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Summary of Facts and Subm ssi ons

Eur opean patent No. 0 561 907, with the title "Proteins
wi t h changed epitopes and nethods for the production

t hereof " and based on the European application No.

92 900 779.7 (published as WD 92/10755), was granted
with 11 clains.

1. Notices of opposition were filed by three opponents
requesting the revocation of the patent under
Articles 100(a),(b) and (c) EPC. The opponent 01
wi thdrew its opposition when the case was still pending
before the opposition division. The patent was revoked
by the opposition division on the grounds that the main
request, first, second, third and fourth auxiliary
requests then on file did not fulfil the requirenents
of Article 83 EPC.

L1l An appeal was | odged by the patentee (appellant), who
mai ntai ned all the requests put forward before the
opposi tion division.

| V. The opponents 02 and 03 (respondents | and |1
respectively) filed jointly witten coments on the
grounds of appeal.

V. The parties were summoned to oral proceedings and, in a
conmuni cation under Article 11(1) of the Rules of
Procedure of the Boards of Appeal, they were inforned
of the board's prelimnary, non-binding opinion.

\Y/ In reply to the board' s conmuni cation, the appell ant
filed on 29 Cctober 2004 further observations and a

cl ean copy of the first, second, third and fourth
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auxi liary requests corresponding to the ones originally
put forward before the opposition division.

Oral proceedi ngs took place on 30 Novenber 2004. During
t he oral proceedings, the appellant filed a new first
and second auxiliary requests, whereas the previous
first, second and third auxiliary requests were

mai ntained as the third, fourth and fifth auxiliary
requests, respectively. The previous fourth auxiliary
request was anended and filed as a sixth auxiliary
request. A seventh auxiliary request, conprising only
subj ect-matter based on product clains, was also filed
during the oral proceedings.

Claim1 of the main request (clains as granted) read as
fol | ows:

"1. A nethod of producing a protein variant evoking a
| ower ed i nmunogeni ¢ response in aninmals including man
in conparison to the response evoked by its parent
protein, whereby said conplete protein is epitope
mapped usi ng i mmunol ogi cal and proteochem cal nethods,
epi topes are determ ned, and at |east one of said
epitopes i s changed through nmutati on of a DNA nol ecul e
coding for the expression of said conplete parent
protein or synthesis of a DNA nol ecule coding for the
expression of said variant protein, said nutated or
constructed DNA nol ecul e subsequently being inserted
into a vector for transformation or transfection into a
sui tabl e host, wherein said vector is functional or
whereby said nutated or constructed DNA nolecule is
integrated functionally into the genonme of said host,
said protein variant is expressed in the host, and
recovered." (enphasis added by the board).
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I X. Claim1 of the first auxiliary request read as foll ows:

"1. A nethod of producing a variant of a protein of
interest, the variant evoking a | owered i rmunogeni c
response in aninmals including man in conparison to the
response evoked by its parent protein, whereby said
protein of interest is epitope mapped using

i mmunol ogi cal and proteochem cal nethods, epitopes are
determ ned, and at |east one of said epitopes is
changed through nutati on of a DNA nol ecul e coding for

t he expression of said parent protein of interest or
synthesis of a DNA nol ecul e coding for the expression
of said variant protein, said nutated or constructed
DNA nol ecul e subsequently being inserted into a vector
for transformation or transfection into a suitable host,
wherein said vector is functional or whereby said
nmut at ed or constructed DNA nolecule is integrated
functionally into the genone of said host, said protein
variant is expressed in the host, and recovered."

X. Claim 1l of the second auxiliary request read as foll ows:
"1. A nethod of producing a variant of a protein of
interest which is an industrial enzynme or nedicinal
product, the variant evoking a | owered i nmunogenic ..

(as claim1l of the first auxiliary request)."

