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Summary of Facts and Subm ssi ons

1958.D

Eur opean patent No. 0 413 908, claimng priority from
IL 90488 (1 June 1989) and IL 92444 (26 Novenber 1989),
was granted on the basis of 19 clains, clains 1 and 13
of whi ch read:

"1. Sol uble extracellular fragnent of human natural
interferon b2/interleukin-6 receptor having the
following NNterm nal am no acid sequence:

Leu- Al a- Pro- Arg- Arg- Cys-Pro- Al a-d n- G u- Vval - Al a-
Arg-dy-Val - Leu- Thr- Ser- Leu- Pro- 3 y- Asp- Ser - Val -
Thr - Leu- Thr- Cys-Pro-Qd y-

(herein designated | FN-b2/1L-6R), salts,
functional derivatives and active fractions

t hereof having said N-term nal sequence and

m xtures of any of the foregoing, being able to
specifically bind IFN-b2/1L-6."

"13. An anti body against the | FN-b2/1L-6R sol uble
extracel lular fragnment of claim1 which
specifically recogni zes said fragnent."

An opposition was filed on the grounds of

Article 100(a)(b) EPC for |ack of novelty (Article 54
EPC) and inventive step (Article 56 EPC) and

i nsufficiency of the disclosure (Article 83 EPC). The
opposi tion division considered the subject-matter of a
third auxiliary request containing 18 clainms as novel
in the neaning of Article 54(3) EPC over the disclosure
of document (1)(cf infra, section I X), the conflicting
subj ect-matter of which was disclainmed, and as
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invol ving an inventive step over the closest prior art

represented by docunent (2), seen in conjunction with

docunents (7) or (8) and maintained the patent pursuant
to Article 102(3) EPC. Cainms 1, 2, 9, 13, 14 and 18 of
said third auxiliary request read:

"1.

Sol ubl e extracel lul ar fragnment of human nat ur al
interferon b2/interleukin-6 receptor having the
following NNterm nal am no acid sequence:

Leu- Al a- Pro- Arg- Arg- Cys-Pro- Al a-d n- Q@ u- Val - Al a-
Arg-dy-Val - Leu- Thr- Ser- Leu- Pro- 3 y- Asp- Ser - Val -
Thr - Leu- Thr-Cys-Pro-Qd y-

(herein designated | FN-b2/1L-6R), salts,
functional derivatives and active fractions

t hereof having said N-term nal sequence and

m xtures of any of the foregoing, being able to
specifically bind I FN-b2/1L-6, provided that the
extracel lular fragnent of IFN-b2/1L-6R is not a
fragment consisting of amno acid 20 to 323 or 20
to 344 of IFN-b2/1L-6 receptor.”

The human | FN-b2/1L-6R sol ubl e extracel | ul ar
fragnment according to claim1l in substantially
purified from™

A DNA nol ecul e having the nucl eoti de sequence
coding for the I FN-b2/1L-6R sol ubl e extracel |l ul ar
fragnment of any one of clainms 1 to 4 and 8, or for
a protein substantially honol ogous therewth,

provi ded that said nucl eotide sequence does not

encode an interferon-1-b2/1L-6R [sic] fragment
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consisting of amno acids 1 to 323 or am no acids
1 to 344, respectively."”

A process for producing anti body agai nst the | FN
b2/ 1L-6R sol ubl e extracel lul ar fragment conprising
i mruni sation of an animal using the sol uble

extracel lular fragnent of claim1."

The process according to claim 13, wherein the
process further conprises the preparation of
hybri domas in conpliance with the conventi onal
hybri doma techni que. "

Use of the fragnent according to clains 1 to 4 for
prepari ng a nedi canent for stinulating and
enhanci ng beneficial effects of IFN-b2/1L-6, such
as its antiproliferative activity."

Noti ces of appeal against the decision of the

opposition division were filed by both the patentee

(appellant 1) and the opponent (appellant I1). Both

appellants filed their statenments of grounds of appeal

and an exchange of argunents took place in witing

between the parties.

The Board sent a conmunication pursuant to Article 11(1)

of the Rules of Procedure of the Boards of Appeal

concerning issues related to the disclainers and oral

proceedi ngs were schedul ed on 15 June 2004.

Wth his letter of 17 May 2004, appellant | submtted a
new mai n request and three auxiliary requests. He

further indicated that four acconpanying persons were
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to attend the oral proceedi ngs and requested that they
be all owed to address the Board when appropri ate.

Appel lant Il (letter of 1 June 2004) requested that the
subm ssion of appellant | of 17 May 2004, which he only
received on 26 May 2004, not be allowed into the
proceeding as |late-filed or, alternatively, that the
schedul ed oral proceedi ngs be post poned.

On the afternoon preceding the oral proceedings,
appellant Il submtted, as an attenpt to answer the
subm ssion of appellant | of 17 May 2004, a docunent in
t he Japanese | anguage with a translation of a part of

it into English. This docunent was wi thdrawn during the
oral proceedings.

