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Summary of Facts and Subm ssi ons
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Eur opean patent application No. 01 201 824.8 published
as EP 1 147 771 is a divisional application of the
parent application No. 96 930 817.0, which was filed as
i nternational application WO 97/09042.

The appeal lies froma decision of the exam ning
di vision refusing the patent application under
Article 97(1) EPC

The deci sion was based on the main request filed with
the fax of 28 January 2003, and on the first and second
auxiliary requests filed with the letter of 10 January
2003.

Claim1 of the main request read as foll ows:

"1. A pharnmaceutical fornulation conprising anoxycillin
and clavul anate which is in the formof a powder or
granul ar product adapted for reconstitution into a
suspension or solution and is further adapted to
provide a unit dosage of from75 to 115 ny/ kg/ day of
anoxycillin and from5 to 7.5 ng/kg/day of clavul anate
for a paediatric patient, which unit dosage is
adm ni stered every 12h, such that the ratio of
anmoxycillin and clavul anate is 14:1."

The follow ng docunents were cited inter alia during
t he proceedi ngs:

(1) S. Baron, P. Bégué, Ann. Pédiatr., 1991, 38(8),
549- 555
(8) WD 91/15197
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(23) WD 94/16696
(26) J. Astruc, Ann. Pédiatr., 1992, 39(2), 142-148
(28) R Dagan, Int. J. Infect. D's., 2003,

7(Suppl ement 1), S21-S26

The exam ni ng divi sion considered that the subject-
matter of the main request and of the first and second
auxiliary requests |acked an inventive step

(Article 56 EPC)

The exam ni ng division defined docunent (8) to be the
closest prior art, in particular the sachet disclosed
in Exanple 3 conprising anoxycillin and clavul anate in
aratio of 12:1 in a dry powder formulation for

di ssol uti on.

The exam ni ng divi sion considered that the whole
devel opnment illustrated by a nunber of prior art
docunents clearly showed a tendency towards increased
anounts of anoxycillin relative to clavul anate, and
that it was therefore within the normal routine of a
skilled person to adapt the existing formulations in
this direction to arrive at a ratio of 14:1, even in
the case of paediatric patients.

The exam ning division did not consider that the post-
publ i shed conparative data submtted supported an

i nventive step, since conparison had been made wth
formul ati ons having a anoxycillin/clavul anate rati o of
7:1. Moreover, the exam ning division was of the

opi nion that the inprovenents denonstrated were not
surprising in view of the greater amounts of

anoxycillin used in order to achieve a ratio of 14:1
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(1.e. 90/6.4 ng/kg/day) with respect to that chosen for
conmpari son, namely, 45/6.4 ng/kg/day.

Hence, in the exam ning division's view, the subject-
matter clained in the main request |acked an inventive
st ep.

The exam ning division further considered that the
subject-matter of the first and second auxiliary
requests | acked an inventive step for anal ogous reasons
as set out for the main request.

The appel l ant (applicant) | odged an appeal against this
decision and filed grounds of appeal and further
docunents.

In two communi cations and in the comuni cation sent as
an annex to the summons to oral proceedings, the board
inter alia expressed doubts as to whether the subject-
matter of the requests on file were in conformty wth
the requirements of Articles 76(1), 123(2) and 84 EPC.

In addition, with the sumons to oral proceedings,
inter alia docunment (26) was introduced into the
proceedi ngs. This docunent was known to the board and
to the appellant fromthe proceedi ngs of the parent
case (T0304/04-3302).

Wth the letter of 22 June 2007, the appellant filed a
new mai n (sole) request to replace the previous
requests on file. Cdaim1 of this request read as
fol |l ows:
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"1. A pharnmaceutical fornulation for paediatric dosing
conprising anoxycillin and clavul anate which is in the
formof a powder or granular product for reconstitution
into a suspension or solution, such that the weight
rati o of amoxycillin and clavul anate is 14:1."

In addition, the appellant requested that the case be
remtted to the first instance (Article 111(1) EPC) in
order to allow a proper consideration of the further
docunents introduced by the board with the summons to
oral proceedings.

Wth the letter of 9 July 2007, the appellant filed
addi ti onal docunent (28) as well as further argunents.

Oral proceedings were held before the board on
31 July 2007.

I nsofar as they are relevant to the present deci sion,
the appellant's argunents presented at oral proceedi ngs
may be sunmmarised as foll ows:

The appellant indicated that claim1 of the main
request related to a fornmul ati on adapted for paediatric
adm ni stration, which had been devel oped to provide an
enpiric treatnment in children of infections potentially
caused by drug-resistant Streptococcus pneunoni ae
(DRSP), in particular respiratory tract infections such
as otitis nedia.