Xl . Claims 1 of the third and fourth auxiliary requests
read as claim 1l of the main request with the sentences

"“...in which the parent protein and variants thereof
are used for the production of antibodies,..."” (3rd AR
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"...in which the epitope mappi ng uses pol ycl onal

anti bodies and is divided into two phases: (i)
measuring the reactivity of the antibody preparations
toward all proteins of interest; and (ii) measuring the
reactivity left over to react with one antigen after
reaction with another,..." (4th AR

added after the reference to the inmmunol ogi cal and
pr ot eochem cal net hods.

X, Caim1l1l of the fifth auxiliary request read as claim1l
of the main request with the sentence:

"...by conmbining this information with a 3-di nensi onal
(3D) view,..."

added after the reference to epitopes are detern ned.

XIll. daiml of the sixth auxiliary request read as foll ows:

"1. A nethod of producing a subtilisin 309 protease
vari ant evoking a | owered i rmunogeni ¢ response in
animal s including man in conparison to the response
evoked by subtilisin 309, whereby said subtilisin 309
i s epitope mapped using i mmunol ogi cal and

pr ot eochem cal nethods in which subtilisin 309 and
variants thereof are used for the production of

anti bodi es, epitopes are determ ned, and at |east one
of said epitopes is changed through nutation of a DNA
nol ecul e coding for the expression of said subtilisin
309 or synthesis of a DNA nol ecul e coding for the
expression of said variant protein, said nutated or
constructed DNA nol ecul e subsequently being inserted

into a vector for transfornmation or transfection into a
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sui tabl e host, wherein said vector is functional or
wher eby said nutated or constructed DNA nolecule is
integrated functionally into the genonme of said host,
said protein variant is expressed in the host, and

recovered. "

Clainms 1 and 2 of the seventh auxiliary request
(clains 8 and 9 as granted) read as foll ows:

"1. A subtilisin protease variant, wherein the

i mmunol ogi cal potential has been changed in conparison
to the parent protease, in that, in said protease
changes have been perfornmed anong the am no acid

resi dues at any one or nore of positions 151, 174, 176,
193, and 196, by deletion, substitution, or insertion
(single or nultiple) adjacent to the indicated
positions, whereby said subtilisin protease has an

i mmunol ogi cal potential |ower than that of said parent
protease, and in that it possesses at |east one

nmut ati on affecting an am no acid residue occupying a
posi tion chosen fromthe group of positions 151, 174,
176, 193, and 196."

"2. The protease as clained in claim1, further
characterised in that it contains at |east one or nore
sets of nutations affecting am no acid residues
occupying a position chosen fromthe group of sets of
positions:

36+209, 89+120, 136+170, 36+89, 89+235, 136+195,
181+222, 209+222, 235+251."
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The follow ng docunments are cited in the present
deci si on:

D1: B.J. walsh and M E.H Howden, J. |Inmunol. Meth.
1989, Vol. 121, pages 275 to 280;

D13: HM Geysen et al., Science, 1987, Vol. 235,
pages 1184 to 1190;

D14: HM Geysen et al., J. Mdl. Recognition, 1988,
Vol . 1, pages 32 to 41.

The appellant's argunents in witing and during the
oral proceedings, insofar as they are relevant to the
present decision, may be summari sed as foll ows:

Main request and third, fourth and fifth auxiliary
requests
Article 123(2) EPC

The term "protein” was consistently used in the
application as filed in the sense of "conplete protein”
and clearly distinct from peptides or pol ypeptides
derived fromsaid "protein”. The inmunol ogi cal and

prot eochem cal nethods referred to in the application
as filed always used "the conplete protein” and thus,
mapped the epitopes of "the protein” in the sense of
"the conplete protein". In particular, aninmls were

i mmuni sed with "the conplete protein" — not a peptide
or a polypeptide - and sera fromthose i munised
animals were incubated with "the conplete protein” in
ELI SA assays too. The coating of the solid phase and
the colorinetric assay used in these ELI SA assays as
wel | as the chemi cal synthesis of protein variants were
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all proteochem cal nethods that used "the conplete
protein". None of the experinmental work shown in the
application as filed was perfornmed using peptides or
pol ypeptides. This was in contrast to the nethods
referred to in the prior art which used only peptides.
There was a clear distinction between the peptide-based
epi t ope mappi ng techni ques of the prior art and the
conpl ete protein-based mappi ng techni ques of the
application as filed. It was only "the conpl ete
protein" that allowed the detection of conformational
epi topes, which were the ones laying at the very heart

of the invention.

