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Summary of Facts and Submn ssions

0725.D

Eur opean patent application No. 93 906 266.7, published
under the PCT as WD 93/17 685, was refused pursuant to
Article 97(1) EPC by a decision of the exam ning

di vi sion posted on 23 March 1998; the decision was
based on the main request and an auxiliary request,
both filed during oral proceedings before the
opposition division held on 17 February 1998. The two

i ndependent cl ains of the main request were worded as
fol | ows:

"1l. A pharmaceutical fornul ation adapted for ora
adm ni stration conprising a pharmaceutical carrier;
enal april mal eate 20 ng and hydrochl orot hi azi de 6 ng.

3. The use of enalapril maleate 20 ng and

hydr ochl orot hi azide 6 ng in the manufacture of an

oral ly adm ni strabl e nedi canent for the treatnent of
hypertensi on and congestive hart failure, by once a day
adm ni stration."

Dependent clains 2 and 4 related to specific
el aborations of the fornulation according to claiml
and the use according to claim3 respectively.

The auxiliary request consisted of clains 1 and 2 of
t he above main request.

The stated ground for the refusal was that claim1l1 did
not involve an inventive step, having regard to the

di sclosure in citation (1), viz the publication by

L. Andrén et al. in Journal of Hypertension, Vol. 1
Suppl . 2, 1983, pages 384 to 386. The substance of the
reasoni ng given in the decision of the exam ning
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di vision was as foll ows:

The cl osest state of the art, which was citation (1),

di scl osed, inter alia, pharmaceutical conpositions
conprising 6.25 ng of hydrochl orothiazide in

conbi nation with either 10 ng or 40 ng of enalapril.
Claim1 in the present application was directed to a
closely rel ated pharnmaceutical conposition conprising 6
ng hydr ochl orot hi azide in conbination with 20 ng

enal april nmaleate, corresponding to 15.3 ng enal april.

As the proportion of the enalapril conponent in the

cl ai med conposition fell within the range al ready
suggested for the conpositions disclosed in citation
(1), the sole nodification of the state of the art
consisted in the mnimal reduction of the proportion of
t he hydrochl orot hi azi de conponent. In the absence of
any evidence show ng that this obvious nodification was
unexpectedly associated with sone inprovenent in the
significant properties of the clained conposition, no

i nventive step could be acknow edged.

The appel |l ant (applicant) | odged an appeal against this
deci sion and requested oral proceedings. In the
statenent setting out the grounds of appeal it
requested that a patent be granted on the basis of the
annexed set of four clainms which were identical with
those of the main request refused by the inpugned

deci sion (cf. paragraph | above).

Further, the appellant submitted in the appea
statenent, inter alia, that a head-to-head conparison
of 20 ng (enalapril maleate)/6.25 ny
(hydrochl orot hi azi de) vs. 20 ng/6.00 ng conbi nati ons
for patent purposes alone was not permtted under the
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"Hel si nki Final Act" barring clinical trials which do
not aimat a substantial alleviation of hunman ill ness.

The board issued a conmuni cation to the appel |l ant under
Article 110(2) EPC, indicating that, if the appellant
was i ndeed not allowed to conduct such clinical trials,
it should seek to prove any all eged beneficial effect
or advantage associated with the clainmed invention in
one or nore other ways.

An oral hearing was held on 16 March 2001. Followi ng a
detai |l ed di scussion of the request submtted with the
appeal statenent, the appellant requested a short

adj ournnent of the oral proceedi ngs for deliberation.
After resunption of the hearing the appellant w thdrew
his previous request and filed a new main request
conprising two clainms. Caim1l corresponds to claim3
of the main request refused by the inpugnhed decision
(cf. paragraph | above) with the foll ow ng additions at
the end of claiml indicated in bold italic letters

bel ow:

"1l. The use of enalapril maleate 20 ng and
hydr ochl or ot hi azi de 6 ng

once a day adm nistration, having greater efficacy in
reduci ng el evated bl ood pressure to normal |evels than

20 ng enal april nal eate nonot herapy. "

Dependent claim 2 corresponds to dependent claim4 of
the main request refused by the inpugned deci sion.

