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Summary of Facts and Submn ssions

The respondent is proprietor of European patent
No. 0 360 562 which was granted with 23 clains on the
basi s of European patent application No. 89 309 518. 2.

. The appellant originally filed notice of opposition
requesting revocation in full of the European patent
pursuant to Article 100(a) EPC on the grounds of |ack
of novelty and inventive step. O the nunerous
docunents cited during the first-instance opposition
and subsequent appeal proceedi ngs agai nst the
patentability of the clainmed subject-matter in the
patent in suit, the following remain relevant to the
present deci sion:

(1) GB-A-2 188 843
(2) EP-A-0 234 670
(4) EP-A-0 180 364
(5) EP-A-0 182 772
(9a) H M Ingani et al, Abstract from"6th
Phar maceuti cal Technol ogy Conference”, 7-9 April,
1987, Volune 11, 8 April 1987, pages 459 to 460
L1l After considering the grounds for opposition, the
opposition division rejected the opposition under
Article 102(2) EPC at the conclusion of the ora

proceedi ngs.

| V. The appel | ant (opponent) filed a notice of appea
agai nst the decision of the opposition division and

1658.D Y A
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submtted a statenent setting out the grounds of
appeal . The respondent's observations on the appea
statenent were acconpani ed by a declaration by M Troy
W MCall including a conparison of the dissolution
rates of tablets, containing either xanthan gum or

| ocust bean gum as the sole hydrophilic materi al
(hereinafter also referred to as gum of the sl ow

rel ease excipient, with the dissolution rates of

tabl ets containing a conbi nati on of both xanthan gum or
| ocust bean gum as clained in the patent in suit.

On 13 June 2001, oral proceedings took place before the
board in the presence of representatives of the
proprietor (respondent); the duly summoned appel | ant
had i nforned the board in advance that it did not w sh
to attend the hearing.

During the hearings the respondent submtted in
substitution for its previously filed request, that the
appeal be dism ssed and that the patent be maintained
unamended, a nodified request concerning nai nt enance of
the patent in anended formon the basis of clains 1 to
14 and 18 to 23 as granted. The set of clains 1 to 20
in the respondent's current request differs fromthe
clainms as granted in that clains 15 to 17 have been

del eted conpletely, that clains 18 to 23 have been
renunbered as clains 15 to 20, and that their
appendance has been anended consequentially. The

I ndependent clains read as foll ows:

"1l. A free-flowwng , directly conpressible slow

rel ease granul ation for use as a pharnaceutica

exci pient, conprising from20 to 60 percent by weight
of a hydrophilic material conprising a

het er opol ysacchari de and a pol ysacchari de nateri al
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capabl e of cross-1linking said heteropol ysaccharide in
the presence of aqueous solutions, and from40 to 80
percent by weight of an inert pharmaceutical filler,
selected fromthe group consisting of a nonosacchari de,
a di saccharide, a polyhydric material, and m xtures
thereof, the ratio of said inert pharmaceutical filler
to said hydrophilic nmaterial being from4:1 to 0.67: 1.

15. A slowrelease tablet for oral admnistration of a
therapeutically active ingredient in the
gastrointestinal tract conprising:

from20 to 60 percent by weight of a hydrophilic
material including a controlled rel ease exci pi ent
conprising a hydrophilic gummatrix which includes a
xant han gum and a gal act omannan gum capabl e of cross-
l'i nki ng sai d xant han gum when exposed to gastric fluid,
the ratio of said xanthan gumto said gal actonannan gum
being from3:1 to 1:3, and an inert pharmaceutica
filler, the ratio of said inert pharmaceutical filler
to said hydrophilic matrix being from4:1 to 0.67: 1,
and an effective anount of a therapeutically active
ingredient, the ratio of said therapeutically active
ingredient to said hydrophilic gummatrix being 1:10 or
| ess.

19. A nethod for providing a universal tableting
granul at ed excipient which is free-flowng and directly
conpressible for a controlled release of a relatively
sol ubl e or insoluble therapeutically active nedi canent
conpri si ng:

determining the solubility of a therapeutically active
nmedi canent which is to be tabl eted;
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m xi ng an effective anount of said therapeutically
active nedi canent with a premanufactured granul at ed

sl ow rel ease excipient conprising from30 to 50 percent
by wei ght of a hydrophilic material conprising a

het er opol ysacchari de and a pol ysacchari de nateri al
capabl e of cross-1linking said heteropol ysaccharide in
the presence of gastric fluid, and from50 to 70
percent by weight of an inert pharmaceutical filler;

providing a final m xed product having a ratio of said
phar maceutically active nedi canent to said hydrophilic
material of 1:3-7 and a sufficient anmount of said
hydrophilic material such that a gel matrix is created
when said tablet is exposed to gastric fluid and such
that at |owest 3.5 hours are required for 50 percent of
said therapeutically active nedi canent to be rel eased
foll owi ng exposure to gastric fluid, and thereafter
directly conpressing the resulting blend to forma
tablet."