In agreenent with the established case |aw, the
application had to be construed by a mind willing to
understand. In the context of the claimitself and of
the application as a whole, the interpretation of the
term"conplete” as requiring to map all the epitopes of
the protein was unreasonable. The term "conpl ete" was
an adjective qualifying the noun "protein" and not an
adverb that required the protein to be conpletely
mapped. The term "conplete” only clarified, in an
explicit manner, the inplicit meaning of the term
"protein" as consistently used in the application as
filed and it did not inply any change in the teaching
of the disclosure as filed.

First and second auxiliary requests
Articles 123(3) and 84 EPC

The term "conpl ete” was introduced during the
exam nation proceedings as a nmere clarification only

and it did not add any technical feature. The deletion
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of this termtherefore did not anount to a violation of
Article 123(3) EPC

Claim1l as granted enbraced two possi bl e enbodi ments.
In a first enbodi nent, the protein was "conpletel y"
epi t ope mapped by i mrunol ogi cal and proteochem cal

nmet hods (all the epitopes of the protein were mapped).
There were no conditions or limtations associated with
t hose net hods, which could be performed using peptides,
pol ypepti des and/or "the conplete protein” as well. In
a second enbodi nent, "the conplete protein” was mapped
by i mmunol ogi cal and proteochem cal nethods in the
sense that the epitopes of the protein — not
necessarily all epitopes - were mapped by net hods that
used - only and exclusively - the "conplete protein" as
opposed to peptides and pol ypeptides thereof. The first
enbodi nent, however, arose only froman alleged | ack of
clarity and it went far beyond a reasonable
interpretation of the patent when read as a whole. The
deletion of the term"conplete" renoved only this |ack
of clarity and it did not extend the protection to
pepti de- based epitope nmappi ng nmet hods since in the
patent in suit the term"protein" was consistently used
in the sense of "the conplete protein”. The limtation
to protein-based epitope nmethods was still inplicitly
present in claim1l of the first and second auxiliary
requests. Thus, claim1l of these requests conplied with
Articles 123(3) and 84 EPC.

Si xth auxiliary request
Article 123(3) EPC

This request was restricted to subject-matter that
related only to the specific protein "subtilisin 309".
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The term "conplete” in relationship to a particul ar
protein specifically naned in the clai mwas redundant,
since the protein itself was al ways understood as being
"conpl ete"” (the whole protein), as opposed to fragnents
(peptides or pol ypeptides) thereof.

Sevent h auxiliary request
Article 83 EPC

There was no evidence on file showi ng that the

i mmunol ogi cal potential of a protein (or a variant

t hereof) could not be experinentally tested. It nmade no
di fference whether cell-nediated i nmunity or the
production of antibodies were considered, since nethods
were available in the prior art for nmeasuring both

t ypes of immunol ogi cal response. On a reasonabl e
interpretation of claiml, it was apparent that the

i mmrunol ogi cal potential had to be conpared in the sane
species for both the parental and the variant protein —
so as to conpare like with Iike.

Wth regard to the cited case | aw, decisions T 694/92
(Q) EPO 1997, 408) and T 409/91 (QJ EPO 1994, 653)

rel ated both to broad clains functionally defined only,
whereas in the patent in suit the desired effect was
achieved by structurally well-defined subtilisin
protease variants that could be easily constructed

wi t hout encountering any particular technical problem
They were available to the skilled person w thout undue
burden or inventive talent. The patent in suit further
di scl osed the presence of heteroclitic effects and of
possi bl e effects when conbi ni ng several nutations.