The appel | ant di sagreed with the exam ning division's
choi ce of docunent (8) as closest prior art, which was
driven by structural considerations only, wthout
taking into account the probl em addressed by
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docunent (8), nanely, the problem of maintaining
anoxycillin in solution on reconstitution. Docunent (8)
was totally silent on how any of the fornul ations
descri bed therein m ght be used, beyond the general use
of treating bacterial infections.

The appel l ant subm tted that docunent (26) provided a
nore realistic starting point for assessing inventive
step since it disclosed fornulations having the highest
anoxycillin/clavul anate weight ratio, nanely 8:1, to
have been devel oped before the priority date for the
same purpose as that of the present invention.

Wth respect to docunent (23), the appellant was of the
opi nion that this docunent was further renoved fromthe
present invention than docunent (26), since the forner
was concerned with the treatnent of respiratory tract

i nfections caused by DRSP rather than an enpiric
treatment thereof, and was not specifically directed to
paedi atric patients. In addition, the only
anmoxycillin/clavul anate fornul ation specifically
exenplified therein was one with a weight ratio which
was equivalent to a 4:1 in man (page 9, lines 17-21).

Starting fromdocunent (26) as closest prior art, the
appel lant referred to post-published docunent (28),

whi ch summari sed data from docunents previously fil ed,
as providing evidence of an unexpected benefit of the
present 14:1 fornul ation. The appellant pointed to
Figure 3 disclosed in docunent (28) (page S25) as
denonstrating that the 14:1 formul ati on was nore
effective against S. pneunoniae and significantly nore
effective against H influenzae than the 7:1

formul ati on.
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The appel |l ant further argued that, even were the
problemto be solved to be defined as lying in the
provision of a further formulation conprising
anmoxycillin and clavul anate for the enpiric treatnent
in paediatric patients of infections potentially caused
by DRSP, an inventive step should neverthel ess be
acknow edged for the clained subject-matter.

The appellant submtted that the paediatric suspension
formul ati on having an anoxycillin/clavul anate wei ght
ratio of 8:1 as disclosed in docunent (26) had been
shown to provide an effective enpiric treatnent of
acute otitis nedia (AOM in infants. The appel |l ant

t herefore concluded that there would be no notivation
to further nodify the 8:1 ratio, let alone to target
the present ratio of 14:1.

Wth respect to docunent (23), the appellant contended
that the teaching fromthis docunent as a whole was to
use nore clavul anate rather than | ess, which would | ead
to lower rather than higher ratios of amoxycillin to

cl avul anate. Thus, the skilled person would not have
any notivation to explore higher ratios, and certainly
not beyond the upper limt of 12:1 of the preferred
range of 1:1 to 12:1 disclosed in docunent (23) for

anmoxycil l'in/cl avul anate fornul ati ons.

No further argunents were added in respect of the
appellant's request for remttal of the case to the

first instance.

The appel | ant (applicant) requested that the decision
under appeal be set aside and that a patent be granted
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on the basis of the main (sole) request filed with the
letter of 22 June 2007, and that the case be remtted
to the first instance for further prosecution on the
basi s of said request.

Reasons for the Decision

2.2

2.3

1705.D

The appeal is adm ssible.

Claim1l of main and sol e request

The anmendnents introduced into claim1 of the main
request find their basis in the parent and divi sional
applications as originally filed (see page 2, line 11 -
page 4, line 25 of respective descripitons).

Claim1 of the main request therefore neets the
requirenments of Article 76(1) and 123(2) EPC.

Since none of the cited prior art docunents disclose a
phar maceuti cal fornulation conprising anoxycillin and
clavul anate in a weight ratio of 14:1, the novelty of
the subject-matter of present claim1l can be

acknow edged (Articles 52(1) and 54 EPC)

| nventive step

The board agrees with the appellant's analysis that
docunent (26) represents the closest prior art.

Thi s docunment relates to a clinical study into the
treatment of AOMin patients aged three nonths to three
years (see page 142, Summary, first sentence).
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Pneunpococcus is listed in the introduction as one of

t he nost preval ent pat hogens in AOM (page 143, left-
hand col umm, third paragraph). The foll ow ng paragraph
in the introduction discloses the problemof recurrent
AOM and the resulting increase in resistance to
conventional antibiotics. The introduction then goes on
to di scuss the consequences of inappropriate treatnent,
and the fact Augnentin (i.e. a mxture of anoxycillin
and cl avul anate) has been conventionally used in a
first-line treatnment of AOMin infants (see page 143,
ri ght-hand col um).

The oral paediatric drops studied in docunent (26)
contain 100 ng of anoxycillin and 12.5 ng of

clavul anate per mllilitre (weight ratio 8:1), i.e. the
sanme anounts of clavul anate as Augnentin and greater
anounts of anoxycillin (page 144, |eft-hand col um,
third and fourth conpl ete paragraphs).

