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Summary of Facts and Subm ssi ons

0050.D

The appeal lies fromthe interlocutory decision of the
opposi tion division issued on 14 COctober 1999
concerning the mai ntenance of the European patent

No. 0 215 594 in anended form The patent had been
granted on the basis of clains 1 to 29, wherein

i ndependent claim1 read as foll ows:

"1. A process for making a heterol ogous pol ypeptide
conprising : transformng a filanentous fungus fromthe
subdi vi si on Eumycotina with a vector containing DNA
sequences capabl e of expressing a heterol ogous

pol ypepti de and of causing secretion of the

het er ol ogous pol ypeptide fromthe fil anentous fungus,
said filamentous fungus being sel ected from nenbers of
t he subdi vi sion Eunycotina that are capable of being
propagated in filanentous form and expressing and
secreting said heterol ogous pol ypeptide."

Dependent claim 2 defined the DNA sequences conprised
in the vector (encoding the heterol ogous pol ypepti de,
encodi ng a signal sequence and a pronoter sequence),
wher eas dependent clains 3 to 29 further defined the
signal sequences, pronoter sequences, further elenments
in the vector, such as functional transcription

term nati on and pol yadenyl ati on sequences, DNA
sequences encoding a sel ection characteristic
expressible in filanmentous fungus, DNA sequences
capabl e of increasing the transformation efficiency,

t he secreted heterol ogous pol ypepti de and the
filamentous fungi.

The granted patent had been opposed by six opponents
(opponents 01 to 06) under Article 100(a), (b) and (c)
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EPC, of which one later withdrew its opposition.

The opposition division, while not allowing the main
request (clainms as granted) for |lack of novelty,

deci ded that the subject-matter of the fifth auxiliary
request then on file fulfilled the requirenents of the
EPC.

| ndependent claim1 of this request read as foll ows:

"1. A process for making a mammal i an pol ypepti de
conprising: transformng a filamentous fungus fromthe
subdi vi si on Eunycotina, with the exclusion of
Saccharonyces cerevisiae, that are capabl e of being
propagated in filanentous formwth a vector which
conpri ses a DNA sequence encodi ng said pol ypeptide, a
DNA sequence encodi ng a signal sequence and a pronoter
sequence operably linked to said DNA encoding the

si gnal sequence, said pronoter sequence being
functionally recogni zed by said filanmentous fungus,
wher eby sai d DNA sequences are capabl e of expressing
sai d pol ypepti de and of causing secretion of the

pol ypeptide fromthe filanentous fungus, and expressing
and secreting said pol ypeptide; wherein said signal
sequence is native to the mammal i an pol ypeptide or
conpri ses the signal sequence of bovine preprochynosin
or Mucor m ehei preprocarboxy protease."”

| ndependent claim2 was essentially the same as claim1l
but directed to a process for making a heterol ogous

pol ypepti de wherein the signal sequence conprised the
si gnal sequence of bovi ne preprochynosin or Micor

m ehei preprocarboxy protease. Dependent clains 3 to 18
defined particul ar enbodi nents of the process of either
claim1 or 2.
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Bot h the patentee and opponent 02 | odged an appeal
agai nst the interlocutory decision of the opposition
di vision. Opponent 02 withdrew its appeal and its
opposition on 7 April 2000, whereas opponent 06
withdrew its opposition on 14 February 2001.

On 28 August 2002, the board issued a conmuni cation
pursuant to Article 11(2) of the rules of procedure of
t he boards of appeal indicating with reference to
decision G 9/92 (QJ EPO 1994, 875) that neither the
board of appeal nor the non-appealing opponents m ght
chal | enge the mai ntenance of the patent as amended in
accordance with the interlocutory deci sion.

In reply to the board' s communi cation, respondent |1
(opponent 04) and respondent 11 (opponent 05) inforned
the board of their intention not to attend the oral
proceedi ngs. The appellant (patentee) filed several
auxiliary requests (auxiliary request Ato G and a
"Penultimate Auxiliary C aimRequest”) and witten
submi ssions with additional prior art. No subm ssions
in witing were nade by any of the respondents.

Oral proceedings were held on 4 Decenber 2002. During
oral proceedings the appellant withdrew all its

previ ous requests and filed a new main request with
claims 1 to 28 and a first auxiliary request with
claims 1 to 3. Independent claim1l of the new main
request read as follows:

"1. A process for making a heterol ogous pol ypeptide
conprising : transformng a filanentous fungus fromthe
subdi vi si on Eumycotina with a vector containing DNA
sequences capabl e of expressing a heterol ogous

pol ypepti de and of causing secretion of the
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het er ol ogous pol ypeptide fromthe fil anentous fungus,

t he vector conprising a DNA sequence encoding said

het er ol ogous pol ypepti de, a DNA sequence encoding a

si gnal sequence and a pronoter sequence operably |inked
to said DNA encodi ng the signal sequence, said pronoter
sequence being functionally recogni zed by said
filamentous fungus, said filanentous fungus being

sel ected from nmenbers of the subdivision Eunycotina
that are capabl e of being propagated in fil anmentous
form but excluding yeasts, and expressing and secreting
sai d het erol ogous pol ypeptide."