Whet her or not these variants solved the technical
probl em underlying the patent in suit was a question
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concerning the properties of these variants and nerely
related to Article 56 EPC. However, the requirenments of
Article 56 EPC were not assessed in the first instance,
and certainly not for the specific variants of this
request.

The respondents' argunments in witing and during the
oral proceedings, insofar as they are relevant to the
present decision, may be summari sed as foll ows:

Main request and third, fourth and fifth auxiliary
requests
Article 123(2) EPC

The term "conplete” introduced anbiguity into claiml
since it could be interpreted as requiring the use of
"the conplete protein” in epitope mapping or else that
the protein had to be "conpletely" mapped - in the
sense that all epitopes had to be characterized. None
of these interpretations was directly derivable from
the application as fil ed.

In the application as filed, the term"conplete" was
only found with reference to the deficiencies of the
prior art, i.e. in relation to the problem addressed by
the application, but not in relation to their solution.
These deficiencies could be overcone w th inmunol ogi cal
and proteochem cal nethods that did not necessarily
require the use of "the conplete protein” as |ong as
the epitopes folded in the sane way as in "the conplete
protein" (use of globular domains, fusion in a display
scaffold, etc). The inmmunol ogi cal and proteochem cal

nmet hods known to the skilled person were the ones that
used protein fragnments and these met hods were not
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excluded in the application as filed. Caim1l used the
term"conplete” in a different context and with a
technical neaning different fromthe one of the
application as filed and thus, it contai ned added

subj ect-matter which contravened Article 123(3) EPC.

First and second auxiliary requests
Articles 123(3) and 84 EPC

The term "conplete” was a technical feature introduced
into claim1 during the exam nation proceedings in
order to distinguish the clainmed subject-matter from
the prior art. Thus, the deletion of this termfromthe
claimrenoved an essential technical feature and

extended the scope of protection.

The i munol ogi cal and proteochem cal nethods referred
toinclaiml of these auxiliary requests could be
performed using protein fragnents (peptides) too. If

t hese net hods were to be understood according to the
appellant's interpretation of granted claim1, i.e. as
nmet hods using — only and exclusively - the conmplete
protein but not fragnents thereof, then claim1l of

t hese requests was anbi guous and uncl ear.

Si xth auxiliary request
Article 123(3) EPC

The meaning of "subtilisin 309 protease” was not the
sane as that of "conplete subtilisin 309 protease". The
former was nore generic and enbraced variants of the
"conplete subtilisin 309 protease”, such as short forns
and small deletions thereof. Claim1l of this auxiliary
request did not exclude the use of fragnments of the
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"subtilisin 309 protease" in the inmmunol ogi cal and
prot eochem cal nmethods referred to in the claim Thus,
the deletion of the term "conpl ete"” extended the scope
of protection in conparison to the granted cl ai ns.

Sevent h auxiliary request
Article 83 EPC

The clained subtilisin protease variants were required
to have an i nmunol ogi cal potential |ower than that of

t he parent protein. However, the inmunol ogical response
of a protein (or protein variant) depended on several
nmechani sns and factors, in particular the response of
the B-1ynphocyte cells (production of antibodies)
and/or T-lynphocyte cells (stinmulation of B-cells and
cell-mediated i munity) and the i munol ogi cal
variability among different species and individuals of
t he sane species. The patent in suit, however, failed
to disclose any nmethod for neasuring this inmmunol ogi cal
potential. The skilled person was left in the dark as
to the kind of assay to be used for determning this

i mmunol ogi cal potential. In the absence of this
information, to test and to decide whether a certain
subtilisin variant fulfilled the conditions required in
the claim placed an undue burden on the skilled person.

