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Summary of Facts and Subm ssi ons

2109.D

Eur opean Patent EP-0 327 283 claimng priority fromUS
151413 (2 February 1988) was granted on the basis of
ten clains for the Contracting States AT, BE, CH DE
FR, GB, IT, LI, LU NL and SE, clains 1 and 8 of which
read:

"1. A pharnaceutical conposition for reducing an
i mmunogl obul in E response in humans conprising an
effective anmount of an antagoni st to human
i nterl eukin-4 and a pharmaceutically acceptabl e

carrier."

"8. Use of an antagonist to human interleukin-4 for
the preparation of a therapeutic conposition
useful in reducing an i mmunogl obulin E response in

humans. "

The patent was opposed on the grounds of

Article 100(a)(b) EPC and its revocati on was requested
for lack of novelty (Article 54 EPC), inventive step
(Article 56 EPC) and industrial application (Article 57
EPC) and because the invention was not described in a
manner sufficiently clear and conplete for it to be
carried out by a skilled person (Article 83 EPC)

The opposition division revoked the patent in suit
pursuant to Article 102(1) EPC because the subject-
matter of the clains as granted and of the clains of
the auxiliary request submtted during oral proceedi ngs
did not fulfil the requirenents of Article 56 EPC in

vi ew of the teaching of docunents (28) and (38) (cf
infra, section IV) considered together.
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The follow ng docunents are nentioned in the present

deci si on:

(4) Dorland's Illustrated Medical Dictionary, twenty-
sixth edition, WB. Saunders Conpany, page 85

(5 F.D. Finkelman et al., Proceedings of the National
Acadeny of Sciences USA, 1986, Vol. 83, pages 9675
to 9678

(9) E. Maggi et al., La Ricerca din. Lab., 1987
Vol . 17, pages 363 to 367

(12) WE. Paul and J. Ghara, Ann. Rev. |nmmunol., 1987
Vol . 5, pages 429 to 459

(28) WO 87/ 02990

(38) 44th Meeting of The Anerican Acadeny of Allergy
and | munol ogy , March 11-16 1988, Anahei m
California in J. of Allergy and din. |nmmunol ogy,

January 1988, abstracts 539, 540 and 542

(39) Affidavit of M Arthur J. Levine and Certificate
of Copyright Registration Form SE

(42) Statutory declaration of Ms Thonpson dated
30 March 2000

(43) Declaration of Ms McKenzie dated 13 April 2000

(44) Statutory declaration of M Ritter dated
5 Decenber 1997
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(45) Letter of Ms Trunmbol d dated 25 March 1998

The patentee | odged an appeal against the decision of
the opposition division and in his statenment of grounds
of appeal only argued on the publication date of
docunent (38) and asked the Board to nmake an interim

deci sion on this issue.

The respondent in his response to the statenent of
grounds of appeal also considered solely the

avai lability to the public of docunent (38) before the
priority date of the patent in suit.

The Board issued a conmuni cation pursuant to

Article 11(1) of the Rules of procedure of the Boards
of appeal and indicated that the availability to the
public of docunent (38) before the priority date
appeared to be a major issue and that the Board did not
intend to make an interlocutory decision on this issue.
Further, the Board invited the appellant and the
respondent to submt their argunents in view of the
concl usi ons reached by the opposition division on
Articles 83, 54 and 56 EPC.

Nei t her the appellant nor the respondent answered the
conmuni cati on of the Board.

Oral proceedings were held on 7 January 2004 in the
sol e presence of the appellant who filed again the
auxiliary request that had al ready been consi dered by
the opposition division, clains 1 and 7 of which read:
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"1. A pharnaceutical conposition for reducing an
i mmunogl obul in E response in humans conprising an
effective amount of an antagoni st to human
i nterl eukin-4 and a pharmaceutically acceptabl e
carrier, said antagoni st to human interleukin-4
bei ng selected froma nonocl onal anti body capabl e
of bl ocking the i munogl obulin E enhanci ng
activity of human interleukin-4, a fragnent of a
nmonocl onal anti body capabl e of bl ocking the
i mrunogl obul in E enhancing activity of human
i nterl eukin-4, and a binding conposition
conprising the heavy chain variable region and
[ ight chain variable region of a nonocl onal
anti body capabl e of bl ocking the inmunoglobulin E
enhancing activity of human interl eukin-4."