Dependent clainms 2 to 28 corresponded to the subject
matter of clains 3 to 29 of the granted clains, with
the deletion of Trichodernma reesei in the last claim

| ndependent claim1 of the first auxiliary request read
as follows:

"1. A process for making a mammalian pol ypeptide
conprising : transformng a filanentous fungus fromthe
subdi vi si on Eumycotina with a vector containing DNA
sequences capabl e of expressing a heterol ogous

pol ypepti de and of causing secretion of the

het er ol ogous pol ypeptide fromthe fil anentous fungus,

t he vector conprising a DNA sequence encoding said
manmmal i an pol ypepti de, a DNA sequence encoding a signal
sequence and a pronoter sequence operably linked to
sai d DNA encodi ng the signal sequence, said pronoter
sequence being functionally recogni zed by said
filamentous fungus, said filanentous fungus being

sel ected from nmenbers of the subdivision Eunycotina
that are capabl e of being propagated in fil anmentous
form but excluding yeasts, and expressing and secreting
sai d het erol ogous pol ypeptide; wherein said signal
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sequence is native to the mammal i an pol ypeptide or is
derived from bovi ne preprochynosin, Micor niehe

preprocarboxy protease or a Trichoderma reesei

cel | ul ase. "

| ndependent claim2 was directed to a process for
maki ng a het er ol ogous pol ypeptide from Hum cola or
Mucor species with a signal sequence native to the
het er ol ogous pol ypeptide and using an Aspergillus
filamentous fungus as a host. |ndependent claim 3 was
essentially as claim1l but directed to a process for
maki ng a het erol ogous pol ypeptide with a signal
sequence derived from bovi ne preprochynosin, Micor

nm ehei preprocarboxy protease or a Trichoderna reesei

cel | ul ase.

The foll ow ng docunents are cited in this decision

D1: US application 664 230 (priority docunent of D2);

D2: EP 0 191 221 (Al);

D4: EP 0 244 234 (A2);

D5: GB application 86 10600 (priority docunent of D4);

D6: EP 0 099 226 (Al);

D7: MA 1Innis et al., Science, 5 April 1985,
Vol . 228, 21 to 26

D10: A -M Bech and B. Foltmann, Neth. MIk Dairy J.
1981, Vol. 35, 275 to 280;

D12: D.J. Ballance et al., Biochem Biophys. Res.
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Commun., 1983, Vol. 112 (1), 284 to 289;

D13: J.M Kelly and MJ. Hynes, The EMBO J., 1985,
Vol. 4 (2), 475 to 479;

D15: MM Yelton et al., Proc. Natl. Acad. Sci. USA,
1984, Vol . 81, 1470 to 1474;

D16: D.J. Ballance, Abstract presented at the EMBO
Wor kshop April 17 to 19, 1984, Rhenen, The
Net her | ands;

D23: D.J. Ballace and G Turner, CGene, 1985, Vol. 36
321 to 331;

D34: WO 86/ 03774 (Al);

D35: DK application 6019/84 (priority docunment of D34);

D47: EP 0 137 280 (Al);

D59: T. Taniguchi et al., Proc. Natl. Acad. Sci. USA,
1980, Vol. 77, 5230 to 5233;

D60: J. Mellor et al., CGene, 1983, Vol. 24, 1 to 14.
The argunents of respondent | (opponent 01) for the

mai n request can be summarized as follows: (i) clains
concerned with Trichoderma (clains 26 and 27) are not

entitled to the first priority date of the contested
pat ent because the first priority docunent is not
enabling for Trichoderma. Docunment D4 (with docunent D5

as a valid priority), which discloses the nethods of
the contested patent in Trichoderma, anticipates the

subject matter of those clainms. (ii) Having regard to
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docunents D2 (with docunent D1 as a valid priority), D6
and D34 (with docunent D35 as a valid priority), the
mai n request |acks novelty.

The argunents for the first auxiliary request can be
summari zed as follows: (i) the introduction of the
signal sequence of the Trichoderma reesei cellul ase

into the clainms is not occasioned by any ground for
opposition and thus, it cannot be all owed under

Rule 57(a) EPC. (ii) The clainmed subject matter |acks
inventive step, in particular in view of docunment D47
in conmbination with docunment D6 for claim3 and
docunent D10 in conbination with docunment D6 for
claim 2.