Claim1l of this auxiliary request referred to changes
anong the am no acid residues at any one or nore of
several positions. These positions were cited in the
description together with other positions, all of them
chosen on the basis of a conbination of experinental
results and a 3-di nensional (3D) view However, none of
t hese positions was actually used in an inmunol ogi cal
assay. The patent in suit did not provide any
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experinmental evidence supporting that changes in these
residues resulted in the expected | ower imunol ogi cal
potential. This was even worse for claim 2, which
required not only changes at any one of the positions
indicated in claim1 but also the presence of sets of
nmut ati ons at other positions. In that case, the
experinmental results disclosed in the patent in suit
showed that for sone of these sets of nutations the
expected effect was not attained. In fact, a greater

i mmunol ogi cal potential was actually shown for sone of
them Thus, the conmbination of claim1 (positions with
an anbi guous result) and claim2 (positions that did
not attain the desired effect) placed an undue burden
on the skilled person. Reference was nade to the
established case law, in particular to decisions

T 694/92 and T 409/91 (supra), which, for sufficiency
of disclosure, stated that, after reading the
description, the skilled person had to be in a position
to performthe invention w thout undue burden over the
whol e area cl ai mred. That was not the case for the
patent in suit.

The appel | ant (patentee) requested that the decision
under appeal be set aside and that the case be remtted
to the first instance for consideration of the
remai ni ng grounds of opposition on the basis of the
clainms as granted or, in the alternative, on the basis
of the first to second auxiliary requests filed during
t he oral proceedings, or on the basis of first to third
auxiliary requests filed on 29 Cctober 2004, taken as
third to fifth auxiliary requests, or on the basis of
the sixth to seventh auxiliary requests filed during

t he oral proceedings.
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Xl X. The respondents (opponents) requested that the appeal
be di sm ssed.

Reasons for the Decision

Mai n request
Article 123(2) EPC

1. Claim1 of this request (cf. Section VIII supra) is
identical to claiml1 as originally filed except for the
presence of the term "conplete” which has been added
before the expression "protein is epitope mapped using
i mmunol ogi cal and proteochem cal nethods" and between
"said" and "protein".

2. The term "conplete” is to be found nowhere in the
application as filed except for the reference on page 4,
line 6 of the application (as published). However, the
termis found here in the context of a specific
di scussi on of the problens encountered in the prior art
when investigating the relative inportance of the am no
acid residues in the epitopes. There is stated that
"these investigations do not prove any effects to the
epitopes in their native environnent as parts of the
conpl ete protein, where phenonmena only found in the
tertiary structure of the protein, such as folding or
t he establishnent of salt bridges etc., are in
function.” There is no direct link with the invention
di sclosed in the application and there is no indication
in the application as filed that allows to derive from
the reference to the prior art — in a clear and
unambi guous manner - an extension of its nmeaning to the

whol e content of the application. Indeed, in the rest

0248.D
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of the application as filed, which is directly
concerned with the invention ("Summary of the

| nvention", "Detailed description of the invention"),
only the nore general term"protein"” is exclusively

used.

3. The presence of the term"conplete” in the specific
context of claim1 of the main request allows two
different interpretations. The sentence "said conplete
protein is epitope mapped using i nmunol ogi cal and
pr ot eochem cal nethods"” m ght be interpreted, as the
appel | ant does, as neaning that only the conplete
protein — in contrast to peptides or polypeptides
thereof - is to be used for mapping the epitopes
(protein-based epitope mappi ng net hods), or else, as
t he respondents do, as neaning that all (conplete) -
conformational and linear - epitopes are to be nmapped
usi ng any i mmunol ogi cal and proteochem cal nethod
available in the prior art (protein-based and/or
pepti de- based epitope mappi ng net hods). Both
interpretations are regarded as being technically
meani ngf ul and pl ausible for a skilled person when
reading, with a mnd willing to understand (cf.

T 190/99 of 6 March 2001), claim1 of the main request.
However, none of these interpretations is explicitly
referred to as such in the application as fil ed.