The object of the study was to exam ne the therapeutic
efficacy and tolerability of this paediatric
formul ati on whereby the daily dosage of anmoxycillin was
80 ny/ kg/ day admi nistered three or four tinmes a day.
(page 144, left-hand colum, |ast paragraph). It is
noted that it is not explicitly stated in docunent (26)
that the dosage of 80 ng/kg/day refers to the daily
dosage of anmoxycillin rather than to the total weight
of fornul ation; however, this can be inferred fromthe
content of docunent (26), since the daily dosage
commonly used for the therapy of otitis is expressed in
terns of the anount of anoxycillin prescribed (page 144,
| eft-hand col um, second conpl ete paragraph).
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The treatnment disclosed in docunent (26) is enpiric in
t he sense that the patients were not sel ected according
to the nature or the susceptibility of the causative
pat hogens (see page 144, right-hand colum, second to
si xt h paragraphs).

Docunent (26) concludes that the study confirms the
effectiveness and safety of the new fornul ation (see
page 143, right-hand colum, |ast three sentences of
Summary and page 147, right-hand col um, "Concl usion").

Having regard to this prior art, the problemto be
solved lies in the provision of a further
phar maceuti cal fornulation conprising anoxycillin and

cl avul anat e.

The solution as defined in claiml relates to a
formul ati on characterised by the fact that the weight
ratio of amoxycillin to clavulanate is 14:1 and that
the formulation is in the formof a powder or granul ar
product, which is suitable for reconstitution into a

suspensi on or sol ution.

It is noted that the feature "for paediatric dosing"
appearing in claim1 can only be understood to nean
that the fornulation has to be suitable for

adm nistration in paediatric patients. Since it is well
known in the art that suspensions and solutions are
suitable for paediatric dosing, this feature does not
further limt the clainmed subject-matter. This was not
di sputed by the appell ant.
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Having regard to the experinental results reported in
exanple 3 of the present description, the board is
satisfied that the probl em has been pl ausibly sol ved.

It remains to be investigated whether the proposed
solution is obvious to the skilled person in the |ight
of the prior art.

As outlined above, docunment (26) discloses an oral
paedi atric fornulation in the formof drops containing
anmoxycillin and clavul anate in a weight ratio of 8:1 as
well as its use in the enpiric treatnment of AOMin

i nfants.

When starting fromthis formulation, the skilled person
working in the field of antibiotic therapy of
respiratory tract infections and faced with the above-
menti oned probl em woul d be aware of docunent (23).

Thi s docunent discloses the use of clavulanate in
conmbination with b-lactam anti biotics, preferably
amoxycillin, in the treatnent of bacterial infections
caused by b-lactamase negative penicillin resistant

pat hogens such as S. pneunoniae (in addition to sone b-
| act amase positive strains). In particular,

docunent (23) discloses inter alia the treatnment of
otitis media and respiratory tract infections (see
page 2, lines 17-24 and page 4, lines 2-14).

It is further disclosed in docunent (23) that, in view
of the extrene noisture sensitivity of clavul anate,
aqueous suspensions or solutions nmust be provided as
dry solids for reconstitution with water shortly before
adm ni stration (page 6, lines 17-29).
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Therefore, it would be an obvi ous neasure for the
skilled person faced with the above-nenti oned probl em
to provide the formulation in the formof a powder or
granul ar product rather than in the formof the

reconstituted solution or suspension.

As regards the possible ratios of clavulanate to

anti bacterial agent, docunent (23) discloses that this
may vary within a wide range, for exanple, from1l:1 to
1: 30, nore particularly, from1:1 to 1:12 (page 7,
lines 12-17). A preferred conbination is clavul anate
with amoxycillin in a ratio range from1:1 to 1:12
(page 7, lines 27-29).

Accordingly, the skilled person faced with the problem
defined above is led by the teaching of document (23)
to nodify the proportions of antibacterial agent
relative to clavul anate. Hence, the increase of the
ratio of amoxycillin to clavulanate from8:1 to 14:1
must be viewed as being an obvious nodification within

t he teachi ng of docunment (23).

Consequently, the subject-matter of claim1l of the main
request lacks an inventive step (Articles 52(1) and 56
EPC) in view of the contents of docunents (26) and (23).

The appellant's argunents in favour of inventive step
do not hold for the follow ng reasons:

It cannot be accepted that the clained subject-matter
pl ausi bl y sol ves the purported problem of providing an
i nproved pharmaceutical fornulation conprising

amoxycillin and cl avul anat e:



1705.D

- 12 - T 0214/ 04

According to the consistent case | aw of the boards of
appeal, if conparative tests are chosen to denonstrate
an inventive step with an inproved effect, the
conparison with the closest state of the art nust be
such that the effect is convincingly shown to have its
origin in the distinguishing feature of the invention.