The argunentation of the appellant for the main request
is essentially as follows: (i) the first priority
docunent is enabling for Trichoderma. Docunment D4 is

not relevant for clainms 26 and 27 as they are entitled
to said priority. (ii) Docunment D2 discloses a

conpl ementati on systemw th expression and secretion of
a honol ogous pol ypeptide. There is no production of a
het er ol ogous pol ypeptide in the sense defined in the
patent-in-suit. The references to the secretion of

het er ol ogous pol ypeptides in docunment D2, |ike the ones
in docunents D6 and D34, are nere specul ations w thout
any reliable technical basis. Neither document D2 nor
any ot her document of the cited prior art enables the
skilled person to carry out these suggestions in a
straightforward manner. In view of the difficulties and
uncertainties shown in the prior art, such as the
failures reported in docunments D59 and D60, the skilled
person woul d not seriously contenplate follow ng these
suggestions. Thus, none of the said docunents affects
novel ty.
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The argunents in support of the first auxiliary request
are essentially as follows: (i) the introduction of the
signal sequence of the Trichoderma reesei cellul ase

into the clains overcones the novelty objection raised
for the main request and thus, the requirenents of
Rule 57(a) EPC are fulfilled. (ii) Docunment D47 only
di scl oses the expression and secretion of the
Trichodernma reesei cellul ase using yeast as a host.

There is no suggestion, |let alone any notivation, for
selecting a filanmentous fungus as a host. Making such a
selection entails an unacceptabl e degree of hindsight.
Moreover, even if it were obvious for the skilled
person to make such a selection, he or she would have
no reasonabl e expectation of success in view of the
probl ens and the uncertainties shown in the cited prior
art (as outlined for the main request).

The appel | ant requested that the decision under appeal
be set aside and the patent maintained on the basis of
the main request or of the first auxiliary request,
both submtted at the oral proceedi ngs on 4 Decenber
2002.

The respondents requested that the appeal be di sm ssed.

Reasons for the Decision

Mai n request
Articles 123(2), (3) EPC and 84 EPC

0050.D

Claim1l1l of this request is a conbination of granted
claims 1 and 2 with the exclusion of yeast. This
exclusion has a basis in the description as originally
filed (cf page 4, lines 40 to 41) and it is a
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restriction of the granted clains by excluding those
yeasts from the subdivision Eunmycotina which under
certain conditions are capable of being propagated in
filamentous form The objections originally raised
under Article 123(2) EPC against the granted clains
only concerned dependent clainms 23 to 25. The findings
of the decision under appeal have not been disputed by
t he respondents. The board sees no reason to question
t hese findings. Thus, the main request neets the

requi renents of Articles 123(2), (3) EPC and 84 EPC.

Articles 87 to 89 EPC (Entitlement to priority)

0050.D

Clains 26 and 27 concern inter alia the particular
enbodi ment of the process of claim1 in which
Trichoderma is used as a host. Formal support for the

use as hosts of several filanmentous fungi, including
Trichoderma, is found in the first priority docunent
(cf page 9, lines 29 to 31, claim27). However,

respondent | has argued that at the priority date no
nmet hod was available for transform ng Trichodernma and

that exanple 7 of the patent-in-suit shows that the
met hod used for transform ng Aspergillus, which is the

only one disclosed in the first priority docunent,
requires several nodifications in order to be applied
to Trichodernma. For this reason, in its view, this

aspect of the clains is not entitled to the first
priority date (29 August 1985).

No obj ections have been raised in respect of other
filamentous fungi cited in the patent-in-suit or in the
first priority docunent.

Thus, it has to be established whether the information
given in the first priority docunent as a whole, and
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possi bly suppl enmented by the conmon general know edge,
woul d enabl e the skilled person to carry out the

cl ai med process using Trichodernma filanmentous fungi as
a host (cf eg T 351/98 of 15 January 2002, see point 39
of the reasons).

At this stage it is highly relevant to consider the
di scl osure of the first priority docunent as a whol e
and in particular the foll owi ng general teachings:

(i) the culture conditions used for Aspergillus

ni dul ans transformants are di scl osed on page 15 of
the first priority docunent (m nimal agar nedia
with sodiumnitrate). Exanple 1 (page 19) refers
to normal culture conditions for A niger (potato
dextrose broth, 30°C) and exanple 6 (page 35) to

the conditions for Micor mehei (YMB nmediumwth
yeast extracts). Thus, the skilled person is nmade
awar e of sonething which is already obvious in the
art, namely that each and every fungus has its
optimal conditions for culture and that for one
and the sane fungus different culture conditions
can be used. The explicit references to the use of
ot her filanentous fungi (page 9) are addressed to
the person skilled in the art, who in this case
woul d have (or would be in a position to easily
acquire) general know edge on Trichoderm

i ncludi ng suitable and optimal conditions for
cul ture.