"7. Use of an antagonist to human interleukin-4 for
the preparation of a therapeutic conposition
useful in reducing an i mmunogl obulin E response in
humans, said antagonist to human interl eukin-4
bei ng selected froma nonocl onal anti body capabl e
of bl ocking the i munogl obulin E enhanci ng
activity of human interleukin-4, a fragnent of a
nonocl onal anti body capabl e of bl ocking the
i mrunogl obul in E enhancing activity of human
i nterl eukin-4, and a binding conposition
conprising the heavy chain variable region and
[ ight chain variable region of a nonocl onal
ant i body capabl e of bl ocking the inmunogl obulin E
enhancing activity of human interl eukin-4."

X. (a) The appellant submtted that since the patentee, as
the sol e appellant, was not to be placed by the
deci sion of the Board in a situation worse than that

2109.D
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deci ded by the opposition division, the appeal was to
be restricted to i ssues which were not decided in
favour of the appellant, i.e. to issues relating to the
avai lability of document (38) to the public
(prohibition of reformatio in peius).

(b) As far as the availability to the public of
docunent (38) was concerned the appellant essentially
argued that, according to decision T 381/87 (EPO QJ
1990, 213), a docunment was nade available to the public
only by its delivery to the addressee. However, as
shown by docunents (42) and (43) none of the libraries
contacted in USA, France, CGermany and Engl and had
recei ved docunment (38) at a date earlier than

8 February 1988. In docunment (44) an inquiry to the
publ i shers of docunent (38) showed that there was no
record of the precise date of mailing of this docunent
to the subscribers. The date "January 12 1988"

menti oned under the heading "Date and nation of first
publication of this particular issue"” in the
"Certificate of Copyright Registration"” annexed to
docunent (39) only referred to the date at which
certain internal procedures for publication were

conpl eted at the publishers. This date had no bearing
on any date of receipt of document (38). Finally, in
docunent (45), "12 January 1988" was indicated as
publication date, but was not supported by any
docunent ary evi dence.

(c) The appellant defined the technical problem
underlying the patent in suit as the provision of an
alternative to the already existing conpositions

contai ning glucocorticoid steroids for the treatnent of
| gE di sorders and argued that the skilled person was
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not led to the solution clainmed in the main and

auxi liary requests by the disclosure of docunent (9),
since the | ast paragraph on page 366 on the role of
IL-4 in the induction of IgE synthesis was fornmul ated
in a cautious and di ssuasive manner and it was not
excluded fromthe teaching of Figure 1 on page 365 that
IL-4 was acting in concert with other undefined
substances to stinulate |IgE synthesis. However, w thout
t he know edge of a clear causal |ink between IL-4 and
the stimulation of IgE synthesis, the skilled person
woul d have had no reasonabl e expectation of success and
no notivation to prepare a pharnmaceutical conposition
contai ning an antagonist to |IL-4. Furthernore,
interferon-g used in docunent (9) to inhibit the action
of IL-4 was not an antagonist in the sense of the
patent in suit, since it was not specific for IL-4.

Si nce the nonocl onal antibody "11B11" disclosed in
docunent (5) was not specific for IL-4, but cross-
reacted wth another nolecule unrelated to IL-4, the
skilled person did not know whether the inhibition of
the stimulation of IgE synthesis caused in mce by IL-4
was due to the binding of the antibody to IL-4 or to
the unrel ated cross-reacting nol ecul e and was not | ed
to the solution defined in the clains of the auxiliary
request.