Clainms 2 to 14 are dependent on claiml, clains 16 to
18 on claim 15, and claim 20 is dependent on claim 19.
The dependent clains relate to specific el aborations of
the subject-matter as clained in the respective

i ndependent cl ai ns on which they depend.

The appel lant’s subm ssions in the statenent setting
out the grounds of appeal can be summari sed as fol |l ows:

Concerni ng novelty, the appellant maintained its
assertion that claim 18 as granted (present claim15)

| acked novelty under Article 54(2) EPC in view of the
di scl osure of citation (2) or (5) either alone or
considered in the light of the general specialist

know edge as represented by a nunber of citations filed
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in the first-instance opposition and subsequent appea
pr oceedi ngs.

More specifically, citation (2) disclosed in Exanple 4
a slow rel ease tablet containing 35.7%fl urbiprofen as
the active ingredient, 20% xant han gum 43.3% | act ose
and 1% nagnesi um stearate. At page 7, line 10 onwards,
it disclosed further that other sustained rel ease

pol ymers, including | ocust bean gum may partially
replace the xanthan gumin the tablets of (2). The
synergi stic increase in viscosity of xanthan gum and

| ocust bean gum had been known for many years and was,
at the priority date, even part of the common

speci ali st knowl edge. It was thus clear that |ocus bean
gum woul d be the prinme choice for conbination with
xant han gum

As to inventive step, the appellant essentially relied
on two principal argunents as follows:

First, the single conparative exanple were the drug was
propranol ol submtted as evidence by the respondent in
the McCall declaration did not support the

i nventiveness of all drugs in all therapeutic areas.
Thus, all drugs had different drug loading in a tablet,
solubility, half-lives, sites of absorption in the
gastrointestinal tract, interaction with the carrier,
therapies, flow properties and all these factors had an
effect on the release profile of the drug. A change in
any of these factors resulted in a different rel ease
profile. The variation in the T;,val ues (denotes the
time needed for 50% of the nmedi canent to be rel eased)
and Ty, val ues (denotes the tinme needed for 90% of the
nmedi canent to be released) in the patent in suit also
denonstrated that the single rel ease profile provided

1658.D Y A
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as the conparative exanple did not reflect all the
rel ease profiles in all drugs in the sustained rel ease
exci pient systemclained in the contested patent.

Second, no inventive step was involved if the drug was
omtted fromthe conpressible mxture disclosed in (2),
conprising a conpressible sustai ned rel ease exci pi ent,
a conpressible inert filler and a drug, so as to arrive
at a directly conpressible granulation. It was within
the know edge of the skilled person that the inert

di luents specified in the clains of the contested
patent were all conpressible excipients and, if used in
a sufficient anmount in a formulation, the formul ation
woul d be capable of direct conpression.

Citation (4) admttedly related to buccal tablets and
the specific conditions for release of the drug were
thus different fromthe specific conditions encountered
in the gastrointestinal tract. Nevertheless, in the
exanples of (4), all the ingredients including xanthan
and | ocust bean gum and the inert conpressible diluents
were m xed together and directly conpressed. (4)
therefore provided a good reason when conbined with the
di scl osure of (2), for preparing a m xture conprising
drug, xanthan gum | ocust bean gum and one or nore
inert fillers for sustained release in the
gastrointestinal tract.

The respondent disagreed with the appellant's view and
argued in its witten subm ssions and during the ora
proceedi ngs essentially as foll ows:

VWil e the appellant contended that it would not be
novel to select |ocust bean gum for conbination with
xant han gum not one exanple in (2) disclosed the
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conmbi nati on of xanthan gumw th | ocust bean gum Based
on the statenents in (2) that |ocust bean gum had
undesired variations in chemcal structure, one could
not conclude that there was a cl ear and unanbi guous

di scl osure pointing to the conbi nati on of xanthan and
| ocust bean guns so as to obtain what was cl ai ned.

Mor eover, there was nothing in (2) which taught that

| ocust bean gum was capabl e of cross-linking the
xanthan in the presence of an inert diluent.

Faced with the McCall declaration and the correct
concl usi on by the opposition division that the results
in the declaration were accurate and refl ected
unexpected results, the appellant did not submt any
test results of its own which contradicted the results
presented by the respondent. The burden was not on the
respondent to disprove the negative, but rather on the
appel l ant to provide support for its allegations nade
on appeal .