The appel |l ant's subm ssions presented in the appea
statenent and during the oral proceedi ngs can be
summari sed as foll ows:
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Al t hough nunerous conbi nations of various

anti hypertensi ve agents and hydrochl orot hi azi de were on
the market before the priority date of the present
appl i cation, none of these contained |less than 12.5 ng
hydr ochl or ot hi azi de. The skill ed person would thus not
consi der that a conbination of an ACE inhibitor, such
as enal april, and hydrochl orothi azi de at an anount of 6
ng woul d have any chance of success as a narketed
product. As the present application was directed to a
clinical physician, a person with this qualification
woul d consi der actual marketed products to be the

cl osest prior art rather than the disclosure of
citation (1) describing the results of sone clinica
trials in patients wth essential hypertension.

Even if the board were to accept the exam ning

di vision's approach that citation (1) represented the
cl osest state of the art, the teaching of this docunent
woul d not be rel evant enough to prejudice the inventive
step of the clainmed invention. Ctation (1) disclosed
five different conbinations of enalapril and

hydr ochl or ot hi azi de. While the ratio of enal apri
(excluding the nal eate) to hydrochl orothiazide in
present claiml was 2.55, the ratios disclosed in (1)

of enalapril with the | owest dose of 6.25 ng

hydr ochl or ot hi azi de were either 1.6 (10 ng enal april)
or 6.4 (40 ng enalapril), and thus far renoved fromthe
rati o used in the clainmed conposition.

Mor eover, the person skilled in the art would
understand fromthe disclosure in (1) that a | ow dose
of enalapril and a | ow dose of hydrochl orot hi azi de had
a significant drawback in that potassiumlevels in
subj ects were reduced. This would have di ssuaded hi m
fromtrying conbinations containing | ow doses of
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hydr ochl or ot hi azi de.

The surprising findings, against the background of a
prejudice in the art against very |ow doses of

hydr ochl or ot hi azi de, that 6 ng of hydrochl orothi azi de
acted synergistically wwth enalapril, but was devoid of
adverse side effects, justified the acknow edgnent of
an inventive step.

The appellant's additional finding that the conbination
of enalapril nal eate and hydrochl orot hi azi de as defi ned
in claiml had greater efficacy in reducing blood
pressure to normal |evels than nonotherapy wth

enal april al one using the sane anobunt of enal apri

mal eate as present in the conbination, was |ikew se
nei t her di scl osed nor obviously derivable from
citation (1).

The appel | ant requests, that the decision under appea
be set aside and that a patent be granted on the basis
of the main request submtted during the ora

pr oceedi ngs.

Reasons for the Deci sion

1

0725.D

The appeal is adm ssible.

Al references bel ow to support for the present version
of the clains in the application as filed are to the

i nternational application as published under the PCT
(WD 93/ 17685) :

claiml1l is based on claim 10 when dependent on claim®6
in conjunction with the disclosure on page 3, lines 13
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to 16 and page 5, line 23 to page 6, line 3;
dependent claim2 finds its basis in Exanple 1,
entry A

The cl ai ns under consideration in the present decision
are therefore acceptabl e as being supported by the

di scl osure of the application as filed and conplying in
this formal respect with the provisions of Articles 84
and 123(2) EPC

The clains are drafted in conformty with the ruling of
decision G 5/83 (QJ EPO 1985, 64) and, accordingly, do
not conflict with Article 52(4) or Article 57 EPC (see
decision T 143/94, QJ EPO 1996, 430).

Present claim1l relates to the use of a conbination of
20 ng enal april naleate and 6 ng hydrochl orothi azide in
the manuf acture of a nedicanent. Novelty was not at

i ssue in the present case. Since none of the citations
avai l able to the board fromthe proceedi ngs before the
EPO di scl oses a nedi canent contai ni ng the above-
nment i oned conponents in the proportions as defined in
present claim1, the clained subject-matter in the
appl i cation under appeal is deenmed to be novel wthin

t he nmeaning of Article 54(1)EPC.