(a) The respondent in his answer to the statenment of
grounds of the appellant only focused on the

avai lability to the public of docunent (38) and argued
that it was a common practice of publishers to supply
| ocal subscribers before overseas subscribers, so that
it was not surprising that docunent (42) showed that
none of the libraries contacted in Europe had received
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docunent (38) before 4 March 1988. In addition, the
transit tinme of post between US and Europe coul d
reasonably be expected to be considerably |onger than
that for post within the US. Furthernore, docunment (39),
to which the certificate of copyright registration
(Form SE) for docunent (38) at the US Copyright Ofice
was annexed, nentioned "12 January 1988" as the date of
first publication”, the term"publication" being
defined in "Exhibit Q of document (39) as "the

di stribution of copies ... of a work... or the offering
to distribute copies ... to a group of persons..."

(b) I'n their opposition argunents an objection under
Article 57 EPC was rai sed.

(c) During the opposition procedure, the respondent
argued in view of Article 56 EPC that docunment (9)
showed the role of IL-4 in induction of human |IgE
synthesis in vitro and the antagonistic effect of
interferon-g In view of the need for an effective
treatment of allergic disorders in humans, free from
side-effects related to the use of glucocorticoid
steroids, the skilled person would have considered it
worthwhile to derive fromthe teaching of docunent (9)
a pharmaceutical conposition and its expectation of
success woul d have been high relative to the effort
required. Even nore, since docunent (28) provided him
with a purified reconbi nant human |L-4 which woul d have
enabled himto verify the teaching of docunment (9).

Mor eover, the skilled person would have been conforted
inthis attitude by the result obtained in mce where
the effect of IL-4 on IgE synthesis was antagoni zed by
muri ne nonocl onal antibody "11B11" (document (5)). The
fact that this anti body cross-reacted with a 14 kD
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peptide was irrelevant, since said peptide was, as
shown in docunent (12) unrelated to IL-4 and hence did
not interfere with the stinulation of IgE synthesis.

The appel | ant requested that the decision under appeal
be set aside and that the patent be nmaintained as
granted (main request) or on the basis of the auxiliary
request submtted in the oral proceedings.

The respondent inplicitly requested that the appeal be
di sm ssed.

Reasons for the Decision

Avai l ability to the public of docunment (38)

2109.D

Docunent (38) consists of three abstracts of
contributions for a scientific conference which was
held on March 11-16, 1988 in Anaheim California. The
abstracts were published in the January issue (= issue
No. 1) of 1988 of the Journal of Allergy and dinica

| mmunol ogy. Since the precise date of the publication
of this issue is in dispute, the board has to eval uate
the rel evant evidence submtted by the parti es.

The mai n piece of evidence on which the opponent relies
is a certificate of copyright registration submtted as
annex A to docunent (39) (the "Levine affidavit"). The
certificate uses the Form SE of the US Copyright Ofice
and relates to the January 1988 issue of the above
mentioned journal. It states under No. 2 that this
particular issue was first published on 12 January 1988.
The certificate is signed by A J. Freeland as
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aut hori sed agent of the publisher, the "C V. Msbhy
Conpany". The application for copyright registration
was received on 1 March 1988 by the Register of
Copyri ght .

It follows fromthe "Levine affidavit” that, according
to US copyright law (17 U S.C. 8§ 410(c)), the
certificate of a registration made before or within
five years after first publication of the work shall,
in all judicial proceedings, constitute prinma facie
evi dence of the validity of the copyright and of the
facts stated in the certificate. Furthernore, 17 U S.C
8 506(e) nmkes any person who know ngly nakes a fal se
representation of a material fact in the application
for copyright registration subject to a fine of up to
$ 2500.

The Board takes the view that also in proceedings
before the EPO a US certificate of copyright

regi stration may generally be considered to constitute
prima facie evidence of the facts stated therein.
However, it follows fromthe principle of free

eval uation of evidence (see T 482/89, QJ EPO 1992, 646
point 2.1) that even prima facie evidence may |lose its
probative force in the |ight of serious counter-
evidence. It has also been held in US patent
proceedi ngs that the prima facie evidence of a
certificate of copyright registration nay be rebutted
(see decision of 31 January 1989 of the Board of Patent
Appeal s and Interferences of the USPTO Ex parte
Research and Manufacturing Co. Inc., 10, USPQ2d 1657).