Citation (2) failed to disclose or suggest a directly
conpressi bl e slow rel ease granul ation for use as a

phar maceuti cal excipient, nmuch | ess those conprising
xant han and | ocust bean guns in conbination with an
inert diluent. Moreover, the cited state of the art did
not suggest to a skilled person to omt the drug from
the known sl ow rel ease fornulations. In general, slow
rel ease excipients, including guns, previously known to
the art were characterized by poor cohesive properties
and were unsuitable for direct conpression with

t herapeutic ingredients. The subject-matter of

claims 1, 15 and 19 was accordingly al so patentable
under Article 56 EPC vis-a-vis citation (2) and the
suppl enental references introduced into the

pr oceedi ngs.
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The appell ant requested in witing that the decision be
set aside and the patent be revoked.

The respondent requested that the appeal be dism ssed
and that the patent be maintained as anended with the
clainms in the respondent’'s request filed during the
oral proceedings on 13 June 2001.

Reasons for the Decision

1

1658.D

The appeal is adm ssible.

The anmendnent to the respondent’'s current request (see
par agraph VI above) can fairly be said to be occasi oned
by a ground for opposition specified in Article 100(a)
EPC and is accordingly adm ssible under the terns of
Rul e 57a EPC.

The anended version of the clains does not give rise to
any objections under Articles 84 and 123(2) or (3) EPC

As regards the novelty of the clains under
consideration in this appeal, the board has no reason
to depart fromthe reasoning and the concl usion of the
opposi tion division in the inpugned deci sion.

In its subm ssions during the appeal proceedings the
appellant limted its novelty attack to the assertion
that the subject-matter of present claim15 (claim 18
as granted) | acked novelty in conparison with the prior
art of citation (2) or (5).

Citation (2) discloses solid sustained rel ease
phar maceutical fornulations in which xanthan gumis
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enpl oyed as the hydrophilic material, optionally in
conbi nation with an inert filler or diluent, as the
sustai ned release carrier. It states in this context
that the sustained release carrier should conprise a
maj or proportion of xanthan gum (see eg page 6,

lines 29 to 30; claim1l). In particular, citation (2)
descri bes 18 exanpl es of oral dose tablets in which
xant han gum serves to provi de sustai ned rel ease
properties for tablets containing various active
substances and in which a relatively m nor proportion
of the xanthan gum nay optionally be replaced by one or
nore ot her polynmers having sustained rel ease
properties. However, as enphasised by the respondent,
none of the exanples in (2) describes the conbination
of xanthan gum w th a gal act omannan gum capabl e of
cross-1linking said xanthan gum as required for the
controlled rel ease excipient of the tablet clained in
present clai m 15.

More specifically, citation (2) discloses in Exanple 4,
to which the appellant particularly refers, a tablet
containing 200.0 ng (35.7% by weight) flurbiprofen as
the active ingredient, 112 ng (20% by wei ght) xant han
gum 242.4 nmg (43.3% by weight) lactose and 5.6 ng (1%
by wei ght) nagnesi um st earate.

In this context, at page 7 of (2), line 1 onwards,
reference is nmade that "if desired, a proportion of the
xant han gum may be replaced in the sustained rel ease
carrier by one or nore additional polyners having
sust ai ned rel ease properties". Fromline 10 onwards a
list is provided conprising 11 different exanples of
such addi tional polyners, including |ocust bean gum and
guar gum w thout any further indication of whether or
not any of these polynmers would i ndeed be capabl e of

1658.D Y A
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cross-linking with xanthan gum

The controll ed rel ease excipient is generically
described in (2) by at |east two variabl e paraneters,

t he possi bl e conbinations of which result in a
substanti al nunber of different conpositions suitable
for the pharmaceutical excipient disclosed in (2).

Thus, the first variable paraneter includes the options
of using either xanthan gum as the sole hydrophilic
material or a mxture wherein a certain proportion of
the xanthan gumis replaced by one or nore additiona
pol ymers havi ng sustai ned rel ease properties. The
second vari abl e paraneter includes 11 different options
of such additional polyners which are specified in the
list on page 7.

Consequently, in order to arrive, starting from
Exanple 4 in (2), at the subject-matter of claim15 two
i ndependent sel ections would be required, nanely from
the first variable paranmeter the selection of a m xture
having a certain proportion of the xanthan gum repl aced
by one or nore additional polyners and fromthe second
vari abl e paraneter the selection of a gal actonannan gum
capabl e of cross-1linking said xanthan gum ie either

| ocust or guar gum which are the only cross-Iinking
polyners within the group of the options specified in
the list on page 7. The particular result of this
sequence of selections introduces into claim15 a new
el ement which as such is not disclosed in (2) and which
is indispensable for the acknow edgnent of the novelty
of a selection for patent purposes (see T 12/81, QJ
EPO 1982, 296; T 7/86, QJ EPO 1988, 381).

