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Summary of Facts and Subm ssi ons

An appeal was | odged by the patent proprietors
(appel I ants) against the decision of the opposition

di vi si on, whereby the European patent No. 0 574 402 was
revoked. Basis for the revocation were a main request
and auxiliary requests A, B and C, which were not
considered to conply with Articles 123(2),(3) and 84
EPC, and auxiliary request D, which was considered to
conpri se added subject-matter (Article 123(2) EPC)

. Claim1l1l of auxiliary request D before the opposition
di vision read as foll ows:

"1. A host cell conprising

a reconbi nant DNA sequence encodi ng t he mamal i an
pai red basic am no acid converting enzyne PACE | acking a
transnmenbrane domai n, operably linked to a heterol ogous
expression control sequence permtting expression of
said PACE; and a pol ynucl eoti de encoding a precursor
pol ypepti de, wherein the precursor polypeptide is a
substrate for the encoded PACE which is operably Iinked
to a heterol ogous expression control sequence permtting
expression of the protein product of the precursor
pol ynucl eoti de by the host cell."

Clainms 2 and 3 concerned specific enbodi nents of the
host cell of claim1, clainms 4 and 5 were directed to
t he correspondi ng expression vectors. Clains 6 to 8
concerned a nmethod of increasing the yield of a

bi ol ogi cally active protein.
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Claims 1, 3, 5 and 7 as originally filed read as
fol | ows:

"1. A host cell conprising a reconbi nant pol ynucl eoti de
encodi ng PACE, wherein the cell is capable of
expressi ng PACE. "

"3. The host cell according to claim1, wherein the
encoded PACE | acks a transnenbrane donmin."

"5. The host cell according to claim1 further
conprising a polynucl eoti de encodi ng a precursor

pol ypepti de, wherein the precursor polypeptide is a
substrate for the encoded PACE, and wherein the cell is
capabl e of expressing the pol ynucl eotides encodi ng PACE
and the heterol ogous pol ypeptide. "

"7. The host cell according to claim5 wherein the
encoded PACE and the encoded heterol ogous precursor
pol ypepti de, when expressed, are secreted into

extracel lul ar medi um"”

Clains 2, 4, 6 and 8 to 19 referred to further

enbodi nents of said host cell, whereas clains 20 to 33
related to a reconbi nant expression vector suitable for
expression in a selected host cell conprising a

pol ynucl eoti de sequence encodi ng PACE al one or with
anot her pol ynucl eoti de sequence encodi ng the precursor
pol ypeptide. Clains 34 to 52 related to different

met hods, such as methods for producing reconbi nant PACE
(clains 34 to 39), nethods for producing a desired

mat ure pol ypeptide (clainms 40 to 42) and net hods of
increasing the yield of a biologically active protein
(claims 43 to 52).
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In the statenment of grounds of appeal, the appellants

di scussed only auxiliary request D, which in their view
did not contravene Article 123(2) EPC, and a procedural
violation allegedly commtted by the opposition

di vi si on.

The opponent (respondent) filed observations in reply
to the statenents of grounds of appeal.

The board issued a comuni cation under Article 11(2) of
the rules of procedure of the Boards of Appeal
indicating its prelimnary view on the alleged
procedural violation and the conpliance of auxiliary
request Dwith Article 123(2) EPC.

In reply to the board' s conmmuni cation, the appellants
filed a set of clains for ES and GR of auxiliary
request D.

Oral proceedings were held on 6 Novenber 2003. During
the oral proceedings the appellants filed a new
auxiliary request D for all the designated contracting
states except ES and GR which conprised 7 clains and
differed fromthe request D not allowed by the
opposition division only in that claim2 was del eted
wi th consequent revision of the nunbering and back-
references. An auxiliary request D for ES and GR
conprising 7 clainms in the formof nmethod clains was
al so fil ed.