The appel l ant submitted in the statenent of grounds and
during the oral proceedings that the skilled addressee
of the present patent was a clinical physician, who
woul d read the specification in the context of the
nature of the products on the nmarket at the priority
date and who woul d, consequently, take actual marketed
products containing a conbination of an

anti hypertensi ve agent wi th hydrochl orothi azide to be
the cl osest state of the art. The board cannot agree.



4.1

4.2

0725.D

- 7 - T 0922/ 98

There may have been many reasons why a conpound was not
mar keted at a particular tine, but this cannot be
interpreted as a sign of inferiority in any respect. In
considering only marketed products to be representative
of the closest state of the art, the appellant is
concentrating on technical progress conpared with the
known products considered nost effective. Technica
progress is not a requirenent for a patent under the
Eur opean Patent Convention. It is true, of course, that
techni cal superiority mght be indicative of inventive
step if it specifically relates to the solution of the
problemarising in respect of the closest state of the

art.

However, technical progress by conparison with marketed
products representing |less close or structurally renote
prior art, as an alleged indication of inventive step,
cannot be a substitute for the denonstration of

i nventive step with regard to sone other, nore rel evant
known products which are, for this very reason, terned
the "closest"” state of the art. (see eg decision

T 181/82 " Spiro- Conpounds"/ Cl BA- GEl GY, QJ EPO, 9/ 1984,
401).

According to the established jurisprudence of the
Boards of Appeal (see "Case Law of the Boards of Appeal
of the European Patent O fice", 3rd edition 1998,

D. 3.1, pages 111 ff), the closest prior art for the
pur pose of objectively assessing inventive step is
general ly that which corresponds to the sane or a
simlar use as the clained invention and, at the sane
time, requires the m ni num of structural and functional
nodi fications to arrive at the clained subject-matter.
Whereas citation (1) disclosed that conbinations of the
ACE inhibitor enalapril and the diuretic
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hydr ochl orot hi azide in proportions very closely rel ated
to those suggested in the application under appeal are
effective in significantly reducing systolic and

di astolic bl ood pressure, none of the nmarketed products
referred to by the appellant contains the particul ar
conbi nation of the ACE inhibitor enalapril or a salt
thereof with hydrochl orothiazide as the active agents
and none of them has a hydrochl orot hi azi de content of

| ess than 12.5 ng.

In view of the foregoing considerations it is beyond
question that, in accordance with the finding of the
exam ni ng division (see paragraph Il above), citation
(1) referred to in the European search report
represents the closest available prior art to the
subj ect-matter of the application.

More specifically, (1) discloses the use of five

di fferent conbinations of E (enalapril) and H
(hydrochl orot hi azide) for the treatnent of patients
with mld or noderate hypertension by once a day

adm ni stration (see especially page 384, right-hand
colum lines 9 to 10). In the left-hand colum on

page 385 of citation (1), under the heading "Results",
it is stated: "The reduction in blood pressure was of
the sane magnitude in all the treatnent groups and
there was no significant difference in the bl ood
pressure response between the five different

conbi nations of E and H" : [group 1: E 10 ng and H 6. 25
ng; group 2: E 10 ng and H 12.5 ng; group 3: E 10 ny
and H 25 ng; group 4. E 40 ng and H 6.25 ng; group 5. E
40 ng and H 12.5 ng]. "Supine and standing heart rate
were not significantly changed. The nmean resting plasma
| evel s of potassiumwas 4.1 mmol/|. There was a slight
but significant decrease in potassiumconcentration in
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group 1 (0.20 mml/I1; P < 0.05) and in group 3 (0.27
mol/1; P < 0.05), while no significant change was
observed in the other groups.

Pl asma concentrati ons of sodium and uric acid renni ned
unchanged in all groups.”

In respect of the above-nentioned results reported in
(1) the appellant seeks to rely on the argunent that
the skilled person would understand fromthe teaching
of (1) that a conbination of a | ow dose of enal apri

and a | ow dose of hydrochl orot hi azi de had a significant
drawback in that potassiumlevels in subjects were
reduced. It has, however, failed to persuade the board
that the problemwas to find an inproved pharmaceutica
formul ati on overcom ng the above-nenti oned drawback.

