping agent or a m xture of such
copol yners, and an acid stable pol ypepti de which is not
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significantly hydrol ysed under the conditions
encountered within the conposition during the period of
use envi saged, which conposition, when placed in an
aqueous physi ol ogi cal -type environnent, exhibits a

rel ease profile which has two successive phases of

rel ease of the pol ypepti de as an aqueous sol ution, the
first phase being released by matri x diffusion and the
second phase being rel eased consequent upon degradation
of the polylactide until essentially all of the

pol ypepti de has been rel eased, characterised in that
the diffusion phase and the degradation phase of the
rel ease profile overlap in tine, and the rel ease of the
pol ypepti de occurs over a period of at |east one week,
the conposition being adapted to achi eve the rel ease
profile by varying the polylactide conposition,
particularly the proportion of lactic acid to glycolic
acid, by choosing the wei ght average nol ecul ar wei ght
of the polylactide and its polydispersity, by choosing
the proportion of the polypeptide to polylactide or by
choosi ng the geonetry of the solid fornulation for

i mpl antation to provide the rel ease profile when taking
account of the nol ecul ar wei ght of the pol ypeptide and
i nteraction of basic pol ypeptides with the term na
carboxylic-acid groups of the polylactide and wherein
either (a) the conposition conprises fromb5 to 50% by
wei ght of 1Cl. 118,630 (Pyro-d u-Hi s-Trp-Ser-Tyr-D

Ser (O tBu)-Leu-Arg-Pro-Azgly-NH,) and from50 to 95% by
wei ght of polylactide wherein the ratio of glycolide to
| actide units is from0.2 to 3, and which has an

I nherent viscosity of 0.2 to 0.5 dl/g (1g per 100 m in
chloroform or (b) the conposition conprises fromO.1
to 50% by weight of 1Cl.118,630 (Pyro-d u-His-Trp- Ser-
Tyr-D- Ser (Ot Bu) - Leu- Arg- Pro- Azgl y-NH,) and from50 to
99. 9% by weight of a polylactide wherein the ratio of
glycolide to lactide units is up to 3, and which has an
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i nherent viscosity of less than 0.2 dl/g (1g per 100m
in chloroforn and excluding a conposition in

m crocapsul e form conprising at | east one pol ypeptide
which is a naturally occurring |uteinising hornone

rel easi ng hornone (LHRH), a synthetically prepared
material of the sane type or synthetically prepared
anal ogues of naturally occurring LH RH which act in
sonme manner on the anterior pituitary gland to affect
the release of luteinising hornone (LH) and follicle
stinmul ati ng hornone (FSH)."

VII. Anmong all the docunents relied on by the appellant and
the respondents during the appeal procedure, the
follow ng ones are cited in this decision:

(1) EP-0 021 234;

(4) EP-0 052 510;

(13) US-3, 773, 910.

VIIl. In respect to the sole remaining request the argunents
of the opponents can be summarized as fol |l ows:

Procedural matters: respondent |V argued that the
restriction of the sole claimof the |ast nain request
to the 1Cl.118, 630 nol ecul e has taken him by surprise,
because it had only been the subject of dependent
clains in the forner requests and stated that putting
now t he accent on it would anpbunt as defining a
techni cal problemunderlying the patent in suit totally
different fromthat one considered up to this stage of
the procedure. This created a new case which shoul d be
consi dered by two instances.

2059.D Y A
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Article 123(2) EPC. objection was raised against the
reference to chloroformas a solvent for the

determ nation of the inherent viscosity and against the
expression "...essentially all the pol ypepti de has been
rel eased...".

Article 84 EPC. at the onset of the oral proceedings,
the respondents indicated that they no |onger intend to
obj ect under Article 84 EPC.

Article 83 EPC. it was argued that the expression
"...taking account of the nolecular weight of the
peptide and interaction of the basic pol ypeptides with
the term nal carboxylic-acid groups of the
polylactide..." did not define a clear technica
teachi ng and hence of fended the requirenents of
Article 83 EPC

Article 54 EPC. no objection was rai sed under
Article 54 EPC against the sole claimof the last nmain
request.

Article 56 EPC. the respondents subm tted that
docunent (13), the closest prior art, was not only
concerned wth the same technical problemas the patent
in suit, ie. the continuous release of a given drug
over a certain period of tinme, but also disclosed a
process |l eading to a copol yner having the sane
structural features, such as conposition

| acti de/ gl ycolide ratio, inherent viscosity, etc. and
hence the sane properties as that of the patent in
suit, in particular the sane rel ease profile by
adaptation of the sane paraneters. Peptides were
menti oned as a class of nolecul es susceptible to be
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i ntroduced in said copolyner in order to be

conti nuously rel eased. The technical problemwas seen
in the replacenent, in the context of the teachings of
docunent (13), of the nolecules exenplified as a drug
to be continuously released by the ICl. 118, 630

nol ecul e. No inventive contribution was seen in the

sol ution proposed by claim1 of the |last nain request,
since the skilled man woul d have found with few routine
experinments the suitable conditions for the continuous
rel ease of said ICl. 118, 630 nol ecul e.