The appellants' submissions in witing and during the
oral proceedings, insofar as they are relevant to the
present decision, can be summarized as foll ows:



2837.D

- 4 - T 1100/ 01

Procedural violation

The feature of the clains alleged to be added subject-
matter was already present in the granted clai ns.
However, Article 100(c) EPC was not pleaded as a ground
of opposition within the statutory opposition term
(Article 99(1) EPC). This ground of opposition was
raised for the first time during the oral proceedi ngs
and it was not clearly pleaded in any of the opponent's
witten subm ssions. In these subm ssions, only the
addition of the word "functional" had been objected
under Article 100(c) EPC. The patentees were given a
strictly limted and insufficient period of tine for a
proper consideration of the fresh ground of opposition
and they were denied the opportunity to respond
adequately by refusing the request for an adj our nnent
of the proceedings so as to permt a technical expert
to be consulted. Thus, the opposition division
conmtted a procedural violation which justified the
rei mbursenent of the appeal fee.

The issue under Article 123(2) EPC. added subject-
matt er

The term PACE in the application as filed was a generic
term and included not only the full-Iength PACE but
(truncated) fragnents and anal ogues thereof that
retained the biological activity of full-length PACE as
well. A PACE | acking its transnmenbrane domai n was
expressly taught as a preferred PACE fragnent and
repeatedly nentioned in the description as filed. The
production of a PACE fragnent devoid of transmenbrane
domain was shown in exanple 7 and it was explicitly
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said to be preferred for the co-culturing nethod. The
co-cul turing nmethod (DNA sequences encodi ng PACE and
its substrate were introduced into and expressed in

di fferent host cells) was disclosed as a sinple
alternative to the co-expression nmethod (DNA sequences
were introduced into and expressed in the sane host
cell). Wereas in the co-expression nethod a PACE

| acki ng the transmenbrane domain was only optional, in
the co-culturing nethod this truncated PACE was
necessary for the interaction of both PACE and the
secreted substrate - a precursor polypeptide - to take
pl ace in the sanme nedium The co-expression of PACE and
its substrate was taught to be one of the principal

nmet hods for achieving the benefits of the invention and
t he conbination of clains 5 and 7 as filed included the
co- expressi on of PACE | acking the transmenbrane domain
and of its substrate. Thus, the co-expression - in a
single host cell - of both precursor polypeptide (PACE
substrate) and PACE | acking the transnmenbrane domain
was directly and unanbi guously derivable fromthe

di scl osure of the application taken as a whol e and
there was nothing in the application as filed that

poi nted away fromthe use of PACE | acking a
transnmenbrane domain in the co-expression nethod.

In order to assess the presence of added subject -
matter, the whole disclosure had to be taken into
account as well as the information directly and

unambi guousl y derivable fromthe application as filed.
According to the established case | aw of the Boards of
Appeal , specific enbodinments - in particular, simlar
exenpl ary enbodi nrents with conparable elenents - could
be interchanged where it was technically appropriate to
do so, there was nothing in the application as filed
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that pointed away froman interchange of full-length
PACE and a PACE | acking the transnenbrane domai n and
the resulting conmbination - in the co-expression nethod
- provided a solution to the probl em addressed by the
application. In the present case, the application did
not disclose a long |ist of possible PACE fragnents,
variants or anal ogues thereof but only a very snal
nunber of specific PACE products which were to be used
in a very small nunber of possible nethods.

The respondent's submissions in witing and during the
oral proceedings, insofar as they are relevant to the

present decision, can be summarized as foll ows:

Procedural violation

The ground of opposition was not raised for the first
time at the oral proceedings. In the witten

subm ssions, it had already been indicated that soluble
PACE or PACE | acking a transnenbrane domai n was not
mentioned in the context of co-expression. In the
clainms as granted, this feature was present only as an
alternative with co-expression froma pol ynucl eoti de
encoding full-length PACE and thus, the anendnent
carried out in auxiliary request D redefined the

i nvention. Regardl ess of whether or at what stage

obj ections were raised, the opposition division had to
consi der whet her the anended clains satisfied the

requi renents of the EPC and, in particular the ones of
Article 123(2) EPC. During the oral proceedings, the
opposition division offered the patentees further tine
for considering the objection under Article 123(2) EPC.
However, the patentees did not take advantage of it. It
was the patentees' choice not to bring a technical
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expert at the oral proceedings and there had been no
reason to adjourn the proceedings to consult a
techni cal expert.