Mor eover, they are not derivable directly and

unambi guousl y therefrom

4. As regards the former interpretation, the
"i mmunol ogi cal and proteochem cal nethods" nmentioned in
claiml1 are referred to in the application as filed
only in general ternms without any particular limtation
to specific nethods fromwhich the reader woul d

0248.D
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necessarily derive the use of a "conplete" protein (cf.
page 4, lines 24 to 26 and page 6, lines 12 to 17). In
particul ar, ELISA techniques are applied (cf. page 11,
l[ines 16 to 19) where use is nmade of pol yspecific

pol ycl onal antibodies, i.e. antibodies with many
specificities each reacting with each own epitope in
the antigen (protein) or showng different reactivities
to different related epitopes (cf. page 7, lines 9

to 14). However, in these techniques there is no
[imtation to the use of these antibodies nor to the
use of a "conplete" protein. Indeed, reference is
explicitly made to the use of other antibodies, such as
nonospeci fi ¢ pol ycl onal anti bodi es or epitope specific
nmonocl onal anti bodies (cf. page 7, lines 1 to 30) and
thus, the protein mght be also a variant or a peptide
of the "conplete" protein.

The appel lant has referred to the coating of the ELISA
solid phases, the ELISA colorinetric assays and the
chem cal synthesis of protein variants as

pr ot eochem cal nethods whi ch nmake use of the "conplete”
protein (cf. Section XVI supra). This is, however, only
a possible, not a necessary, occurrence. In the
application as filed, there is no limtation - either
explicit or inplicit - to (only and exclusively) these
pr ot eochem cal nethods wherein only the "conpl ete”
protein has to be used. Standard proteochem cal nethods
known in the prior art are generally referred to in the
application as filed and these involve: the proteolytic
cl eavage of a protein (or variants thereof) for
produci ng peptides to be used either in the production
of antibodies or directly in the detection of

anti bodi es present in antisera raised against the
protein; the chem cal synthesis of peptides derived



0248.D

- 17 - T 1067/ 02

froma protein (or variants thereof) to serve a simlar
pur pose, etc. These nethods do not by necessity require
the use of a "conplete" protein

It has been argued by the appellant that the second
interpretation given to claim1, nanmely that all the

epi topes of the protein are to be mapped (cf. point 3
supra), is unreasonable. However, in the light of the
description of the application as filed and the
references to the prior art cited therein (cf. D1, D13
and D14 on page 3, lines 19 to 29 of the application as
publ i shed), such interpretati on does not appear to be
techni cal |y nmeani ngl ess, inappropriate or beyond
possi bl e consideration by the skilled person. In
particular, this prior art refers inter alia to an
epitope mapping kit with a set of test peptides

covering or overlapping the whole protein (cf. page 276,
right-hand columm, first full paragraph of document D1),
a method for identifying |inear and (partial)
conformati onal epitopes (cf. page 1185, |eft-hand
colum, second and third full paragraphs of docunent

D13) and the determ nation of the total (conplete)

nunber of (continuous) epitopes of a protein (cf.

par agr aph bridgi ng pages 38 and 39 of docunment D14).

In conclusion, in the board's judgenent, the unclear
nature of the anmendment introduced upon grant in
claiml as filed, i.e. the introduction of the term
"conplete”, allows two different interpretations and,
al t hough they are both technically sensible, neither of
themis directly and unanbi guously derivable fromthe
general disclosure of the application as filed.
Consequently, claim1l of the main request extends
beyond the overall teaching of this originally filed
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application and thus, it contravenes the requirenents
of Article 123(2) EPC

First and second auxiliary requests
Article 123(3) EPC

0248.D

It has been argued by the appellant that the deletion
of the term"conplete" only excludes an (unreasonabl e)
enbodi nent, namely the one concerning the mappi ng of
all the epitopes of the protein, and it only limts —
inan inplicit manner - the clained subject-matter to
t he second enbodi nent, namely the one concerning the
use of protein-based mapping techniques. Thus, in its
view, the subject-matter of claim1l of the first and
second auxiliary requests, which no | onger conprises
the term"conplete”, does not represent an extension of
the protection conferred in conparison to the
subject-matter of claim1l as granted (cf. Section XV

supra).