Firstly, the authors of the clinical study reported in
citation (1) clearly indicate that the decrease in

pl asma pot assi um observed in two of the five groups
treated in (1) was "in no case of such a nagnitude that
pot assi um suppl enent ati on was consi dered necessary".
What they do actually say in citation (1) in the
context of the | ow dosage of hydrochl orot hi azi de used
is that "a potential advantage with such | ow dosage is
t hat dose-dependent side-effects, in particular the

t hi azi de-i nduced ones may be mnimzed" (see (1)

"Di scussion” bridging the |eft-hand right-hand col ums
on page 385). The alleged drawback, if it really

exi sted, could thus certainly not be considered as
significant.

Secondly, the decrease in potassium concentration can
neither be attributed, contrary to the appellant's
assertion, to the conbination of a | ow dose of
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enal april (10 ng) and a | ow dose of hydrochl orothi azi de
(6.25 ng), as used in (1) in the treatnment of the group
1 subjects, nor to a | ow dose of enalapril or a | ow
dose of hydrochl orothi azide. Thus, treatnent of the
group 3 subjects, wth a conbination conprising the
sanme | ow dose of 10 ng enal april and the maxi num dose
of hydrochl orot hiazide used in these clinical trials
(25 ngy), caused a simlar or even nore distinct
decrease in potassiumconcentration conpared with the
regimen used in the treatnent of the group 1 subjects.
On the other hand, treatnment of the group 4 subjects,

Wi th a conbi nation conprising the maxi num dose of 40 ny
enal april and the m ni nrum dose of hydrochl orot hi azi de
used in these clinical trials (6.25 ng), did not
provoke any significant change in potassium
concentration at all

Thirdly, and perhaps nost inportant, even if such an
al | eged drawback had i ndeed existed, the appellant
failed to provide any evidence show ng that it had
effectively been overcone by the provision of the

cl ai med pharmaceutical formnulation. Neither was an
expl anation given why such a small shift in the
proportion of the hydrochl orothi azi de conponent, ie
from6.25 ng to 6 ng, should have resulted in a
significant inprovenent in, or significantly different
properties of, the conbination defined in present
claim 1.

Nor is the argunment that such evi dence was unobtai nabl e
persuasi ve either. Apart fromthe fact that the

"Decl aration of Helsinki" (incorrectly called the

"Hel sinki Final Act" in the appeal statenent) is only a
recommendati on by the World Medical Assenbly rather
than a | aw by which the applicant was bound, the
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questi on whether or not certain experinents m ght be
probl ematic for ethical reasons represents at nost a
difficulty such as nmay arise in connection with the
testing or devel opnment of any invention and no
particul ar allowance can be nade to the appellant on
this ground. Indeed, this is why the board suggested to
the appellant in its conmmunication that the all eged
effect or advantage should be proved in one or nore
other ways, if clinical trials involving human subjects
were i ndeed prevented as suggested by the appell ant.

Consequently, the conclusion nust be drawn that the
addi ti onal advantages referred to by the appellant have
not been properly denonstrated. Such all eged but
unsupported advant ages cannot be taken into
consideration in the determ nation of the problem
underlying the application (see T 20/81, QJ EPO 1982,
217) .

In view of the above considerations, starting from (1)
as representing the closest state of the art, the
problemthe invention as clainmed in claim1l seeks to
solve may only be seen as that of providing a further
oral ly adm ni stered pharmaceutical fornulation for the
treatment of essential hypertension and disorders
associ ated therewth such as congestive heart failure,
by once a day adm ni stration.

In order to solve this problemthe appellant proposes
the use of a pharnaceutical fornulation conprising as
the active ingredients a conbination of enal apri

mal eat e and hydrochl orothi azide in the particul ar
proportions set out in claim1 (20 ng enal apri

mal eate, corresponding to 15.3 ng enalapril and 6 ng
hydr ochl orot hi azide). On the basis of the disclosure in
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the application under appeal and the additiona

evi dence submtted by the appellant during the ora
proceedi ngs, showi ng that treatnent of a group of
subjects with the conbination of 20 ng enal apri

mal eate and 6 ng hydrochl orot hi azide resulted in an
aver age reduction of SDBP (supine diastolic blood
pressure) of 7.3 mm Hg and SSBP (supi ne systolic bl ood
pressure) of 11.5 nmm Hg, the board is satisfied that

t he technical problem has been pl ausibly sol ved.