During the oral proceedings, appellant | wthdrew all

the claimrequests already on file and submtted a new
mai n request with 21 clains, which differed fromthe

cl aims mai ntai ned by the opposition division by the
presence of clains 15 to 17 directed to anti bodi es,
clainms 16 and 17 being dependent on claim15 which read:

"15. An anti body against |FN-b2/1L-6R soluble
extracel lular fragnment which specifically
recogni zes said fragnent, wherein said | FN-b2/1L-
6R sol ubl e extracel lular fragnent contains the
following NNterm nal am no acid sequence:

Leu- Al a- Pro- Arg- Arg- Cys-Pro- Al a-d n- Q3 u- Val - Al a-
Arg-dy-Val - Leu- Thr- Ser- Leu- Pro- 3 y- Asp- Ser - Val -
Thr-Leu-Thr-Cys-Pro-Qyvy,
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wherein said anti body is capable of inhibiting the
hybri doma growt h factor (HGF) activity of
| FN-b2/1L-6."

The follow ng docunments are cited in the present

deci si on:

(1) EP-0 325 474

(2) K Yamemsaki et al., Science, 1988, Vol. 241,
pages 825 to 828

(7) D.V. Weber et al., Journal of Chronmatography,
1988, Vol. 431, pages 55 to 63

(8 D.H Smth et al., Science, 1987, Vol. 238,
pages 1704 to 1707

(12) 1.M Roitt et al., "Immunol ogy", 2nd edition,
1989, CGower Medi cal Publishing, London, New York,
page 25.8

(16) T. Taga et al., Cell, 1989, Vol. 58, pages 573
to 581

The argunents submitted by appellant |, as far as they
apply to the subject-matter of the clainms of the main
request submtted during the oral proceedings or to the
cl aims mai ntai ned by the opposition division, can be
summari zed as foll ows:

Correction under Rule 88 EPC. in claim9 of the set of
cl aims mai ntai ned by the opposition division "or"
shoul d be inserted before "for a protein substantially
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honol ogous therewith" to obviate an obvi ous grammati cal

error.

Article 114(2) EPC. the clainms of the main request were
an attenpt to nmeet the objections of appellant II
Clains 15 to 17, which were directed to antibodies to

t he sol ubl e extracellular fragment of human | FN-b2/1L-
6R, coul d not have taken appellant Il by surprise,
because such anti bodies were already the subject-matter
of clains 13 to 15 as granted.

Article 123(2) EPC. the disclainer introduced into
claim9 in both claimrequests to a nucl eotide sequence
coding for a soluble IFN-b2/1L-6R fragnment consisting of
amno acids 1 to 323 or amno acids 1 to 344 foll owed
the principles defined in decision G 1/03 (8 Apri

2004) and precisely renoved the conflicting subject-
matter of docunent (1) while neeting the requirenents
of conciseness and clarity. The absence of the
expression "which specifically recognizes..." as a
feature of the anti body produced by the process of
claim 13 as naintained by the opposition division did
not extend beyond the content of the application as
filed, which indicated on page 7 (lines 20 to 21) that
the invention related to anti bodi es agai nst the sol uble
extracel lular fragnent w thout any reference to their
specificity.

Article 123(3) EPC. the absence of the expression
"which specifically recognizes..." as a feature of the
anti body produced by the process of claim 13 as

mai nt ai ned by the opposition division did not extend
the scope of protection conferred by the granted
patent, since it was the aimof any inmunisation
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techni que to obtain antibodies which specifically
recogni zed the antigen used for the inmunisation and
appel lant Il had not provided any evidence to the
contrary. Claim 14 as maintai ned by the opposition

di vi si on was dependent upon claim 13 and its scope was
not rendered broader than that of the latter by the

i ntroduction of the expression "in conpliance with the
conventional hybridoma techni que".

Article 83 EPC. the argunent of appellant Il of the
non- enabl i ng character of the disclosure of the patent
in suit |lacked substantiation. The objection agai nst
the expression "in substantially purified fornf as used
in claim2 of the new main request and of the clains
mai nt ai ned by the opposition division was in fact an
Article 84 EPC objection and hence was not admi ssible

i n opposition proceedings, since this expression was
already in claim?2 as granted.

Article 84 EPC. no evidence was provided by

appellant Il in support of his allegation that

| aboratories around the world used their own techniques
to prepare hybridomas and there was no "conventi onal
hybri doma techni que" as nmentioned in claim14. On the
contrary, docunent (12), a standard textbook on

i mmunol ogy published in 1989 and reflecting the common
general know edge at the priority date of the patent in
suit, outlined the three-step conventional nethod of

M| stein and Koéhl er.