The issue under Article 123(2) EPC. added subject-
matt er

The application as filed disclosed three different
enbodi ments: (i) a host cell producing reconbi nant PACE
(wth or without transnmenbrane domain), which could

t hen subsequently be used - outside the host cell - as
a reagent to cleave the precursor pol ypeptide (reagent
enbodi ment), (ii) a cell culture producing both PACE
and precursor polypeptide in the sane cells so that
PACE acted on the precursor polypeptide inside the host
cell (co-expression enbodinent) and (iii) a cel

culture with two cell popul ations, one produci ng PACE
and the ot her producing precursor pol ypeptide so that
secreted PACE acted on secreted precursor polypeptide -
outside the cell - in the shared culture nedium (co-

cul turing enbodi ment). A PACE | acking the transnmenbrane
domain was said to be preferred only for certain

enbodi ments but not applicable to all of them The
application as filed referred to the inportance of the
transnmenbrane domain for cellular [ocation and there
was no nention of co-expression of PACE | acking a
transmenbrane domai n and a precursor polypeptide within
t he sane host cell. None of the references to co-
expression contenplated the use of a PACE | acking a
transmenbrane domain. In contrast, PACE |acking a
transmenbrane domain was said to be preferred and
specifically relevant for expression in separate host
cells (co-culturing). Thus, the application as filed
taught away fromthe use of PACE | acking a
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transnmenbrane domain in the co-expression enbodi nent,
such a use was not in line with the teaching of the
application as a whol e.

Exanple 7 only taught the construction of an expression
vector containing a DNA sequence encodi ng PACE | acki ng
a transmenbrane domain but there was no suggestion of
usi ng such an expression vector for co-expression in a
single host cell. Cdaim3 as filed was directed to a
host cell conprising a pol ynucl eotide encoding a PACE

| acki ng a transnmenbrane domai n. However, neither
claim5 nor claim7 as filed were dependent on claim 3.
The production of secreted PACE - the subject-matter of
claim7 or the conbination of clains 5 and 7 as filed -
could well be achieved with full-1ength PACE by
autoproteolysis - due to a | arge overproducti on of PACE
in transfected COS-1 cells - or by co-expression with a
VWF- produci ng CHO cell line as shown, respectively, in
exanples 2 and 5. Thus, clainms 5 and 7 as filed did not
provide a basis for co-expression in the sanme host cel
of a PACE | acking a transnenbrane domain and of a
precursor pol ypeptide. There was neither an explicit

di sclosure nor an inplicit teaching in the application
taken as a whole for the co-expression in the sane host
cell of a reconmbi nant DNA sequence encodi ng PACE

| acki ng a transnmenbrane domai n and of a pol ynucl eoti de
encodi ng a precursor pol ypeptide. Furthernore, nothing
i ndi cated that such co-expression system was

advant ageous or that it provided a solution to any

t echni cal probl em

The generic term PACE enconpassed a | arge nunber of
possi bl e fragnments, variants or anal ogues of the full-
| ength PACE. A PACE | acking a transnmenbrane domai n was



Xl .

2837.D

-9 - T 1100/ 01

only one out of several possible PACE fragnents
explicitly nmentioned in the application as filed. In
accordance with the established jurisprudence of the
Boards of Appeal, the conbination of elenments fromtwo
or nore lists or else fromseveral possible options - a
particul ar PACE fragnment (PACE | acking transnenbrane
domain) with a particular nmethod of exposing the PACE
to a precursor pol ypeptide (co-expression) fromthe
many net hods di scussed - |led to added subject-nmatter,
representing an individualized form selection or

conbi nation that was not disclosed as such in the
application as filed. The clained subject-matter was an
artificial conbination - in the sense that the three
enbodi nents were not simlar and there were pointers to
the contrary in relation to conbining features - which
coul d not have been contenplated by the skilled person
reading the application as filed and which did not

sol ve the probl em addressed by the application.

Explicit reference was made to decisions T 12/81 of

9 February 1982 (QJ EPO 1982, 296), T 181/82 of

28 February 1984 (Q) EPO 1984, 401), T 7/86 of

16 Septenber 1987 (QJ EPO 1988, 381) and T 694/92 of

8 May 1996 (QJ EPO 1997, 408; in paragraph 24 of the
Reasons) of the Boards of Appeal in support of this

[ ine of argunentation.

The appel l ants (patentees) requested that the decision
under appeal be set aside and that the case be remtted
to the first instance for further prosecution on the
basis of the sets of clains submtted at the ora
proceedi ngs on 6 Novenber 2003, and that the appeal fee
be rei mbursed.
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The respondent (opponent) requested that the appeal be
di sm ssed.