The term "conpl ete” has a technical connotation and its
i ntroduction, upon grant of the patent, in the context
of claim1l has had as a consequence that the claimcan
be given, fromthe technical point of view, two
interpretations (cf. point 3 supra) with the result
that the claim by virtue of the lack of clarity, has
been found to offend against Article 123(2) EPC (cf.
point 7 supra). However, as the termhas a limting
character under both interpretations (either the
"conplete"” protein is mapped or "conplete" mapping is
carried out), its renoval results in an of fence agai nst
Article 123(3) EPC in consequence of the broadeni ng of
t he scope of protection.
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In fact, as regards the first interpretation, the term
"conplete” limted the i munol ogi cal and proteochem cal
nmet hods to those nmet hods wherein only and excl usively
the "conpl ete" protein (protein-based epitope mappi ng
techni ques) was used. The deletion of the term
"conplete"” renoves this limtation and extends the
scope of the claimso as to include nethods that use
pepti des or pol ypeptides (peptide-based epitope mappi ng
techni ques). As regards the second interpretation, the
term"conplete" required the clainmed nethod to map all
the epitopes of the protein (or variant thereof). The

deletion of the term "conplete" renoves this specific
requi renent and extends the scope of the claimso as to
i ncl ude nethods that do not require to map all the

epi topes of the protein but only sone of them (at |east

one) .
Consequently, claim1l of the first and second auxiliary
requests, which does not conprise the term"conplete",

contravenes Article 123(3) EPC.

fourth and fifth auxiliary request

Article 123(2) EPC

12.

0248.D

Claim1l of all these auxiliary requests conprises the
term"conplete” in a context identical to claim1l as
granted (cf. Sections Xl and Xl | supra). Therefore,
this termraises the issue of the two interpretations
as for claiml as granted (cf. point 3 supra) the
further amendnents introduced in the claimhaving no

i nfluence on the issue itself. Thus, for the same
reasons given above, these auxiliary requests offend
agai nst Article 123(2) EPC. Under these circunstances,
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there is no need to examne the allowability of the
ot her amendnents.

Si xth auxiliary request
Article 123(3) EPC

13.

14.

15.

0248.D

Claim1l of this request relates to the sane nethod as
granted claim1 but limted to the production of the
specific "subtilisin 309 protease” and "variants

t hereof" instead of generic proteins (cf. Section X I
supra), since the term"conplete" is omtted fromthe
claim The "subtilisin 309 protease"” is cited, anong
ot her subtilisin proteases, in claim5 as granted,
which is indirectly dependent on granted claim1l. The
selection of "subtilisin 309 protease" actually
restricts the choice of these proteins to a specific

one.

However, claim5 as granted - by its dependence on
granted claiml — requires that the "conplete
subtilisin 309 protease is epitope mapped using

i mmunol ogi cal and proteochem cal nethods", whereas
claiml1 of this sixth auxiliary request only requires
that the "subtilisin 309 protease is epitope mapped
usi ng i nmunol ogi cal and proteochem cal nethods”, with

t he absence of the term"conplete". It has been argued
by the appellant that the presence of this termin
conbination with a particular well-known protein,
specifically named in the claim is redundant and thus,
the deletion of the term"conpl ete” does not extend the
scope of protection conferred (cf. Section XVI supra).