Article 56 EPC. the purpose of the patent in suit was
to find a binding partner for IL-6 and the disclosure
of document (2) did not give any incentive that a

sol ubl e fragnment could be such a partner. The skilled
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person woul d not have conbi ned the teaching of docunent
(2) with that of docunents (7) or (8) which concerned
interleukine-2 (IL-2) and CD4, respectively, ie

nol ecul es structurally and functionally unrelated to

| L- 6.

As far as claim 18 of the new main request and as

mai nt ai ned by the opposition division was concerned,
docunent (16) neither described nor suggested the
preparation of a medi canent, but was only concerned
with scientific aspects of the signal transduction of
| L-6. Furthernmore, the stinulation of the beneficial
effects of IFN-b2/1L-6 by the sol uble extracellul ar

fragment of |FN-b2/1L-6R was an unexpected effect.

The argunents of appellant 11, as far as they apply to
t he subject-matter of the new main request or to the
cl aims mai ntai ned by the opposition division, can be

summari zed as foll ows:

Article 114(2) EPC. appellant Il was taken by surprise
by the subject-matter of clains 15 to 17 of the main
request subm tted during the oral proceedi ngs, which
were directed to antibodi es raised agai nst the sol uble
fragnment of |IFN-b2/1L-6R and by the correspondi ng cl ai ns
of the main request and auxiliary requests | and |
submtted with the letter of 17 May 2004, because the
cl aims mai ntai ned by the opposition division or
respectively filed by appellant | in his grounds of
appeal and subsequent submissions up to 17 May 2004
were directed to only a process for produci ng such

anti bodi es. Moreover, the sets of clains filed with the
letter of 17 May 2004 had only been received on 26 My
2004, ie less than three weeks before the schedul ed
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oral proceedings. This |ate subm ssion prevented

appel lant 1l from maki ng counterexperinents or further
investigations in the scientific literature or from
devel opi ng an appropriate response with the assistance
of technical experts.

Rul e 88 EPC. no objection was rai sed agai nst the
correction requested in claim9 as maintained by the
opposi tion division.

Article 123(2) EPC. the disclainer in claim9 should be
extended to a nucl eoti de sequence coding for am no
acids 20 to 323 or amno acids 20 to 344 in order to
renove the conflicting subject-matter of document (1).

The absence in process-claim 13 as naintained by the
opposi tion division of the expression "which
specifically recogni zes said fragnent"” extended beyond
the subject-matter of the application as filed, because

it now covered al so cross-reacting anti bodi es.

Article 123(3) EPC. through the absence of the feature
"which specifically recognizes said fragnent”, the

anti bodi es produced by the process of claim 13 as
mai nt ai ned by the opposition division were different
fromthose defined in claim13 as granted, since they
enbraced anti bodies cross-reacting with other proteins.
The introduction in claim214 of the expression "in
conpliance with the conventional hybridoma techni que"”
extended the scope of protection beyond that of the

cl ai ms as grant ed.

Article 83 EPC. the unclear character of the expression
"in substantially purified form used claim 2
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(reference was nmade to decision T 728/ 98 (EPO QJ 2001,
319)) nmade it inpossible for the skilled person to
determ ne whether an IL-6R protein that m ght be

obt ai nabl e according to the teaching of the patent in
suit was in said substantially purified form
Furthernore, should the subject-matter of the clains be
consi dered as involving an inventive step over docunent
(2), then the requirenents of Article 83 EPC were not
met, since the skilled person who was not in a position
to produce a soluble extracellular fragnment of I|L-6R
from docunment (2), would not have been in a better
position to produce this fragnent given the teaching of
the patent in suit.

Article 84 EPC. there was no such "conventi onal

hybri doma techni que" as now referred to in claiml4,
since | aboratories around the world were using each
their ow differing techniques. There was no evi dence
t hat docunent (12), introduced by appellant | to
underline the existence of such a conventional

t echni que, was published before the priority date of
the patent in suit.

Article 56 EPC. the closest prior art was docunent (2)
whi ch di scl osed the cloning and expression of human IL-
6R and identified in Figure 4b the various domai ns of

t he codi ng sequence. The technical problemto be solved
was the provision of a soluble formof |L-6R capable of
binding to IL-6. The common general know edge descri bed
inthe first priority docunment of the patent in suit
under the headi ng "Background of the invention" taught
the skilled person that an effective way to elimnate
the negative effects of IL-6 was to prepare a sol uble
formof its receptor, so that the subject-matter of
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claiml1 was deduci ble in an obvi ous manner from
docunent (2) considered in conjunction with the common
general know edge.

Al ternatively, the conbination of the teaching of
docunent (2) with that of docunents (7) or (8) on the
purification of soluble fornms of interleukin-2 receptor
(IL-2R) by affinity chromat ography on matrix-bound |L-2
or the blocking of the CD4-nediated HV infectivity by
a soluble formof CD4, led in an obvious manner to the
subj ect-matter of claim1.