The di stinguishing feature of the subject-matter as
claimed in present claim1l relevant for the

anti bacterial effect is the weight ratio of anoxycillin
to clavul anate of 14:1.

In the conparative data referred to by the appell ant
(see particularly docunent (28), page S25, Figure 3),
an anoxycil lin/clavul anate dosage regi men of

90/6.4 nmg/ kg (ratio 14:1) per day is conpared with a
dosage reginen of 45/6.4 ng/kg (ratio 7:1) per day. In
other words, the ratio of anoxycillin to clavulanate is
i ncreased by doubling the daily dosage of anmoxycillin
and keeping the daily dosage of clavul anate constant.

Based on this evidence alone, it cannot be concl uded
that the ratio of anoxycillin to clavulanate of 14:1 is
at the origin of any inprovenent, independently of the
absol ute daily amounts of the active ingredients

adm ni stered. Thus, for exanple, no conclusion can be
reached as to whether any inprovenent woul d be

mai ntai ned were the ratio of anmoxycillin to clavul anate
to be increased by keeping the daily dosage of
anoxycillin constant and decreasing the daily dosage of
clavul anate, or with respect to the dosage regi nen of
80/ 10 ng/ kg per day disclosed in docunent (26).
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The appellant's argunent that the skilled person would
not be notivated to nodify the anmoxycillin/clavul anate
ratio of 8:1 disclosed in docunent (26) is also not

convi nci ng.

What the skilled person would be notivated to do
depends on the problemthat it wishes to solve. In the
present case the problemto be solved is to provide
further pharmaceutical fornulations conprising
amoxycillin and clavul anate. The prior art available to
the skilled person is replete with exanpl es of
formul ati ons contai ning anmoxycillin and clavul anate in
various proportions, as illustrated by docunments (1),
(8), (23) and (26). Hence, the skilled person would
certainly consider such nodifications as a solution to
t he above-nenti oned probl em

Wth respect to the appellant's argunent that the
teachi ng of docunment (23) would di ssuade the skilled
person from going to anmoxycillin to clavul anate rati os
of greater than 12:1, it has to be noted that the
teachi ng of docunment (23) is not confined to its
preferred enbodi nents.

As outlined above, ratios of antibacterial agent to

cl avul anate are generally disclosed in docunent (23) to
be from30:1 to 1:1. Thus, the amount of clavul anate is
taught in docunment (23) to be at nost equal to or nuch

| ower than the anobunt of anti bacterial agent.

Consequently, the fact that the preferred range

di scl osed in docunent (23) for the ratio of anoxycillin
to clavul anate has an upper limt of 12:1 cannot be
regarded as representing a prejudice that would
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di ssuade the skilled person from applying the nore
general teaching of docunent (23).

Thus, the main and sole request is rejected for |ack of
inventive step of claim1l (Articles 52(1) and 56 EPC)

Rem ttal

Wth respect to the appellant's request for remttal to
t he departnent of first instance, it has to be
remenbered that the board has the discretionary power
to decide on the remttal to the first instance
(Article 111(1) EPC) after consideration of the nerits
of each case. There is no absolute right to two
instances in the sense of a party being entitled in al
ci rcunstances to have every aspect of its case exam ned

by two instances.

In the present case, there is a clear reference in
docunent (1), which was already cited in the European
Search Report drawn up for the present application, to
the formul ati on of document (26): docunent (1)
specifically | ooks forward to the availability of a
paedi atric fornul ati on of Augnentin supplenented with
extra amoxycillin to a dose of 80 ny/kg/day (page 554,
right-hand colum, third conplete paragraph), i.e. the
formul ati on di sclosed in docunent (26). This was not

di sputed by the appell ant.

The introduction of docunent (26) cannot therefore be
regarded as having produced a "fresh case", since it
nmerely conpl enments the informati on of a docunent that
was al ready present in the proceedings.
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Thus, in view of the prior art already available in the
exam nation procedure and the reasoning relied upon in
t he deci sion under appeal (cf. Summary of Facts and
Submi ssions, point [1l), it is not to be expected that
t he exam ning division would reach a different
conclusion as a result of the introduction of

docunent (26). Therefore, remttal in the present case
is unjustified since it would not serve any
constructive purpose and woul d unnecessarily prol ong

t he procedure.
Finally, it is noted, but not decisive, that the
appel l ant was well aware of docunent (26) fromthe
proceedi ngs of the parent case (T0304/04-3302) and
t herefore cannot be said to have been taken by surprise
by this docunent.
The request of the appellant in this respect is
t heref ore refused.

O der

For these reasons it is decided that:

The appeal is dism ssed.

The Regi strar: The Chai r man:

A. Townend U GCswal d
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