The appel lant's argunments can be summari zed as foll ows.

Procedural matters: a pharnmaceutical conposition
containing the 1Cl. 118,630 nolecule in connection wth
the |l actide-glycolide polyner in order to obtain the
clained rel ease profile had already been the subject of
clains 15 to 17 of the application as filed and of
claims 5 and 6 of the main request submitted on

26 January 2001, so that the respondents could not be
consi dered as having been taken by surprise.

Article 123(2) EPC. chlorof orm had been used as the
sol e solvent for the determ nation of the viscosity in
the specification of the patent in suit up to Tables 1
and 2, so that the skilled man woul d have assuned t hat
this was al so the case for said Tables 1 and 2.

Further, the expression objected to was to be found in
the application as filed on page 12, lines 1 to 9.

Article 83 EPC. the expression objected to should not
be consi dered as conveying a technical teaching, but
far nmore as a warning defining the background, in which
the adaptation of the various paraneters of claiml



Xl .

-9 - T 0294/ 96

shoul d be made.

Article 56 EPC. docunent (13), as the closest prior
art, did not disclose a process |leading to a copol yner
havi ng the sane features as that of the patent in suit.
In particular, the appellant expressed doubts on
docunent (13) in view of the nethods used for the
viscosity determ nations and the val ues obtained, the
nmet hod of preparation of the copol yner and the
possibility of introducing a peptide into the copol yner
by the nethods described therein. Furthernore, the
appel | ant stressed the fact that the 1C.118, 630

nol ecul e had never been described in the cited prior
art.

The appel |l ant requested that the decision under appea
be set aside and the patent maintained on the basis of

the claimof the |ast main request.

The respondents requested that the appeal be di sm ssed.

Reasons for the Deci sion

Procedural nmatters

2059.D

The application as filed and as granted contai ned
clains 15, 16 and 17 directed to a pharnaceutica
conmposition conprising ICl.118,630. O the nine
exanpl es (exanples 14 to 20, 30 and 31) relating to
phar maceuticals, five related to I1Cl.118,630. Al
requests filed during the opposition and appea
proceedi ngs had clains directed specifically to
ICl.118,630. In these circunstances the Board considers
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t hat any opponent shoul d have reasonably antici pated
that the patentee m ght seek to defend the patent on
the basis of clains naking ICl. 118,630 an essentia
feature, and have put on file any material on which he
wi shes to chall enge even such restricted clains. The
Board thus considers it legitinmate that such alimted
request be put forward, and sees no reasons for not
itself dealing with all the issues arising. It is
within the discretion of the Board under Article 111
EPC whether it deals with the matter itself or remts
it tothe first instance: there is no right to have
every request considered by two instances. In view of
the age of the patent and the tine already spent by al
parties on the nmatter, the Board considers it
appropriate to decide on this request itself.

Added subject-matter, extension of the protection
(Article 123(2)(3) EPC)

2. The reference to chloroformas solvent for the
determ nation of the inherent viscosity as nentioned in
the sole claimof the |ast main request under the
points (a) and (b) is directly derived from Table 2,
exanples 14 and 15 of the application as filed. No
reference to a solvent for the determ nation of the
I nherent viscosity can be found in said Tables 1 and 2.
However, as indicated by the appellant, up to this
poi nt of the description, the neasurenent of the
i nherent and/or reduced specific viscosities have
al ways been made in chloroform It is true that two
speci fic enbodi nents, nanely, the suspension
formul ati on (page 21, lines 20 to 33) and certain
copol yners (page 24, lines 6 to 21), use benzene and
di oxan for the determ nation of the inherent and/or
reduced specific viscosities. These enbodi nents,

2059.D Y A
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however, are only nentioned |ater in the specification
and do not have a link to Tables 1 and 2. The Board is
of the opinion that the skilled person, seeing the

di scl osure of the application as filed inits
respective context, would have had no doubt that the

I nherent viscosities of Tables 1 and 2 have al so been
determined in chloroform

The expression "...essentially all the pol ypepti de has
been rel eased...” can be found in the application as
filed on pages 4, lines 17 to 25 and 12, lines 1 to 9

and in claim1.

Further, the features now nentioned in the sole claim
of the last main request can be found in the
application as filed and in the clains as granted.