Claim 18 as maintai ned by the opposition division could
not enjoy the priority right of the first priority
docunent, because it was directed to a stinulation of
the beneficial effects of IFN-b2/1L-6, whereas the

di scl osure of the first priority docunent only focused
on the neutralisation of the negative effects of |FN
b2/ 1L-6. Therefore, docunment (16), which disclosed on
page 577 the enhancing effect of soluble I FN-b2/1L-6R
fragnent on the antiproliferative activity of |FN-Db2/1L-
6, was prior art in the nmeaning of Article 54(2) EPC
The subject-matter of claim 18 was hence directly
derivabl e from docunent (16) considered in conbination
wi th docunent (1) indicating the prom sing character of
t he soluble I FN-b2/1L-6R fragnent as therapeutic and

di agnosti c agent.

Appel lant | (patentee) requested as mai n request that
t he deci sion under appeal be set aside and that the
pat ent be maintained on the basis of the clainms of the
mai n request submtted at oral proceedings on 15 June
2004 or as auxiliary request that the appeal of
appellant Il (opponent) be dism ssed and further that
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claim9 as maintained by the opposition division be
amended pursuant to Rule 88 EPC by the insertion in
line 2 of "or" before "for a protein".

Appel lant 1l (opponent) requested that the decision
under appeal be set aside and that the European patent
No. 0 413 908 be revoked.

Reasons for the Deci sion

New mai n request

Adm ssibility of the new main request

1958.D

Clainms 15 to 16 of the new main request submtted
during the oral proceedings of 15 June 2004 are
directed to an anti body against an | FN-b2/1L-6R sol uble
extracel lular fragnent, as were the corresponding
clainms of the main request and the auxiliary requests 1
and 2, submtted with the letter of 17 May 2004 and

wi t hdrawn during the oral proceedings.

Appel lant 1l has argued that the | ate subm ssion of
clainms directed to anti bodi es, whereas all the previous
subm ssions from appellant | contained clains directed
to a process for the preparation of such an anti body,
took himby surprise and prevented himto prepare an
adequat e answer thereto.

A chronol ogi cal analysis of the events fromthe time of
t he decision of the opposition division until the oral
proceedi ngs before the Board shows the follow ng:
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t he main request considered by the opposition

di vision as not conplying with the requirenments of
Article 54(3) EPC contained clains directed to an
ant i body,

the third auxiliary request, on the basis of which
the patent in suit was naintai ned, contained
clainms directed to a process for producing an
ant i body,

in his notice of appeal (letter of 28 February
2001), appellant | requested that the decision
under appeal be set aside and the patent

mai ntai ned on the basis of the clains of the main
request nentioned above in paragraph (a) directed
to anti bodi es,

however, with his statenment of grounds of appeal
(letter of 29 May 2001) appellant Il filed a new
set of 18 clainms, in which the clains directed to
an anti body were replaced by clains to a process
for preparing an antibody (clains 13 and 14) and
the argunentation subnmtted (pages 2, 3 and 10)
was accordingly related to a process for preparing
an anti body,

an anmended form of process claim13 was filed with
the letter of 21 August 2003,

with the letter of 17 May 2004, appellant | filed
a new main request and two auxiliary requests with
clainms directed to an anti body, whereas the third
auxiliary request contained clains directed to a
process for preparing an anti body,
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(g) the main request filed during the oral proceedings
before the Board al so contained clains directed to
an anti body.

Thi s chronol ogi cal survey shows that appellant I,
during a period of time exceeding three years fromthe
time of the decision of the opposition division, only
focused on clains directed to a process for producing
an anti body and only a few weeks before the oral
proceedi ngs switched to clainms directed to an anti body.
Accordingly, fromthe tine of the oral proceedi ngs
before the opposition division, ie 27 Cctober 1999,
until 17 May 2004 the argunentation of appellant I
related to clains directed to a process for producing
an anti body.

A party is not obliged to appeal on all points decided
adversely to it, but Article 108 EPC requiring that the
appellant file a witten statenent setting out the
grounds of appeal within four nonths after notification
of the decision, makes clear that the appellant nust
within this tine [imt indicate the reasons on which he
i s indeed chal l engi ng the decision under appeal. The
appeal procedure is a judicial procedure whose nain
purpose is to give the losing party the possibility of
chal | engi ng the decision of the Opposition Division on
its nerits (cf. decision G 9/91 of the Enlarged Board
of Appeal (QJ EPO 1993, 408) at point 18). That it is a
judicial procedure neans that the appellant nust inform
the other parties and the board at the proper tine,
namely within the tinme limt set for filing the grounds
of appeal, of his case on appeal. If the appellant in
hi s grounds of appeal asks for |ess than he asked for
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in his broadest request refused by the opposition

di vision, and only gives reasons justifying the grant
of the patent on this reduced request, the appellant
cannot at sone |ater stage of the appeal ask for a
broader request than he at |east arguably justified in
the statenment of grounds. To allow an appellant to do
so woul d anmount to allowing himto evade the provisions
of Article 108 EPC, and to mislead the other parties
and possibly put themat a serious di sadvantage in
preparing their case. This is not a question of
depriving an appellant of any rights, but of ensuring
that he exercises themin a fair and proper way.
Whereas it may be legitimte subsequently to add
further reasoning, it is not legitimte for a patentee
appel lant to ask for nmore than he sought in the grounds
of appeal .