The appel |l ant has submtted docunents (42) and (43)
whi ch show surveys of inquiries nade at libraries in
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the United States, France, United Kingdom Germany and
Switzerl and concerning the dates of receipt of the
January 1988 issue of the Journal of Allergy and
Clinical Imunol ogy. According to these surveys, 41
libraries (out of 127 contacted) have kept a record of
the date of receipt. The earliest date recorded is the
8 February 1988, i.e. six days after the priority date
of the patent in suit. The appellant has further filed
docunent (44) reporting a statement of an enpl oyee of
t he publishers of docunent (38) according to which in
1988 the journals were generally sent out to

subscri bers at the very end of the nonth.

The respondent has not submtted any evi dence rel ating
to a concrete exanple of a library or of an individual
menber of the public having received docunent (38)
before the priority date of the patent in suit.
Docunent (45) is a short letter of 25 March 1998 by a
vi ce-president of the publishers who confirnms the

12 January 1988 as date of first publication of
docunent (38). However, the letter does not indicate
any supporting facts as basis for the confirmation.

In ascertaining the facts relating to the public

avai lability of an alleged prior art docunent, to an
al l eged prior oral disclosure or to an alleged prior
use, a strict standard of proof has to be applied (see
T 782/ 92 of 22 June 1994, point 2.2; T 348/94 of

21 Cctober 1998, point 3.2; T 750/94, QJ EPO 1998, 32,
poi nt 4). A European patent should not be refused or
revoked unl ess the grounds for refusal or revocation

are fully and properly proved (T 750/ 94, point 4).
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In the present case the evidence on file is not
sufficient to prove beyond reasonabl e doubt that
docunent (38) was publicly avail able before 2 February
1988. The prinma facie evidence of the certificate of
copyright registration according to which the rel evant

i ssue of the Journal was published on 12 January 1988
is rebutted by the counter-evidence submtted by the
appel l ant. The surveys contained in docunents (42) and
(43) show that none of the nore than forty libraries
whi ch have kept records of the receipt of the issue and
whi ch were predomnantly libraries |ocated in the
United States, i.e. within the country of the
publ i shers, have indicated receipt of the issue before
2 February 1988. The earliest recorded date accordi ng
to the surveys was 8 February 1988, i.e. alnbst a nonth
after the publication date stated in the certificate of
copyright registration.

Thus it can be assunmed that the date on which the
January issue of the journal was sent to the

subscri bers of the journal was considerably l[ater than
the all eged publication date. Although this does not
whol | y exclude the theoretical possibility that sone
menber of the public may in fact have received the

i ssue earlier than normal subscribers, serious doubts
are cast on the correctness of the publication date as
stated in the certificate of copyright registration. In
t he absence of any evidence fromthe respondent
relating to a concrete exanple of a nenber of the
publ i ¢ having gai ned access to docunment (38), the Board
conmes to the conclusion that this docunent does not
constitute prior art under Articles 54(2) and 56 EPC.
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Principle of prohibition of reformatio in peius

10.

11.

12.

2109.D

The opposition division held that, if docunment (38)
were not regarded as state of the art, the subject-
matter of the clains as granted and of the auxiliary
request would neet the requirenents of the EPC. The
appel I ant has argued that the principle of prohibition
of reformatio in peius precluded the Board from
chal l enging this finding of the opposition division.

According to the established case | aw of the boards of
appeal, if a revocation decision of an opposition
division is appealed by the proprietor, the opponents
or the Board may chal |l enge those findings in the
deci si on which were favourable to the proprietor

(T 169/93 of 10 July 1996, point 2.6; T 473/98, QJ EPO
2001, 231, point 2.6). In such cases the overal
position of the appellant cannot be worsened since the
pat ent has al ready been revoked by the first instance.
Thus the doctrine of prohibition of reformatio in peius
does not apply separately to each point decided by the
opposition division (see T 327/92 of 22 April 1997,
point 1.3). O herw se, the procedural rights of the
opponent woul d be seriously restricted as he is not
adversely affected by a revocation decision and cannot
file an appeal against it in viewof Article 107, first
sentence, EPC (see T 169/93, point 2.2; T 473/98,

poi nt 2.2).