The di scl ai mer excluding a conposition in mcrocapsul e
formis restrictive in nature, introduces no
uncertainty as to the scope of the claimand fulfils
the requirenents for allowability of a disclainer in
view of Article 123(2) EPC defined in e.g. T 4/80 (QJ
EPO 1982, 149). It excludes fromthe scope of the
protection a hypothetical teaching of docunent (1)
having its origin in Exanple 8.B.2, which has not been
carried out as shown by the use of the expression
(docunent (1), page 17, line 50). It
al so excludes the content of docunent (4), which brings

" ..would be...

the Exanple 8.B.2 of docunment (1) to conpletion and
describes in Exanple 1 the use of a |actide-glycolide
copol ynmer in the formof mcrocapsules for the
control |l ed, sustained release of a LHRH anal ogue. This
di scl aimer can also be found in clains 1-3 as granted.
Mor eover, the appellant argued that its renoval nmay
provoke an objection under Article 123(3) EPC, since
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the expression "solid pharnmaceutical conposition for
subdermal inplantation"” mght possibly be considered as
still enconpassing m crocapsul es. The Board agrees with
the appellant's view

The Board is therefore of the opinion that the
requi renments of Article 123(2)(3) EPC are not offended.

Di sclosure of the invention (Article 83 EPC

6. The expression "...taking account of the nol ecul ar
wei ght of the peptide and interaction of the basic
pol ypeptides with the term nal carboxylic-acid groups
of the polypeptide..." has been objected to, but was
consi dered by the appellant as being a warning draw ng
the attention of the skilled nman to the background or
context, within which the adaptation of the paraneters
has to be done, if the claimof the |last main request
enbraced several peptides, each of themrequiring
specific conditions. However, the claimis now
restricted to the 1Cl.118,630 nol ecul e and the points
(a) and (b) define quite precisely how the various
paraneters have to be adapted. Therefore, it can be
concluded that in the specific context of the claim of
the main request, this expression considered together
with points (a) and (b) defines a precise technical
teaching, which fulfils the requirenents of Article 83
EPC

Novelty (Article 54 EPC)

7. The respondents have not raised a novelty objection
agai nst the claimof the |ast main request, which
essentially differs fromthe cited prior art as far as
it concerns a specific peptide anal ogue, nanely

2059.D Y A
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I Cl. 118,630 and defines specific conditions for its
sl ow rel ease over a period of tine of at |east one
week.

I nventive step (Article 56 EPC)

2059.D

The Board agrees with the position of the parties that
anong the prior art docunents cited agai nst the patent
in suit, docunent (13) is to be considered as the

cl osest prior art. It discloses conpositions for
subdermal inplantation based on a | actide-glycolide
copol ynmer and a given drug, the controlled, sustained
rel ease of which over a predeterm ned period of tine is
desired. A list of drugs susceptible to be used in said
conposi tions and speci fyi ng pol ypepti des, such as
bacitracin, polynyxin B sulfate, sodiumcolistinethate
and trypsin is nentioned in colum 2 (lines 37 to 70).
Exanpl es showi ng the preparation of such subdernma

I mpl antati on devices are only concerned with steroid
hor nrones which are to be nelted into the |actide-

gl ycol i de copolyner. There is no disclosure for the
preparation of such devices as far as the rel ease of

pol ypepti des i s concer ned.

Starting fromdocunent (13), the technical problemto
be sol ved can be seen as the provision of alternative
slow rel ease inplants to the exenplified steroid

hor nones.

The information in the patent in suit shows that a
solution to this problemis the conposition now

cl ai med. But the question remains whether the skilled
person could derive this particular solution in an
obvi ous manner fromthe prior art.
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No docunent cited discloses the 1Cl. 118,630 nol ecul e.
Docunent (1) indeed discloses a famly of nol ecul es
referred to by a generic fornula, which does not
enbrace the 1Cl. 118, 630 nol ecul e, since the substituent
"R'" on the D-amno acid and the COOHterm nal am no
acid, which is glycinamde in docunent (1) and
Azglycinam de in the patent in suit, are different.

Docunment (13) refers to bacitracin, polymxin B

sul fate, sodiumcolistinethate and trypsin, but gives
no wor ki ng exanpl e concerni ng peptides. For the broad
cl ass of peptides as a whole, the skilled person m ght
be confident that at |east sone known peptides could be
got to work. The skilled person would start w th known,
readily avail abl e peptides. There is no reason for the
skilled person to start trying peptides anal ogues, such
as 1Cl.118,630. This would be to enbark on a quite new
research project, which is in the established case | aw
of the Boards of Appeal considered to involve inventive
st ep.

The Board thus considers that the claimof the |ast
mai N request neets the requirenents of Article 56 EPC
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For these reasons it is decided that:

1. The deci si on under appeal is set aside.

2. The case is remtted to the first instance with the
order to maintain the patent on the basis of claim1l
submtted as last main request at oral proceedi ngs on
27 and 28 February 2001 and a description yet to be
adapt ed.

The Regi strar: The Chai r woman:

U. Bul t mann U. Kinkel dey
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