Reasons for the Deci sion

2837.D

The board notes that Article 100(c) EPC (Article 123(2)
EPC) was not nentioned in the original grounds of

opposi tion. However, according to the decisions of the
Enl arged Board of Appeal G 9/91 and G 10/91 of 31 March
1993 (QJ EPO 1993, pages 408 and page 420,
respectively), an Qpposition Division may, in
application of Article 114(1) EPC, of its own notion
rai se a ground for opposition not covered by the
statenent pursuant to Rule 55(c) EPC or consider such
ground rai sed by the opponent after the expiry of the
time limt laid down in Article 99(1) EPC but only in
exceptional cases where, prima facie, there are clear
reasons to believe that such grounds are rel evant and
woul d in whole or in part prejudice the maintenance of
t he European patent (cf G 9/91, point 16 of the Reasons
of the Decision). This is evidently the situation of
the present case, where the Opposition Division

consi dered the ground of opposition under Article 100(c)
EPC to be so relevant as to revoke the patent. Thus, no
criticismcan be levelled at the opposition division
for using its discretion to introduce the said bel ated
ground of opposition.

The issue under Article 123(2) EPC. added subject-
matt er

The subject-matter of the clains now before the board
relates to the co-expression in a host cell of a
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reconmbi nant DNA sequence encodi ng the manmmal i an paired
basi ¢ am no acid converting enzyne (PACE) | acking a
transnmenbr ane domai n and a pol ynucl eoti de encodi ng a
precursor pol ypeptide, which is a substrate for the
encoded PACE (cf Section VIII supra). The opposition

di vi sion deci ded that a PACE | acki ng the transnmenbrane
domai n was not disclosed in the application as
originally filed in the context of co-expression with a
precur sor pol ypepti de.

I n accordance with the established case | aw of the
Boards of Appeal, the content of an application as
filed conprises the whole of the technical information
which is directly and unanbi guously derivabl e therefrom
including information which is inplicitly apparent -
usi ng common general know edge - to a person skilled in
the art, when reading the application. This "whol e
content approach” or disclosure test is essentially the
sanme used for judging novelty and entitlenent to
priority and excludes eg the nmaking of arbitrary |inks
between features fromdifferent parts of the
application which Iinks are not as such derivable from
the entirety of the disclosure (cf G 2/98 of 31 My
2001, QJ EPO Cctober 2001, pages 413 to 433 and

T 345/ 01 of 14 February 2003 point 1 of the Reasons of
t he Deci sion).

The disclosure of the application as a whol e concerns
t he production of reconbinant PACE as well as nethods
for using this PACE, in particular for increasing or
enhanci ng the processing of selected precursor

pol ypeptides - substrates of said PACE - into the
correspondi ng mature pol ypeptides. In order to carry
out these nethods, both the PACE and the precursor
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pol ypepti de have to be brought into contact so that the
|atter can be efficiently processed - cleaved - into
its mature formby PACE. This contact is an essenti al
technical feature conmmon to all disclosed nethods.

The application as filed refers to three expression
systens for the production of reconbi nant PACE, nanely
mamal i an cells, mcroorganismcells - including yeast
and bacteria - and insect cells (cf page 23 to page 52).
Reference is made in all of themto PACE in general and
to fragnents thereof (cf inter alia page 23, line 11
page 30, lines 5 to 11, page 32, line 10, page 37,

line 19) as well as to different means for achieving
their expression, such as expression vectors, pronoters,
term nat or sequences, etc. and, in particular, |eader
sequences for secretion into the growh nedia (cf inter
alia page 33, lines 3 to 35 and page 41, lines 3 to 29).
They are all defined as being suitable for said
expression and, the fact that sone of themare
characterized as preferred ones, does not nean that the
others are to be disregarded.