The Board is thus free to exam ne whether the subject-
matter of the clains as granted and of the auxiliary
request neets the requirenents of the EPC
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Article 57 EPC (I ndustrial applicability)

13. The opponents have raised in their opposition statenent
an objection that the subject-matter of the patent in
suit was not industrially applicable because it firstly
only stated a problem w thout providing a solution;
secondly that there existed significant areas of
inoperability and thirdly that there was an absence of
requirenent for a therapeutic effect. The Opposition
Division in their reasoning did not refer to these
objections at all. The Board considers none of these
objections as falling under Article 57 EPC but rather
concl udes that these objections fell either under
Articles 56 EPC (problem not solved) or 83 EPC
(inoperability or lack of a therapeutic effect)
respectively.

Article 54 EPC (Novelty) and Article 83 EPC (Sufficiency of
di scl osure)

14. The reasons given by the Qpposition D vision as to why
t hey considered the requirenents of these Articles to
be fulfilled (pages 8 to 9 and pages 15 to 16 of the
deci si on) appear to be convincing. However, since the
clainms of both requests before the Board fail for
anot her ground (see below), the Board will not give
detail ed reasons in these respects.

Article 56 EPC (I nventive step)
Mai n Request

15. According to the first paragraph of the specification
of the patent in suit the invention relates generally
to a method for treating i mune di sease associated with

2109.D
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excessive production of inmunoglobulin E (IgE). It was
generally known that the "normal" inmune response of
IgE is triggered by and directed against an infection
by parasites but there are about 10% of hunmans which
suffer froman I gE response which has nothing to do
with an infection by parasites and causes what is
called an allergy (patent in suit, page 2, colum 1,
l[ines 35 to 40). This can be considered as common
general know edge.

Since the clains are directed to a pharmaceuti cal
conposition, the Board agrees with the appellant to
consi der the already existing pharnaceuti cal
preparations containing glucocorticoid steroids
mentioned in colum 2, lines 35 to 58 of the patent in
suit as the closest prior art. They have del eterious
side-effects on the health of the patients and the
technical problemto be solved can be defined as the
provi sion of an alternative pharmaceutical conposition
for the treatnent of inmmune disorders associated with

excessive | gE production in humans.

The Opposition division has based their finding of |ack
of inventive step on the conbined discl osure of
docunent (28) and (38). Since, contrary to the view of
the first instance, the Board does not consider the

| atter docunent to have been publicly available at the
priority date of the patent in suit (see points 1 to 9
above), it will in the follow ng be exam ned whet her or
not the technical teaching of any other docunent on
file, be it separately or in conbination with conmon
general know edge, makes obvious the subject-matter of
claim1 of this request.
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The skilled person being confronted with the probl em of
al l ergy caused by the production of IgE w thout an
infection by parasites (see above point 15) would be
awar e of docunent (9) which discloses the role of IL-4
in the induction of human I gE synthesis and the
antagoni stic effect of interferon-g In Figure 1 on
page 365, the supernatants of T cell clones are shown
to be able to induce IgE synthesis in human B cells in
vitro and, on page 366 (last sentence of the first ful
par agraph), in commenting on Figure 1, IL-4 is said to
al ways be present in supernatants active in IgE
synthesis, whereas it is virtually undetectable from

i nactive supernatants. Even if, as argued by the

appel lant, the |last sentence on page 366 ("Experinents
are now in progress to establish whether IL-4 is acting
alone or in concert with other |ynphokines in the

i nduction of IgE synthesis") may indicate that the node
of action of IL-4 in the stimulation of |IgE synthesis
was still to be investigated, the skilled person is,
nevert hel ess, provided by docunent (9) with the crucial
teaching of the existence of a causal |ink between IL-4
and | gE synthesis in humans by the penultimte sentence
on page 366 stating that "Taken together, these data
suggest that I1L-4 probably plays an inportant role in

t he induction of IgE synthesis by TCC SN and that its

| gE hel per activity is nodulated by I FN-¢'. Furthernore,
the addition of interferon-gto B cell cultures is shown
in docunent (9) on page 366 (second full paragraph and
Table 2) to induce a dose-dependent inhibition of the

I L-4 induced I gE synthesis. Interferon-gis hence an
antagoni st of IL-4 within the neaning of this term
given in docunent (4), a nedical dictionary reflecting
t he common general know edge of the skilled person, as
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"a substance which tends to nullify the action of
anot her substance".