The appellant relied for its |lack of novelty objection
on a substantial nunber of supplenental references in
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addition to citation (2) to show that to those skilled
in the art |ocust bean gum woul d have been the

I mredi ate choice for conbination with xanthan gum
However, apart fromthe fact that it is not permssible
I n assessing novelty to conbine general information
fromvarious references with the specific disclosure of
one particular prior art reference, a particular

choi ce, even one striking the skilled reader as the
nost straightforward, would not be prejudicial to
novelty, if that choice was the result of a "nmultiple
sel ection" fromnore than one variabl e paraneters.

As to the state of the art according to citation (5),
this citation does not disclose the conbination of
xanthan gumw th a gal act omannan gum capabl e of cross-
l'i nki ng sai d xanthan gum as the hydrophilic material of
the controll ed rel ease pharmaceutical excipient, but
rat her the conbi nation of xanthan gumw th either
mannans or galactans or wwth a m xture of both mannans
and gal actans. As enphasi sed by the respondent, the

gal act omannans forma di stinct class of polysaccharides
having a well|l defined structure and a hi gh nol ecul ar
wei ght of 220,000 = 20,000 daltons. Both, the mannans
on the one hand, and the gal actans on the other, are
pol ysacchari des which are conposed, as opposed to the
gal act omannans, solely of mannose or gal actose units
and have, noreover, a considerably |ower nol ecul ar

wei ght .

Further, there is no disclosure in (5) of mxing

toget her the individual conponents in the stated ratios
set forth in clainms 1 and 15 and 19 or adding the
therapeutically active ingredient to the hydrophilic
gummatrix in a ratio of 1:10 or |ess.
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In view of the above-nentioned differences, the novelty
of the present clains over the prior art of (5) is
beyond doubt .

In the absence of any further objections to the novelty
of the present clains, the board does not consider
further discussion of this issue to be necessary or
appropri at e.

The sl ow rel ease granul ati on according to the cl ai ned

i nvention (see claim1l) and the slow rel ease tabl et
prepared therefrom (see clains 15 and 19) are desi gned
for oral adm nistration of a therapeutically active

i ngredient so as to provide, upon oral ingestion of the
tablet and its contact with gastric fluid, a constant
rate of sustained release of the nedicanent in the
gastrointestinal tract (see patent specification
especially page 6, lines 1 to 24; Figures 1 to 6).

Citation (2) already discloses sustained rel ease, solid
oral dosage forms, preferably tablets, which |ikew se
rel ease the drug after oral ingestion during their
passage through the gastrointestinal tract (see

especi ally the paragraph bridging pages 11 and 12). The
observations in points 3.2 and 3.3 above al so nmake it
clear not only that the sustained release tablets
disclosed in citation (2) correspond with regard to
their particular intended use to the clained invention,
but al so that such tablets are closely related to the
subject-matter of the independent clains 1, 15 and 19
in the patent in suit with regard to the proportions
and the nature of both the hydrophilic material (gum
and the inert filler or diluent of the excipient by

whi ch the sustained rel ease of the nedicanent in the
gastrointestinal tract is achieved.
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Consequently, the board arrived at the conclusion that
t he above-nentioned Exanple 4 of citation (2) cones
closer to the clainmed subject-matter in the patent in
suit than any other state of the art available in the
present proceedi ngs and represents therefore the

cl osest state of the art. Both parties seened to share
the board's opinion in this respect.

Fromthe release rate reported in Table 4 for the

tabl ets disclosed in Exanple 4 of citation (2) and,
nore precisely, fromthe dissolution profiles shown in
Figure 3 of the patent in suit and the test results
provided in Tables 1, 2 and Figures 1 and 2B of the
McCal |l declaration, it nmay be seen that tablets
cont ai ni ng xanthan gum as the sole hydrophilic materi al
in conmbination with an inert filler such as | actose,
sucrose or dextrose do not provide a sufficiently
constant releasing rate of the nedi canent over the
entire releasing period and that, in particular, an
increase in the dissolution rate T;, woul d be desirabl e.
Consequently, in the light of the closest state of the
art according to (2), the technical problem my be seen
as that of providing a slow release formulation for

oral admnistration of a wide variety of
therapeutically active nedi canents in the
gastrointestinal tract, allowing for an inproved and
nore constant rel ease of the nedi canent over the entire
rel easi ng period.

The solution to the problemwas the provision of the
free-flow ng, directly conpressi ble slow rel ease
granul ation according to claim1l and the slow rel ease
tabl et according to clains 15.