Simlarly, the application as filed discloses several
nmet hods of using reconbi nant PACE for enhancing the
processi ng of selected precursor polypeptides into the
correspondi ng mature pol ypeptides. In particul ar,
reconbi nant PACE can be produced by transfornmed host
cells and subsequently used as an added reagent to the
precursor pol ypeptide (reagent enbodi nent). Reconbi nant
PACE can be localized either in the host cell nenbrane
or else as soluble, secreted reconbi nant PACE. In the
| atter case, the precursor pol ypeptide can al so be
expressed and secreted by host cells in a shared

cul ture nmedium so that contact between PACE and the
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precursor pol ypeptide takes place in a straightforward
manner outside the host cells (co-culturing enbodi nment)
(cf page 22, lines 6 to 8). In another nethod,

reconbi nant PACE and precursor pol ypeptide can be
produced and expressed in the same host cell (co-
expression enbodinent). In this case, the essential
contact between the PACE and its substrate can be
either inside the host cell - when there is no
secretion - or else outside the host cell - wth
secretion of both products. The secretion of both the
PACE and the precursor polypeptide is explicitly
clainmed in the conbination of clains 5 and 7 as
originally filed, this specific enbodi nent being
particularly inportant for precursor polypeptides which
are known to be naturally secreted pol ypepti des.
Claim5 as filed defines PACE as a simlarly generic
termas in claiml as filed, which term enbraces both
full-1ength PACE and PACE | acki ng a transnenbrane
domai n, as al so shown by dependent claim3 as filed.

The application as filed clearly states that the
function of the PACE transnmenbrane domain is to

| ocalize the full-length PACE into the host cel
menbrane (cf page 20, lines 3 to 5) and thus, inpair
the secretion of said full-length PACE outside the host
cell. On the other hand, a PACE | acking the
transmenbrane domain is clearly identified as being
secreted outside the host cell (cf inter alia page 20,
lines 25 to 29 and page 22, lines 7 to 8). Thus, the
board understands that the whole content of the
application as filed directly and unanbi guously teaches
the skilled person to use such a PACE | acking the
transnmenbrane domain in the co-expression system of
claim7 as filed.
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The board cannot follow respondent’'s argunents that in
view of the results shown in exanples 2 and 5, the
skill ed person woul d understand the conbi nati on of

claims 5 and 7 as relating exclusively to full-length
PACE
Exanpl e 2 concerns the expression of full-Ilength PACE

in mammalian COS-1 cells and di scl oses the presence of
secreted | ow nol ecul ar wei ght (75kDa) PACE speci es,
which differ in apparent size fromthe intracellular
(90kDa) PACE species. These secreted PACE species are
said to be the result of autoproteolysis of the full-
| ength PACE due to a | arge overproduction of PACE in
transfected COS-1 cells. Exanple 5, which relates to
t he expression of full-length (90-100kDa) PACE in CHO
cells with and wi thout co-expression of VW, also

di scl oses an apparent secretion of smaller (75-80kDa)
PACE species in the conditioned nedi um

However, the board notes that in exanple 2 the relative
quantity of secreted PACE observed in the mediumis 5
to 10 fold less than that detected in the cell lysate
or remaining inside the cell at 12 hour chase period
(cf page 58, lines 3 to 27). This secreted PACE is al so
identified as being a PACE probably mssing its
transnmenbrane domain and thus, fully in agreenent with
t he di scl osed function of the transnmenbrane domai n.
Moreover, in exanple 5 the smaller, secreted PACE is
detected in the conditioned nmediumat 12 and 18 hours,
whereas the secreted VW is said to be conpletely
processed to mature VW at already 12 hours (cf page 64,
line 28 to page 65, line 18).



8.3

2837.D

- 15 - T 1100/ 01

Adm ttedly, these exanpl es show the secretion of PACE
usi ng a reconbi nant DNA sequence encoding a full-length
PACE. However, the secreted PACE is only a m nor
fraction of all reconbinant PACE produced, resulting
froma non-intended overproduction of full-Iength PACE
by certain specific host cells, and only identified
after a long incubation tinme, when the precursor

pol ypepti de has al ready been conpletely processed to
its mature form Thus, the use of a reconbi nant DNA
sequence encoding full-length PACE for obtaining
secreted PACE cannot be seen - as argued by the
respondent - as the only teaching derivable fromthese
exanples. On the contrary, by show ng the possible
shortcom ngs and drawbacks associ ated to such use of
full-length PACE for obtaining secreted PACE - m nor
portion, long incubation, etc. - these exanples further
support the whole teaching or content of the
application as filed, nanely to use a reconbi nant DNA
encodi ng a PACE | acki ng the transnmenbrane domai n when a
secreted PACE product is actually desired, such as it
is the case for claim7 as filed (cf point 7 supra).