In the present case it was a matter of hot dispute
before the opposition division whether the antibodies
clainmed as such were novel, whereas the novelty of the
nmet hod of making them woul d already exist if the neans
used for this purpose were new. The opposition division
inits decision decided against the novelty of the
clainms to the antibodi es as such, and consi dered as
novel only the clains for making antibodies, as the
means used were new. Appellant | did not challenge this
aspect of the decision under appeal in his grounds of
appeal, but was content to put forward a request
including only the process clains for making the

anti bodi es all owed by the Opposition Division, but not
clainms to the antibodies as such. For Appellant | to be
allowed to go back on this, and ask for clains to the
anti body as such, would condone an evasi on of the
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requirenents of Article 108 EPC. The main request is
t hus i nadm ssi bl e.

The argunents of Appellant Il concerning his being
deprived of an opportunity to file evidence because of
this filing at a very |ate stage of the requests
including clains to the anti bodi es as such, nerely
serve to underline the procedural problens that
all ow ng an evasion of Article 108 EPC woul d cause.

Auxiliary request (clains as maintained by the opposition

di vi si on)

Correction under Rule 88 EPC

Appel lant Il and the Board agree with the request of
appellant | to insert into claim9, pursuant to Rule 88
EPC, the word "or" before "for a protein", since its
absence is an obvious granmatical error and the

correction proposed evident.

Article 123(2) EPC

1958.D

Appel lant 1l objected that the disclainmer introduced in
claim9 does not properly renove the subject-matter

di scl osed in docunment (1), since it only nentions a
nucl eoti de sequence coding for a fragnent consisting of
amno acids 1 to 323 or amno acids 1 to 344. However,

t he sol ubl e fragment of docunent (1) being deprived of
t he signal sequence, claim9 should also contain a

di sclaimer to a nucl eotide sequence coding for a
fragment consisting of amno acids 20 to 323 or am no
acids 20 to 344.
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First of all, claim9 is directed to a nucl eotide
sequence coding for the soluble fragnent of claim1.
Since claim1 already disclainms a fragnent, the am no
aci d sequence of which extends fromam no acids 20 to
323 or fromam no acids 20 to 344, a nucl eotide
sequence coding for such a fragment is excluded from
the subject-matter of claim?9.

Moreover, a soluble I FN-b2/1L-6R fragnent has only been
obtai ned in docunent (1) upon expression of plasmds
pSVL345 and pSVL324 (Exanpl e 10) which contain

nucl eoti de sequences coding for proteins extending from
amno acids 1 to 323 or amno acids 1 to 344. There is
no disclosure in docunent (1) of the production of a
sol ubl e I FN-b2/1L-6R fragnent using a nucl eotide
sequence contai ning codons 20 to 323 or codons 20

to 344.

The objection of appellant Il has its origin in the
fact that the cleavage point of the signal sequence in
pl asm ds pVL324 and pSVL345 has been a matter of

di vergence between the appellants. In the Board' s view,
however, the ratio decidendi of decisions G 1/92 (EPO
Q) 1993, 277) and T 952/92 (EPO QJ 1995, 755) applies
to the present case, since prior art docunents in the
meani ng of Article 54(3) EPC are al so consi dered as
conprised in the state of the art. According to these
deci sions, the chem cal conposition of a product is
state of the art, when the product as such is available
to the public and can be anal ysed. In the context of
docunent (1), it was possible to the skilled person,
using the anal ytical techniques of that tine, to
determ ne that the signal sequence of the |IFN-b2/1L-6R
extends fromamno acid 1 to amno acid 19 and, hence,
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t hat the expression of the nucleotide sequences
contained in plasm ds pSVL324 and pSVL345 does lead to
a pol ypeptide having a sequence extending from am no
acid 20 to amno acid 323 or 344. This is, for instance,
corroborated by the teaching of docunent (2), which is
concerned with the structure of IL-6R and the
identification of its various domains (signal sequence,
transnmenbrane and cytopl asm ¢ domai ns and extracel |l ul ar
fragment) and, in particular, the identification of the
si gnal sequence which is shown to extend from am no
acid 1 to amno acid 19 (Figure 4). Therefore, the
teachi ng of docunment (1), which needs to be disclained,
is that nucl eoti de sequences coding for proteins
consisting of amno acids 1 to 323 or amno acids 1 to
344 | ead upon expression to a soluble I FN-b2/1L-6R
fragment starting at am no acid 20.