The skilled person seeking a solution to the stated
technical problemin the state of the art would have

| earned fromcitation (1) that the conbination of a | ow
dose of enalapril (10 ng) with a very | ow dose of

hydr ochl or ot hi azide (6.25 ng), as used in (1), in the
treatnment of the group 1 subjects, was found to be at

| east as effective as conbi nati ons of higher doses of
these drugs used in (1) in the treatnent of the group 2
to group 5 subjects.

A cl oser inspection of the tabulated test results
provided in Table 1 of (1) confirns that the group 1
treatnent (10 ng E and 6.25 ng H was even
significantly nore effective in reducing bl ood pressure
than the group 2 treatnent using 10 ng E and t he doubl e
dose of 12.5 ng H [see group 1. SSBP = -22, SSDP = -14
vs group 2: SSBP = -19, SSDP = -10; the sane is the
case for standing systolic blood pressure (StSBP) and
standi ng diastolic blood pressure (StDBP), see group 1:
StSBP = -19, StSDP = -10 vs group 2: StBP = -20 St SDP

= -7]. These results in (1) point the person skilled in
the art to the existence of a synergistic effect

bet ween enal april and hydrochl orot hi azi de at | ow doses
in the range of about 6 ng H.
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Consequently, on the basis of the beneficial results in
the substantial reduction of systolic and diastolic

bl ood pressure, achieved in (1) by using a | ow dosage
regimen for both active ingredients, and the additiona
advantages referred to at the end of the disclosure in
(1), nanely that the use of such | ow dosage regi nen may
result in a mnimsation of dose-dependent side-
effects, in particular thiazide-induced side-effects,
there existed absolutely no reason or incentive for a
person skilled in the art to increase the | ow dose of
hydr ochl or ot hi azide used in (1) in conbination with
enal april to any higher doses as used in the cited

mar ket ed products in conbination with antihypertensive
agents different fromenal april.

Once the solution to the stated problem by the

provi sion of a conbined fornmulation of a | ow dose of
enal april with a very | ow dose of hydrochl orot hi azi de
becane obvious to a person skilled in the art fromthe
cited prior art, determ nation of the optinum
proportion for either of the two active ingredients in
the formulation would then be purely a matter of
routine experinentation for the skilled practitioner.

Consi dering the cl oseness of the proportions of both
enal april and hydrochl orothiazide in the fornul ati on
used in claim1 of the application under appeal to
those in (1), there nust be an expectation of the
retention of their antihypertensive activity and
efficacy to the sane or at least to a simlar degree.
The m nimal reduction of the proportion of 6.25 ng Hto
6 mg Hwuld certainly not be expected by one skilled
in the art to have a significant effect on the

anti hypertensive activity of such conbinations with
enal apri | .
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Wth a viewto providing a further argunent in support
of inventive step of the clained solution over the
prior art of (1), the appellant pointed during the oral
proceedi ngs before the board to the greater efficacy of
the conbination of 20 ng enal april nmaleate and 6 ng
hydr ochl or ot hi azi de i n reduci ng el evated bl ood pressure
to normal levels as conpared to enal april nonot her apy
with 20 ng enal april naleate and argued that this
property of the conbined formulation used in claim(1)
was not disclosed in the cited docunent. This property
or effect, however, cannot formthe basis of an

i nventive step either.

Fromthe tabulated test results in Table 1 of (1) it is
clearly derivable that the conbination of 10 ng E and
6.25 ng His about as effective in reducing bl ood
pressure to nornal |evels as the conbination of the 4-
fold dose of enalapril and the sane | ow dose of

hydr ochl orot hiazide, ie 40 ng E and 6.25 ng H In the
board's judgnent, these data provided in (1)
necessarily inply to the skilled reader that the known
conbi nation of 10 ng E and 6.25 ng Hused in (1) had
i kewi se a greater efficacy in reducing el evated bl ood
pressure to nornmal |evels than enal april nonot herapy
usi ng the sane dose of enal april.