Mor eover, the factual situation in the present case
cannot be conpared to a situation wherein a |list of
equi val ent products to be used in different possible
nmet hods is disclosed and the selection of a particular
product with one of the many possible nethods results
in a specific conbination, which has neither been

di sclosed in the application as filed nor contenpl ated
by the skilled person on reading said application. In
t he present case, the use of both full-Iength PACE and
PACE | acki ng the transmenbrane domain in all disclosed
nmet hods, particularly in the co-expression nethod,
represents distinct enbodi nents, which - even if not
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specifically exenplified in the application as filed -
are certainly contenplated in the whole content of said
application. Both products are clearly identified as
having different properties - |ocated or anchored in

t he host cell nenbrane vs. secreted fromthe host cel

- and thus, the reader is taught to select them as
appropriate in connection with any other nethod step
di scl osed. Therefore, the established case | aw of the
Boards of Appeal referred to by the respondent (cf
point X supra) is not considered to be relevant to the
present case.

The board concludes that the application as filed
directly and unanbi guously di scl oses a PACE | acking the
transmenbrane domain in the context of co-expression
with a precursor polypeptide. Thus, the requirenents of
Article 123(2) EPC are considered to be fulfilled.

Rei mbur senent of fees

It remains to be assessed whether the patentees were
deni ed a proper right to be heard (Article 113(1) EPC)
In this respect and according to the "M nutes of the
oral proceedi ngs before the opposition division", the
pat entees were given tine - at least twice - to

consi der the objection raised under Article 123(2)EPC.
Afterwards, the patentees requested an adj ournnent of
the oral proceedings in order to have an expert opinion
from an i ndependent expert (cf points 4.7 and 4.8 of
the "M nutes of the oral proceedings before the
opposition division"), which is also indicated in the
deci si on under appeal (cf. point 7.1 of the decision
under appeal). The m nutes were not contested and thus,
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they are assunmed to correctly reflect the oral
proceedi ngs before the opposition division.

An objection under Article 123(2) EPC only requires
assessnent of the content of the application as
originally filed, which the patentees and their
representative are supposed to be well famliar with
and to know in every detail. Only if there were a

di spute as to what a particular termused neant to a
skilled person in the art m ght expert evidence be
needed, but this situation does not arise here. The
assessnment nmust be made by the instance of the EPO
deci ding the question. Gven that the disclosure nust
be direct and unanmbi guous an opinion by an expert is
likely to be of negligible assistance. In the present
case, the patentees’ main line of argunentation put
forward before the opposition division as well as pages,
passages, etc. of the application as filed given as a
basis for the clained subject-matter during the oral
proceedi ngs before the opposition division do not
essentially differ fromthe ones indicated in the
present appeal proceedings. The fact that the
opposition division cane to a different conclusion than
t he present board cannot be seen as a substanti al
procedural violation of the rights given by

Article 113(1) EPC.

Mor eover, the objection under Article 123(2) EPC had

al ready been raised for the first tine in the witten
subm ssions and not during the oral proceedi ngs before
t he opposition division (cf page 4, lines 18 to 21 of
opponent's letter dated 19 Novenber 1999). Admittedly,
it was rai sed anong several other objections concerning

the introduction into the clains of the word



14.

15.

2837.D

- 18 - T 1100/ 01

"functional” and it m ght have been nore clearly

pl eaded or nore enphatically followed-up by the
opponent. However, the objection was already formally
present in the opposition proceedings and the patentees
were on notice that they m ght have to deal with it.

In the light of these considerations, there was no need
for an adjournment of the oral proceedings before the
opposition division - with the associ ated del ays,
addi ti onal inconveniencies and problens - for allow ng
t he consul tation of an independent expert. The board
does not consider that the right to be heard was denied
in the present case and thus, no procedural violation
against Article 113(1) EPC can be said to have taken

pl ace.

In the absence of a substantial procedural violation,
the request for reinbursenment of the appeal fees cannot
be granted (Rule 67 EPC).
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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 first instance for further
prosecution on the basis of the sets of clains
submtted at the oral proceedings on 6 Novenber 2003.

3. The request for reinbursement of the appeal fee is
refused.

The Regi strar: The Chai r man:

A. Wl i nski L. Galligan
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