In this context, the Board does not share the view of
appellant | that there is an anbiguity in docunent (1)
concerning the cl eavage point of the signal sequence
and a contradiction on this point between Figure 19 and
the description (page 5, lines 36 to 43; page 14,

lines 29 to 45). Indeed, there is no doubt that the
signal sequence in Figure 19 ends up after am no

acid 19. On the other hand, the presence of two

hydr ophobic regions in I FN-b2/1L-6R is disclosed on
page 5, lines 36 to 43, the first one of which being
defined as a "signal peptide region" and said to extend
up to amno acid 22. The sinultaneous presence in this
expression of the terns "peptide"” and "region” inplies
a difference in the meaning of these terns. The term
"region" has a broader and | ess defined nmeaning than
"peptide", so that this expression is to be understood
as meaning "a region which conprises the signal peptide,
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but which is not by itself the signal peptide and is in
fact nore extended than the signal peptide itself".
There is thus no contradiction between the description
(page 5, lines 36 to 43 and page 14, lines 29 to 45)
and Figure 19 of docunent (1), the former defining the
region in which the signal peptide is and the latter
giving its precise limt.

There is, therefore, nothing in docunent (1) that
requires, or would justify, a disclaimer to nucleotide
sequences extending from codons 20 to 323 or from
codons 20 to 344 to be introduced into claim9 and this
claimneets the requirenments of Article 123(2) EPC.

The Board further does not share the opinion of
appellant Il that the absence of the expression "which
specifically recognizes said fragnment” in claim13
results in an extension of the subject-matter beyond
the content of the application as filed. This
expression is nmentioned in claim16 and on page 2

(line 24) of the application as filed, whereas the term
"specific" in this context is used on page 6 (line 23).
However, the description (page 1, line 8; page 3,

lines 9 and 10 and from page 14, line 1 to page 15,

line 14) also refers to "antibodi es agai nst FN-b2/1L-6R'
wi thout reference to any kind of specificity. Therefore,
in the Board's view, there is a basis in the
application as filed for claim 13 of the auxiliary
request, so that the requirements of Article 123(2) EPC
are fulfilled.
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Article 123(3) EPC

13.

14.

1958.D

Appel lant Il has objected that the deletion of the
expression "which specifically recognizes said
fragnent” extended the scope of protection given by
claim1l3 to a process for antibodies which may al so
cross-react with pol ypeptides other than the | FN-b2/1 L-
6R fragnent.

The notion of specificity, which is an expression of
the high affinity of a given antibody for the antigen
agai nst which it has been raised, is inherent to the
nature of the antibodies and, hence, already contai ned
in the denom nation "antibody", so that reference to
the specificity can be, but does not need to be
explicitly made. This is exenplified in the patent in
suit, in which an explicit reference is only made in
anti body claim 13 as granted, whereas the description
(page 2, lines 54 to 54; page 3, lines 54 to 55; page 5,
lines 6 to 14; page 10, line 21) sinply nentions that
t he process involves raising anti bodi es agai nst the
sol ubl e extracel lular I FN-b2/1L-6R fragnment. The notion
of specificity does not exclude that an anti body may
cross-react with other pol ypeptides than that against
which it has been raised. This is because the cross-
reaction is in fact not a feature of an antibody, but
much nore a feature of the antigenic epitope, against
whi ch the anti body has been raised, which can be
present on several different nolecules. Therefore, in
the Board's view the absence of the expression "which
specifically recogni zes..." does not result in an
extension of the scope of protection.
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The expression "in conpliance with the conventi onal
hybri doma techni que" used in claiml14 is, in the
Board's view, derivable fromclaim15 as granted which
defines the anti body as bei ng nonoclonal. In the patent
in suit (page 6, lines 21 and 22) the nonocl onal

anti bodies are said to be prepared according to the

met hod of M Istein and Kohler, for which two references
are given. This nethod is defined in the patent in suit
as said conventional hybridoma techni que. The Board
accepts fromits own know edge that this was accepted
by the priority date as a conventional technique, even
i f individual |aboratories, as argued by appellant |1
used their own variation of this technique. Furthernore,
t he Board cannot see how the introduction into a claim
of a restrictive feature could extend the scope of
protection given by the clains as granted.

In view of the foregoing, the Board considers that the
requi renents of Article 123(3) EPC are net.

Article 83 EPC

17.

18.

1958.D

Appel lant Il argued that the term"in substantially
purified form as used in claim2 |acked clarity, so
that the skilled person was not in a position to
determ ne whether or not an IL-6R protein that m ght be
obt ai nabl e according to the teaching of the patent in
suit was indeed substantially pure.

The Board does not share the view of appellant Il on
this point, because the patent in suit gives on page 3,
lines 40 to 50 a definition of the |evel of purity
meant by this expression. It is the level of purity of
a receptor which has been prepared follow ng the
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process described in steps (a) to (d) leading to a
product noving as a single peak in reversed-phase HPLC.
Therefore, the skilled person is provided by the patent
in suit wwth a reference which enables himto determ ne
whet her a sol ubl e extracel lular | FN-b2/1L-6R fragnment
has been obtained "in a substantially purified fornt
and, accordingly, the requirements of Article 83 EPC
are fulfilled.