Even if one were nevertheless to accept that the
greater efficacy of the conbination of E and H defi ned
in claiml conpared with enal april nal eate nonot her apy
was neither explicitly nor inplicitly derivable from
the teaching of citation (1), this finding would nerely
anount to the detection of an extra effect (bonus)

whi ch was in the present case necessarily associ ated
with the obvious solution of the stated problem (see
points 6.1, 6.2 above). According to the consistent
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jurisprudence of the boards of appeal of the EPO, such
a bonus effect would, however, have to be disregarded
in the evaluation of an inventive step (see T 21/81, QJ
EPO 1983, 15).

Consequently, in the absence of any concl usive evidence
showi ng that the mnimal shift in the proportion of
hydr ochl orot hi azi de to the cl ai ned area was
unexpectedly associated with a beneficial effect, a
significant advantage or an inprovenent in the rel evant
properties of the particular formulation used in
claim11, the conclusion nust be drawn that the clai ned
use of the nedicament defined in claim1 shows only
predi ctable effects and is therefore obvious.

During the oral hearing the appellant referred, in
addition to citation (1), to the paper by A J. Jounela
et al, "Relation Between Low Dose of

Hydr ochl or ot hi azi de, Anti hypertensive Effect and
Adverse Effects”, published after the priority date of
t he application under appeal (11 March 1992) in Bl ood
Pressure, 3, pages 231 to 235, 1994 [ hereinafter
referred to as citation (2)], suggesting that this
docunent represented the general specialist know edge
about the effects of hydrochl orothiazide at the
priority date. Even if this were accepted as being
correct, it would not lead to a nore favourable result
for the appellant.

Al t hough citation (2) teaches in Table IV on page 234
that treatnment of subjects with a dose of 6 ng of

hydr ochl or ot hi azi de as the sole active agent did not
cause an increase in their plasma renin activity (PRA)
and, noreover, nmentions in the left-hand col um on
page 234 that 12.5 ng of hydrochl orothi azi de proved to
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be at the threshold of an effective anti hypertensive
response, this teaching is neither sufficient to
denonstrate the existence of a possible prejudice in
the art against using a conbination of 20 ng E nal eate
and 6 ng Hfor the effective reduction of systolic and
di astolic blood pressure in human subjects nor to deter
the person skilled in the art fromthe clai ned
solution. Thus, the skilled person with the know edge
of citation (2) would al so have known fromcitation
(1), which had been published in 1983, that, in
contrast to the effect of the diuretic

hydr ochl or ot hi azi de as the sol e nedi canent, the

conbi nation of the | ow dose of 10 ng E and the very | ow
dose of 6.25 ng H exhibits a strongly synergistic
effect in the treatnent of hypertensive patients and is
accordingly capable of effectively reducing diastolic
and systolic blood pressure to nornmal levels in human
subj ect s.

Consequently, the appellant's attenpt to denonstrate,
in reliance on the disclosure of (2), that a prejudice
agai nst the clained invention had existed in the art or
that the skilled person would have been diverted away
fromthe clained invention, nust |ikewi se fail for the
reasons gi ven above.

Finally, the board does not dispute that provision of
the fornmulation defined in claiml for the treatnent of
hypertensi on may have been a commerci al success.
However, commercial success alone is not to be regarded
as indicative of inventive step. In the present case,
even if the board were to accept that the clained
success is derived fromthe features defined in claim1l
and not fromother purely commercial causes, such
conmer ci al success cannot in itself be proof of
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I nventive step, when the technically rel evant

exam nation of the clainmed subject-matter leads to a
negative result (see Case Law of the Boards of Appea
of the EPO 3rd edition 1998, D. 7.5, pages 141 to
142) .

In conclusion, the clains of the appellant's current
request do not fulfill the requirenent of inventive
step and are therefore not patentable (Article 52(1) in
conjunction with Article 56 EPC).

For these reasons it is decided that:

The appeal is dism ssed.

The Regi strar: The Chairman

N. Maslin U OGswal d

0725.D