The teachi ng of docunent (9) in conbination with comon
general know edge is hence an incentive for the skilled
person to prepare pharnaceutical conpositions
containing interferon-g as an alternative to those

al ready avail abl e and containing glucocorticoid
steroids to antagonize the effects of IL-4 on IgE
synthesis in humans and | eads in an obvi ous manner to
the subject-matter of clains 1 and 8 of the main
request which does not neet the requirenents of

Article 56 EPC.

Auxi | iary request

20.

21.

22.

2109.D

Claim1l of the auxiliary request results fromthe
introduction into claim1l as granted of the subject-
matter of claim2 and identifies the antagonist to IL-4
as a nonocl onal antibody to IL-4, a fragnent thereof or
a binding conposition conprising the heavy chain
variable region and light chain variable region thereof.

The cl osest prior art and the problemto be sol ved
remain, in the Board's judgenent, the sane as for the
mai n request and it has to be exam ned whet her or not
it makes a difference for the answer to the question of
inventive step that the clains now define as an
antagoni st to IL-4 a nonocl onal antibody, a fragnent

t her eof or binding conposition of heavy variable or
light variable chains of it.

As in the case of the main request, the skilled person
is provided by the disclosure of docunment (9) with the
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know edge of the causal correlation between IL-4 and
the stinmulation of IgE synthesis and of an antagonistic
effect by interferon-g An imedi ate consequence of this
is the know edge that any kind of inhibitory (or
antagoni stic) action on IL-4 will result in a

di sappearance of its stinulating effect on IgE
synthesis. It is part of the basic know edge of the
skilled person in the field of imrunol ogy and treatnent
of allergic disorders that a possible antagonist for a
gi ven nol ecule is the correspondi ng anti body.

Furthernore, in docunent (28), which describes the
preparation and characterisation of reconbinant murine
and human | L-4 from page 26 (second paragraph) to

page 28 (first two lines), antibodies raised agai nst
murine or human IL-4 are said to be antagoni sts of

t hese nol ecul es. Thus the conbi ned teachi ng of
docunents (9) and (28), which enables the skilled
person to identify IL-4 as a causal factor involved in
the stinmulation of IgE synthesis in humans and to

envi sage the use of antibodies to IL-4 as antagoni st,

| eads in an obvious manner to the subject-matter of
claim1l of the auxiliary request.

The skilled person is also re-affirnmed in reaching this
concl usi on by the teaching of docunent (5) on the
antagoni stic effect of nonocl onal antibody "11B11" on
the stinmulation of IgE synthesis in mce by nurine |L-4,
thus defining a simlar systemin which an antibody to

| L-4 antagoni zes the stinulating effect of IL-4 on IgE
synt hesis. The argunment subnmitted by the appellant that
this anti body cross-reacts with a 14 kD nol ecule i s not
rel evant in the context of the stinmulation of IgE
synthesis by IL-4 or of its inhibition by antibodies
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directed to IL-4, since said 14 kD fragnent is shown in
docunent (12) from page 430 (last paragraph) to

page 431 (first paragraph) to be structurally and
functionally unrelated to IL-4, and, in particular,
this fragment is said to fail to inhibit the binding of
IL-4 to its receptor (page 430, last full sentence), so
that said fragnment does not interfere with the IL-4
caused stinmulation of IgE synthesis.

25. In view of the foregoing, the Board concl udes that the
subject-matter of claim1 of the auxiliary request can
be deduced in an obvious manner fromthe conbi ned
teachi ng of docunments (9) and (28) and thus does not
nmeet the requirenents of Article 56 EPC

Or der

For these reasons it is decided that:

The appeal is dism ssed.

The Regi strar: The Chai rwonman:

P. Crenona U. Ki nkel dey

2109.D