Article 84 EPC

19.

In view of the objection of appellant Il that the
expression "conventional hybridoma technique”, as
mentioned in claim 14, was uncl ear because there was no
such technique, the argunentation given by the Board in
vi ew of the objection raised under Article 123(3) EPC
inrelation to this expression also applies here (cf
supra point 15). Therefore, the Board considers that
the requirements of Article 84 EPC are net.

Article 56 EPC

20.

21.

1958.D

Claim1l is directed to a soluble fragment of |FNb2/1L6R
which is able to specifically bind to I FN-b2/11 -6.
Docunent (2), which has been considered by both parties
as the closest prior art, discloses the cloning and
expression of human I FN-b2/1L-6R In Figure 4 of

docunent (2), the nucleotide and am no acid sequences

of IL-6R are shown and in Figure 4 and on page 827

(m ddl e colum, second paragraph) the various domai ns

of the nolecule are identified.

The opposition division treated docunent (2) as the
closest prior art and defined the technical problemto
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be solved in relation thereto as being the provision of
a soluble fragment of IL-6R capable of binding IL-6.

The Board considers that both the choice of docunent (2)
as closest prior art, and the formulation of the
problemin respect thereto depend too nuch on hindsi ght
of the claimed invention to be acceptabl e.

The patent in suit states (page 2, lines 36 to 38) that
the effect that has been di scovered for the subject
matter clained is the property of enhancing the (known)
beneficial biological activity of IFN-b2/1L-6. The Board
t hus considers that a proper fornulation of the problem
woul d be to find sonmething that enhances the known
beneficial biological effects of IFN-b2/1L-6. The
information in the patent allows this problemto be
regarded as sol ved. Docunments such as (2), (7) and (8)
thus require to be | ooked at as material that the
skilled person m ght consult when trying to enhance the
known bi ol ogi cal effects of IFN-b2/1L-6, and the
guestion in the context of the assessnment of inventive
step is whether the skilled person would have arrived
at the solution proposed in claim1l in an obvious
manner by a consi deration of these docunents al one or
in conbination with other prior art docunents or the
common general know edge.

I n docunent (2) the various donmains of IL-6R are

descri bed, but the skilled person is not provided with
any incentive to nodify the structure of |L-6R by
cutting or re-arrangi ng the various domains, nor is he
told what effect m ght be achieved on IFN-b2/11-6 by
addi ng the fragnment claimed. Therefore, considered

al one, docunent (2) does not |lead the skilled person to
the solution defined in claiml.
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Appel lant Il has argued that the first priority
docunent of the patent in suit under the heading
"Background of the invention"” points at the undesirable
effects of IL-6 which could be antagonized in an
efficient way by providing a soluble formof its
receptor. Appellant Il has concluded therefromthat the
conbi nation of the teaching of document (2) with the
common general know edge of the skilled person, as
defined in said first priority docunent, |eads in an
obvi ous manner to the subject-matter of claim1.
However, said priority docunent was not available to
the skilled person and appellant Il has provided no
evidence that the allegations contained in this part of
the first priority docunment do in fact reflect

know edge in the art. Therefore, there is no evidence,
in the Board's view, that the conbination of the
teachi ng of docunment (2) with the common gener al

knowl edge of the skilled person would |ead in an

obvi ous manner to the subject-matter of claim1.

Appel lant 1l has al so argued that the conbination of

t he teachi ng of docunent (2) with that of docunents (7)
or (8) on the purification of soluble forns of IL-2R by
affinity chromatography on matri x-bound IL-2 or the

bl ocki ng of CD4-nediated HI 'V infectivity by soluble CD4
| eads to the solution defined in claim1. First of all,
there is in docunent (2) no incentive for such a

conmbi nation. Furthernore, both documents (7) and (8)
concern nol ecul es structurally and functionally
different fromlIL-6R nanely IL-2R and CD4, so that
there is no evidence that the skilled person invol ved
inthe field of IFN-b2/1L-6R would have been aware of
them Nevertheless, if it is assuned, for the sake of
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argunentation, that the skilled person was indeed aware
of docunments (7) and (8), and, even if docunent (8)
menti ons on page 1704 (right columm, mddle of the
first paragraph), in the context of CD4, that "...QOne
successful strategy for the treatnment of receptor
nmedi at ed abnormalities has been the design of

ant agoni sts that bl ock binding of the natural
ligand...", appellant Il has not provided any evidence
that this strategy could be of general applicability
and, in particular, that it could be used with |IFN
b2/1L-6R Moreover, this sentence has to be seen in the
context of docunent (8), which is directed to the CD4-
nmedi at ed bl ocking of HIV-1 infectivity by a sol uble,
secreted formof the CD4 antigen. Applied to the patent
in suit, this neans that the teaching of docunent (8)
could only be of value for a skilled person interested
in blocking the negative effects of IL-6. This purpose,
however, is exactly the opposite of the aimfollowed in
the patent in suit, since the soluble extracellular

| FN-b2/ 1 L-6R fragnment is used to enhance the benefi ci al
effects (antiproliferative activity) of IL-6 (page 2,
lines 36 to 38; page 3, lines 3 to 5; page 12, lines 27
to 28). Therefore, the skilled person can derive
not hi ng of assistance fromthe teaching of docunent (8)
whi ch woul d rather point himaway fromthe solution
defined in the clains.