The cl ai ned granul ation and the tablet in the patent in
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suit basically differ fromthat in Exanple 4 of
citation (2) in

- t hat xanthan gumwhich is used in Exanple 4 as the
sol e hydrophilic material (gum of the slow
rel ease excipient is replaced by one conprising a
conbi nation of a heteropol ysacchari de, including
xant han gum and a pol ysaccharide materi al,
i ncl udi ng gal act omannan gum capabl e of cross-
I i nki ng sai d heteropol ysacchari de when exposed to
gastric fluid (see for nore details points 3.2 to
3.3 above);

- that the slow release granulation is provided in
the formof a pre-granul ate which does not contain
the therapeutically active ingredient and to which
the active ingredient is added only prior to the
di rect conpression of the resulting blend to form
a tablet; and in

- that the free-flowing slow release granulation is
a uni versal tableting excipient suitable for
di rect conpression with a broad variety of
medi canents to forma slow rel ease tabl et;

The exactly conparative data reported in the MCal
decl aration (see especially Table 1, Colum 3,
Figures 1 and 2C) provide appropriate evidence that a
tabl et according to the invention, which contains in
the sl ow rel ease excipient the conbination of 15%
xant han gum 15% | ocust bean gumin a 1:1 rati o,

rel eases the therapeutically active nedi canent
(propranolol) at a controlled rate, allowing for a
conti nuous, nore or less uniformrel ease over the
entire rel easing period of 20 hours, as opposed to an
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exci pi ent conprising either gum al one, ie 30% xant han
gum (see especially Table 1, Colum 2, Figures 1 and
2B) or 30% | ocust bean gum (see especially Table 1,
Colum 1, Figures 1 and 2A).

Moreover, the results reported in the MCal

decl aration show an i nproved, increased dissolution
rate T5, of the medicanment for a tablet which includes

t he conbi nati on xant han gum | ocust bean gumin the
above-nentioned 1:1 ratio, in conparison with a tabl et
containing the sane proportion of either xanthan gum or
| ocust bean gum al one. Specifically, the dissolution
rate Ty for the tablet according to the clainmed

i nvention was 9.7 hours (see especially Table 2, Test
C. In contrast, the dissolution rate Ty, for a tabl et
cont ai ni ng xant han gum as the sol e hydrophilic materi al
was 7.5 hours (see especially Table 2, Test B) and that
for | ocust bean gum alone was 2.9 hours (see especially
Table 2, Test A).
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The appel | ant suggested in the appeal statenent that it
was at | east doubtful whether the conparative data in
the patent in suit and the McCall declaration would
provi de adequate evi dence of the clainmed inproved

rel ease properties for all drugs in all therapeutic
areas, but did not substantiate this with any evi dence.
In this context the appellant referred to the results
reported in citation (9a), which includes, inter alia,
a conparison of the rel ease properties of

t heophyl I i ne tabl ets containing 25% by wei ght xant han
gum al one with the properties of tablets containing 25%
by wei ght m xtures of xanthan/| ocust bean guns at
ratios 4:1, 3:1, 2:1 and 1:1.

Ctation 9(a) states in the penulti mate paragraph on
page 459 in general terns that "increasing the |ocust
bean gum content in the fornul ati ons induces an

i ncrease of the liquid uptake rate by the tablets and
al so an increase of the theophylline release during the
first hour of the dissolution test, due to partia

er osi on".

However, the respondent has explained to the
satisfaction of the board that the tablets disclosed in
(9a) conprised neither an inert filler nor a pre-
granul at ed (pre-nmanufactured) sustained rel ease carrier
and that the results reported in (9a) were therefore
nei ther conparable with, nor in contradiction to, the
results provided in the patent in suit and the MCal
decl arati on. Moreover, the board observes that these
results in (9a) appear to be in line or at |east
conparable with certain results derivable fromthe
exanples given in (2), nanely that the substitution of
various other gumingredients for a portion of xanthan
gum |l eads to a nore rapid rel ease of the drug (see for
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nore details point 5.2 below).

Consequently, the data provided in the MCal

decl aration make it, in the board' s judgnent,
sufficiently and plausibly clear that the significantly
i nproved rel ease properties indeed result fromthe use
of the conbination of xanthan gum and | ocust bean gum
with an inert filler in the stated proportions, as
conpared to the use of the sane inert filler with

xant han or | ocust bean guns al one. These data are,

nor eover, consistent with the data presented in the
application as filed and the patent as granted.
Therefore on the basis of the conparative data provi ded
and in the absence on any evidence to the contrary, the
board considers it sufficiently plausible that the
beneficial effects reported in the McCall declaration
can be achieved with a broad variety of different drugs
and is accordingly satisfied that the technical problem
is solved inits entirety.

It still remains to be determ ned whet her the
requi renent of inventive step is net by the cl ai ned
subj ect-matter

In citation (2), it is stated that the use of xanthan
gum or a carrier conprising a major proportion of
xanthan gum all ows | ower |evels of sustained rel ease
carrier to be used than heretofore suggested and
general ly provides a slower release of active
ingredient into the body as conpared to the use of
naturally occurring hydrophilic guns (see especially
page 3, lines 11 to 22; page 6, lines 13 to 31).