The board, however, cannot follow this argunentation
since the presence of the term"conplete"” in
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17.
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conbination with a specific protein is considered to

i ntroduce the very sane interpretations as for its
conbination with a generic protein. The presence of the
term"conplete” is not redundant but, in the context of
the claim technically meani ngful and open to
interpretation. In a first interpretation, the presence
of the term"conpl ete" enphasizes and requires that al
the (conplete) epitopes of the "subtilisin 309

prot ease" are to be napped, whereas in a second
interpretation the term"conplete" restricts the

i mmunol ogi cal and proteochem cal nmethods to the ones
using — only and exclusively — the "conplete subtilisin
309 protease". These requirenents are renoved by the
del etion of the term"conplete" and thus, for the
reasons set out in points 9 and 10 supra, the scope of
the protection conferred is extended by this deletion.

The board al so notes that claim1l of this sixth

auxi liary request further states in an explicit manner
that "subtilisin 309 is epitope mapped using

i mrunol ogi cal and proteochem cal nethods in which
subtilisin 309 and variants thereof are used for the
production of antibodies"” (cf. Section Xl II supra).
These variants of subtilisin 309 are, however,
generically defined and not characterized. Therefore,
the use of small or short (deletion) variants of
"subtilisin 309" or fragnents thereof is not excluded,
i.e. the claimenbraces peptide-based epitope mapping
nmet hods.

Therefore, the sixth auxiliary request does not satisfy
the conditions of Article 123(3) EPC.
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Sevent h auxiliary request
Articles 123(2)(3) and 84 EPC

18.

The subject-matter of this request has been restricted
to the subtilisin protease variants (and conpositions
thereof) of clains 8 to 11 as granted (cf. Section XIV
supra). No formal objections were raised by the
respondents agai nst this request nor does the board
have any obj ecti ons.

Article 83 EPC

19.

20.

0248.D

There is no doubt that the production of subtilisin
vari ants with changes perforned anong the am no acid
residues at one or nore of the positions indicated in
the clains of this auxiliary request does not require
any undue burden or inventive talent fromthe person
skilled in the art. The key question as regards
sufficiency of disclosure in the present case is,
therefore, whether the skilled person is in a position
to assess the i mmunol ogi cal potential of these
subtilisin variants and to sel ect the ones having the
required | ower inmunol ogi cal potential w thout undue

burden or inventive skill.

Claim1l requires the clainmed subtilisin protein
variants to have "an i mrunol ogi cal potential |ower than
t hat of said parent protease"” providing thus, in an
explicit manner, a clear product as reference for the
conpari son and specifying in an inplicit manner that
for said conparison the sanme nethods, systens and
conditions, are to be used. It is further noted that
the clained subtilisin protease variants are not
required to have a | ower immunol ogical potential in al
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nmet hods, systens and conditions, nor to have a
particul ar degree of (lower) immunogenicity. In the
[ight of the prior art on file, nmethods for determ ning
t he i mmunol ogi cal potential of proteins (variants
thereof) are available to the skilled person and the
conpari son of those imunol ogi cal potentials neither
requires a particular inventive skill nor represents an

undue burden (cf. inter alia docunents D1, D13 and D14).

21. The fact that, as alleged by the respondents (cf.
Section XVII supra), for changes perforned at sone of
the positions indicated in the clains, the required
effect (lower immunol ogical potential) is not attained,
m ght be of relevance for the assessnent of inventive
step (Article 56 EPC) but it is of no relevance here in
respect of the issue of sufficiency of disclosure.
| ndeed, in exam ning inventive step, it mght have to
be assessed whether the technical solution proposed by
the patent in suit actually solves the technica
probl em underlying the patent, i.e. whether there is a
cause-effect rel ationship between the proposed
nmut ati ons and the | owered i munol ogi cal potential (cf.
recent decision T 537/02 of 19 Cct ober 2004).

22. The board thus cones to the conclusion that the cl ai ned

subject-matter of this seven auxiliary request fulfils
the requirenents of Article 83 EPC.

0248.D
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Or der

For these reasons it is decided that:

1. The deci sion under appeal is set aside.

2. The case is remtted to the opposition division for
further prosecution on the basis of the seventh
auxiliary request filed during the oral proceedings.

The Regi strar: The Chai r man:

A. Wl i nski L. Galligan
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