Appellant Il has further argued that the subject-matter
of claim 18, which is not entitled to the first
priority, is rendered obvious by the conbined teaching
of docunments (1) and (16). Indeed, the subject-matter
of claim 18, which is directed to the use of the
soluble IL-6R fragnent for preparing a nedi canent for
enhancing the beneficial effects of IL-6R, cannot enjoy
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the priority right fromthe first application which is
directed to the neutralisation of the negative effects
of IL-6. Accordingly, the relevant date for the
assessnent of the prior art for the subject-matter of
claim18 is the second priority date, ie 26 Novenber
1989, and both docunents (1) and (16) are prior art
docunents in the nmeaning of Article 54(2) EPC.

Docunent (16), which is concerned with the interaction
between I1L-6, IL-6R and a possible signal transducer,
gpl30, states on page 577 (right colum, |ast paragraph
bef ore headi ng "Di scussion”) that soluble IL-6R
augnents the sensitivity of (nmouse nyeloid | eukem a) M
cells to IL-6 to their growmh inhibition. The subject-
matter of claim18 is then rendered obvi ous, according
to appellant 11, by the conbination with the teaching
of docunment (1) stating on page 2, lines 24 and 25 that
"the BSF2 receptor released fromcell surface (ie the
soluble I'L-6R fragnment) is prom sing as di agnosti c,
prophyl actic and therapeutic agent".

In the Board's view, the indication in a scientific
publication of the existence of a biological effect
described for a given nolecule is not prima facie
sufficient to notivate the skilled person to use said
nol ecul e in the preparation of a nedi canent desi gned
for human nedicine. The |evel of confidence conveyed by
the disclosure and its enabling character have also to
be considered. In the case of docunent (16), which only
concerns scientific aspects of the signal transduction
of IL-6, the authors are cautious in their fornulation
and, hence, dissuasive, as shown, for instance, on

page 578 (left colum) "...Thus the results indicate

t hat association of |IL-6R and gpl30 could occur in a
physi ol ogi cal concentration of IL-6 and m ght not be an
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artefact caused by an extrene dose of IL-6." or on
page 578 (right columm) "...The possibility nmay not be
excl uded conpletely that soluble IL-6R may form a

mul timerized conplex..." or on page 579 (left col um)
“...Very little is known about IL-6 signal
transduction...” and "...The possibility has yet to be
denonstrated. "

Furthernore, in docunent (16) there is no evidence that
t he phenonmenon observed in vitro with nurine cells (M
cells) in Figure 6B may at all be reproduced in vivo in
humans under conditions in agreenment w th human
physi ol ogy. In docunent (16) it is indeed indicated on
page 578 (right columm) that "...the effect of soluble
| L-6R on the growmh inhibition of ML cells was nore
apparent at higher dose..."” and that ML cells are nore
sensitive to IL-6 than ML2 cells, so that a dose
dependency of the effect observed and variations in
sai d dependency anong cells of various origins have to
be expect ed.

The disclosure of docunent (16), in the Board's opinion,
is not such as to notivate the skilled person, known to
be cautious and to have a conservative attitude, to
envi sage a therapeutic application of the disclosed
teaching. In the Board' s opinion, the skilled person
woul d rat her conclude fromthe disclosure of

docunent (16) that there is still a |arge anount of
research work to be done before a use, if any, in human
medi ci ne could be envisaged. If the skilled person
nevert hel ess enbarked on a research programw th an

unf or eseeabl e outcome, this would be in the hope of
maki ng sone invention, and not because a favourable

out cone was obvi ous.
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In view of the foregoing, The Board considers that the
subject-matter of clains 1 and 18 neets the
requirenents of Article 56 EPC, as does the subject-
matter of clains 2 to 17, depending on claim1 or
relating essentially to the sanme subject-matter.

For these reasons it is decided that:

1. The request of appellant | (patentee) pursuant to
Rul e 88 EPC to anmend claim9 of the patent as
mai nt ai ned by the opposition division by the insertion
of "or" before "for a protein” is allowed.

2. The respective appeals of appellant | (patentee) and
appellant Il (opponent) are dism ssed.

The Regi strar: The Chai r man:

P. Crenona S. Perryman

1958.D