Gal act omannan is specifically nentioned in (2) as one
of the sustained release carriers which "nust, in
general, conprise a large proportion of the dosage form
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to provide a suitable sustained rel ease” (see page 1,
lines 24 to 30). Further, citation (2) goes on to say
that "not all guns having hydrophilic properties wll
be suitable per se to provide sustained rel ease
formul ati ons"” (see page 1, lines 30 to 33).
Consequently, there is no technical teaching or
suggestion citation (2) encouraging the skilled man to
take into account the proposed solution of the patent
in suit.

Mor eover, a conparison of the rel ease characteristics
of three different oral dosage forns for the sane

medi canment (i buprofen), reported in Exanples 1 to 3 of
(2) [see Exanple 1, sustained release material: xanthan
gum as the sol e gum conponent; Exanple 2, sustained

rel ease material: xanthan gumin conbination with

hydr oxypr opyl cel | ul ose and carrageenan gum Exanple 3,
sustai ned rel ease materi al: xanthan gumin conbi nation
W th sodium al ginate], reveals that the substitution of
other gumingredients for a proportion of xanthan gum
(see Exanples 2 and 3) lead to a nore rapid rel ease of
the drug, as opposed to the xanthan gunilocust bean gum
conbi nation suggested in the patent in suit.

Simlarly, all the Exanples 7, 10 and 11 in (2)
conprise a total anmount of 15% gum and are ot herw se

i dentical but for the proportion of sodium al gi nate
substituted for xanthan gum Neverthel ess, the
substitution of increasing proportions of sodium

al ginate for xanthan gum causes the dissolution rate Tg
and accordingly the rel ease characteristics to decrease
from?7.8 hours [Exanple 7; sustained rel ease nmateri al:
15% xant han gum as the sol e gum conponent], to 7 hours
[ Exanpl e 11; sustained release material: 10% xant han
gumin conbination with 5% sodi um al gi nate] and further
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to 5.7 hours [Exanple 10; sustained rel ease material:
7.5% xanthan gumin conbination with 7.5% sodi um
al gi nate] .

In view of the aforenmentioned observations, there is
clearly no teaching or hint in citation (2) suggesting
to a person skilled in the art that there would be any
benefit in conbining the essential hydrophilic slow
rel ease material used in (2), ie the

het er opol ysacchari de xanthan gum w th any ot her
material, let alone that any beneficial effects could
be achi eved by conbi ni ng xanthan with a pol ysacchari de
material, such as |ocust bean gum or gear gum capable
of cross-Ilinking the xanthan gum when exposed to
aqueous solutions and, in particular, to gastric fluid.

As far as the technical teaching of citations (1) and
(4) is concerned, both citations relate only to bucca
tablets for adm nistration of drugs by absorption

t hrough the buccal nucosa of the nouth. The appell ant
itself admtted in the appeal statenent (see especially
paragraph 9.3) that a substantial distinction exists
bet ween the conditions for release of the drug in the
nmout h t hrough the buccal nucosa and the conditions in
the gastrointestinal tract. This has noreover already
been acknow edged on page 2 of citation (2), where it
is stated in lines 20-31 as follows: " Xanthan gumis
al so known to have a synergistic swelling action in
conmbi nation with | ocust bean gum This conbination is
disclosed in (1) which relates to a tablet adapted to
di ssolve in the nouth over a period up to two hours.
These tablets require the presence of a very |arge
proportion of nonosaccharide or disaccharide (ie of the
order of 70% or nore), but only a very snmall anpunt of
t he xant han/| ocust bean gum conbi nation in order to
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function effectively to satisfy the particul ar
requi renents of a buccal tablet.”

As a consequence of the different physical and
physi ol ogi cal conditions in which a buccal tablet is
designed to performversus the conditions in the
gastrointestinal tract, a buccal tablet would be

conpl etely unsuitable for satisfying the particul ar
requi renents of an oral dose tablet which is used to
provi de, upon oral ingestion and contact with gastric
fluid, a constant rate of sustained release of the
medi canent in the gastrointestinal tract over a period
of up to 20 hours or nore. Consequently, one skilled in
the art also had no reason or incentive to conbine the
teaching of (1) or (4) with that of (2).

As can be derived fromthe observations in point 3.5
above, citation (5) does neither disclose nor in any
way suggest the use of the conbination of xanthan gum
and gal act omannan gum as a sustai ned rel ease exci pi ent
for oral tablets.

Mor eover, the proper function of the sustained rel ease
tablet in (5) necessarily depends on the use of very
specific excipients or diluents in substantial anounts,
in addition to xanthan and the mannans or gal actans or
their mxture, nanely silicic acid,

di net hyl pol ysi | oxane and m croni zed seaweed. None of
themis used for the slow rel ease granul ation or the
tabl et according to the clained the invention.
Consequently, the teaching of citation (5), taken
either individually or in conmbination wth that of (2),
failed to provide any useful suggestion or hint

what soever |eading those skilled in the art in the
direction of the clainmed invention.
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5.6 The results reported in citation (9a) for a
t heophyl I i ne tabl et containing the xanthan gum | ocust
bean gum or xant han guni gear bean gum conbi nati on as
the hydrophilic slow rel ease material in various rates
provi de cl ear evidence that such conbi nations
t hensel ves do not necessarily lead to an inprovenent in
the sustained rel ease properties of the tablet carrier
or a sustained release tablet containing such carrier
(see for nore details point 4.5 above). To the
contrary, based on the results in (9a), one skilled in
the art woul d necessarily conclude that drug rel ease
utilizing a carrier having an xant han guni| ocust gum or
gear gum m xture woul d be undesirably faster than with
xant han gum al one.

Consequently, there is no suggestion in (9a) by which
one coul d foresee the unexpectedly beneficial results
obtai ned wth an oral dosage tablet for sustained

rel ease of the nedicanent in the gastrointestinal tract
havi ng the particul ar xant han/| ocust bean gum carrier
as called for in clains 1, 15 and 19 of the patent in
suit.

5.7 The appellant relied repeatedly on the argunent that
the synergistic increase in the viscosity of xanthan
gum and | ocust bean gum had been known for nany years
and was, at the priority date, even part of the comon
speci al i st know edge. According to the appellant, those
skilled in the art were |ikew se aware of the optinum
viscosity requirenents for the sustained rel ease
carrier in-vivo and knew the explicit statenent in (2)
according to which 50% xant han gum coul d be repl aced by
anot her sustai ned rel ease polyner, including |ocust
bean gum The skilled person, having this conbined
know edge and seeking to inprove the rel ease properties

1658.D Y A
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of the known sl ow rel ease tablets, would have
reasonably concluded, in the appellant’s opinion, that
for maximumflexibility of the release profile xanthan
gum acting through the gastrointestinal tract, would
be best conplenented with | ocust bean gum

However, contrary to what the appellant appears to
suggest, the results in citations (9a) and (2) provide
appropriate evidence that the nere knowl edge of the
synergistic increase in the viscosity of xanthan gum
and | ocust bean gum or the synergistic swelling action
of xanthan gumw th [ ocust bean gum woul d not open the
way to a sustained release carrier or tablet having the
advant ageous rel ease properties shown in the patent in
suit. Instead, the teaching in the cited prior art
makes it clear that the desired rel ease properties are
not only based on the sole effect of using the
xant han/ | ocust bean conbi nati on as the hydrophilic
material, but also result fromthe advantageous
interaction of all the technical features in clains 1,
15 and 19. There is no prior art available in the
proceedi ngs suggesting to a person skilled in the art
that the technical problem posed could successfully be
sol ved by the particular conbi nati on of the technica
features of the present clains.

The appellant's argunent in the appeal statenent that
the om ssion of the active ingredient fromthe
formulations in citation (2) yields the subject-nmatter
of present claim11l is unfounded and therefore
unacceptable. GCtation (2) and all the other citations
as well fail to disclose a directly conpressible pre-
manuf actured (pre-granul ated) slow rel ease granul ation
for use as a pharnaceutical excipient (see clains 1,
19) which can be mxed wth the desired anount of any
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desired therapeutically active nedicanment to provide a
final blend suitable for direct conpression into a
tablet (see clains 15, 19).

The skilled reader of the citations on the one hand,
and the disclosure of the clainmed invention, on the
ot her, would, in the board s judgnent, inmmediately
realise that a different distribution of the active
drug in the pharnaceutical excipient is achieved,
dependi ng on

(1) whet her the powdery conponents of the excipient
are first mxed with the drug and the resulting
blend is then either directly conpressed into
tabl ets or subjected to granulation prior to its
conpression into tablets [either one of these
nethods is used in all prior art
docunents avail able in the proceedi ngs],

(i) or a nmethod is used wherein the powdery
conponents are mxed in the absence of the drug
and a pre-manufactured granulation is forned,
whi ch is subsequently m xed with the drug, and
the resulting final blend is then directly
conpressed to forma tablet [as is the case in
the clained invention].

In the first case (i) the active drug will be randomy
di stributed within the powdery blend or each single
granul e of the granul ate and accordingly also within
the conpleted tablet, while in the second case (ii) the
active drug will be |located mainly on the outer shel

of the pre-manufactured granules, resulting in a
particular distribution of the drug in the tablet. The
respondent has expl ained during the oral proceedings to
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the satisfaction of the board that the specific
swelling properties of the hydrophilic slow rel ease
material used in the patent in suit in conbination with
the particular distribution of the active drug in the
matrix, resulting fromthe provision of a pre-

manuf actured granul ated sl ow rel ease excipient, jointly
contribute to the inproved rel ease properties of the
medi canent in the gastrointestinal tract and
accordingly to the successful solution of the stated

pr obl em

There is absolutely nothing in the cited state of the
art to suggest to a person skilled in the art the

nmet hod of bl endi ng the powders including guns and inert
ingredients in the absence of the drug, as clained in
the patent in suit, to provide a premanufactured, free-
flowi ng granulation (see claim1), which can | ater be
m xed wth a broad variety of different drugs and
subjected to direct conpression to forma sustai ned
oral dosage tablet (clainms 15, 19), allowing for a nore
constant rate of sustained delivery of the nedi canent
in the gastrointestinal tract.

For all these reasons, the subject matter of clains 1
and 15 does involve an inventive step and is all owable
pursuant to Article 52(1) and Article 56 EPC

Claim19 is directed to a nmethod for preparing the new
and i nventive slow rel ease tablet according to claim 15
by m xing the nedi canent with the new and i nventive
premanuf actured sl ow rel ease granul ati on and direct
conpression of the resulting blend into the tablet.
Thus it is also allowable.

Dependent Clains 2 to 14, 16 to 18 and 20 relate to
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specific el aborations of the subject-matter as clai ned
in the respective independent clains on which they
depend and are therefore also all owabl e.

The Enl arged Board of Appeal has interpreted the

provi sions of Article 113(1) EPC concerning the right
to be heard as neaning that a decision against a party
whi ch has been duly sumoned but which fails to appear
at oral proceedings nmay not be based on facts put
forward for the first tinme during those ora
proceedi ngs (see decision G 4/92, QJ EPO 1994, 149,
Conclusion 1). Notwithstanding this, in its decision
the Enl arged Board of Appeal clearly viewed the
possibility of holding hearings in a party's absence,
as provided for in Rule 71(2) EPC, in relation to the
need for proper adm nistration of justice, in the
interests of which no party should be able to delay the
i ssue of a decision by failing to appear at ora
proceedi ngs (see especially point 4 of the reasons).
This can only nean that parties to the proceedi ngs nust
expect that, on the basis of the established and
plainly relevant facts, any decision my go agai nst
them It can further be inferred fromthis, in the
board' s opinion, that a decision against an absent
party nmay be based on a nodified request discussed for
the first tinme during oral proceedings, at least if the
stage reached is such that the absent - albeit duly
sumoned - party coul d have expected such a nodified
request to be filed and di scussed and was aware from
the proceedings to date of the actual bases on which it
woul d be judged. Applying the principles elucidated
above to the present case, the board' s conclusions are
the foll ow ng:

First, in the appeal statenent the appellant maintained
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its objections, inter alia, to the patentability of the
subject-matter of clains 15 to 17 as granted. In these
circunstances, it could legitimtely have expected that
the respondent woul d anend the patent by deletion of
the attacked clains 15 to 17 and that the case woul d be
di scussed during the hearings before the board on the
basis of a consequentially nodified request.

Second, the extent of the patent was anended during the
oral proceedings before the board in a restrictive way
and only in so far as the subject-matter of Cains 15
to 17 as granted was deleted conpletely. Wile this
anmendnent has the effect that the scope of the
protection afforded has been considerably reduced,
clainms 1 to 14 and 18 to 23, which have been nai ntai ned
as renunbered clains 1 to 20, remain entirely unchanged
as conpared to the corresponding clains formng the
basis for the decision under appeal. This being the
case, the appellant had in the course of the appea
proceedi ngs a sufficient opportunity to present in
witing its comments on the subject-matter of virtually
all remaining clains 1 to 20 form ng the respondent's
current request.

Thirdly, the decision to naintain the patent in anended
formis entirely based on grounds, facts and evi dence
whi ch were already known to the appellant fromthe
proceedi ngs before the opposition division and which
were again brought to the appellant's attention during
t he appeal proceedings. |f the appellant preferred not
to attend the oral proceedings - which it too had
requested - it availed itself of the opportunity to
present its comments during the oral proceedi ngs before
t he board.
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On the basis of the above considerations, the board is
of the opinion that, in the circunstances of the
present case, considering and deciding in substance on
t he mai ntenance of the patent in anended formin no way
conflicts with the conclusions of the Enlarged Board of
Appeal in decision G 4/92 and does not contravene the
appel lant's procedural rights as laid down in

Article 113(1) EPC, in spite of its absence during ora
proceedi ngs.

For these reasons it is decided that:

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

2. The case is remtted to the departnent of first
instance with the order to naintain the patent as
amended with the clains in the respondent’'s request
filed during the oral proceedings on 13 June 2001 and
any adaptation of the description considered necessary
by the opposition division.

The Regi strar: The Chairman

A. Townend P. A M Lancgon
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