(ii) the nethod for transformation of Asperqgillus

di scl osed on pages 13 to 14 of the priority
docunent is said to be based on docunent D12 with
several nodifications. In particular, the

hydrol ytic enzyme m xture Novozyne 234 used to
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di gest the nmycelia cell walls (which is known to
have a variable quality depending on the
commercial lot used) is first partially purified
so as to provide a greater anmount of protoplasts
and a hi gher frequency of stable transformants.
The first priority docunment further discloses
several vectors (pGRGL-pCGRHA) with inproved
transformation frequencies (by presence of the
ANS-1 sequence). Thus, the skilled person is nmade
aware of low transformation frequencies and
instructions and neans are provided in the
priority docunment for overcom ng this problem and
improving the transformati on frequencies.

In view of the fact that the process clained in the
mai n request only requires the transformation of
filanmentous fungi but w thout requiring any specific
yield or transformation frequency, the board is
convinced that the information provided in the first
priority docunent as a whole (wth conmon genera
know edge) woul d enable the skilled person to achieve
Trichodernma protoplasts, their successful

transformation as well as suitable culture conditions
for Trichoderma. The nodifications referred in

exanple 7 of the patent-in-suit are seen as norna
nodi fications that the skilled person could easily
achieve (or simlarly suitable ones) with the
information disclosed in the first priority docunent
and the common general know edge. Thus, the first
priority docunment is considered to be enabling for
Trichoderma

Success with other fungi referred to in the contested
pat ent has not been chall enged by the respondents and,
in view of the argunments given above, neither does the
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board see any reason to doubt that these can be used as
cl ai ned.

Thus, the main request is entitled to the first
priority date (29 August 1985).

Article 54(3)(4) EPC (Novelty)

0050.D

Docunment D2 is a docunent cited against novelty under
Article 54(3) EPC with docunment D1 as a valid priority
(24 Cctober 1984). Docunent D2 refers to fil anmentous
(asconycetes) fungi as "natural" secreters (page 4,
lines 16 to 22) and provides plasm d and cosm d vectors
as internedi ate products which allow to obtain funga
signal sequences for the secretion of proteins encoded
by sel ected forei gn DNA sequences |inked in suitable
reading frane (page 4, lines 11 to 16). References are
found to "control sequences” which control the
expression of these operably |inked coding sequences
(page 6, line 26 to page 7, line 3). The general
teaching of this docunment conprises the use of these
vectors for the efficient production and secretion of
het er ol ogous pol ypepti des by nedi ati on of suitable
fungal signal sequences (page 14, lines 9 to 24). No
technical differences can be seen between this teaching
and the process clained in the main request.

According to the established case | aw of the boards of
appeal, a docunent is only considered to be rel evant
for novelty purposes if its disclosure is an enabling
di sclosure (cf eg T 206/83, QJ EPO 1987, 5). Thus, the
key question is whether docunent D2 provides sufficient
information for the skilled person to carry out the
above referred general teaching in a straightforward
manner w th conmon general know edge, ie whether
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docunent D2 is an "enabling disclosure" or not.

Secretion of a polypeptide

Docunent D2 exenplifies the construction of the plasmd
pHY201 and the cosm d pKBY2 (exanple C, page 16 to

page 23 and exanple D, page 23 to page 29,
respectively). Plasmd pHY201 is derived fromthe
cloning vector pBR329 with a suitable Asperqgillus

ni dul ans sel ecti on-marker (trpC gene). This plasmd

successfully transfornms A. nidulans protoplasts and it
is integrated in Aspergillus transformants. Cosm d

pKBY2 is constructed in a simlar manner with the
addi tional presence of cos sites. This pKBY2 cosmd is
further used as a cloning vector for an Asperqgillus

genomc library resulting in the isolation of a

35-40 kb fragnent which conprises the yA2 gene encodi ng
the extracel |l ul ar enzynme p-di phenol oxidase (| accase).
The presence of the yA2 gene is confirmed by detecting
the conidial yA2 |accase in protein extracts and by the
transformation of a yell ow spored (yA2) A. nidul ans
strain and reversion to a green conidia yA2* phenotype.
The reversion of the yellow conidia phenotype indicates
that the extracellular (secreted) |accase perfornms its
nor mal bi ol ogi cal function.

Secretion of a heterol ogous pol ypepti de

The appel | ant has argued that docunment D2 does not

di scl ose the secretion of a heterol ogous pol ypeptide in
the sense of the patent-in-suit. The board, however,
cannot share this view since the definition of
"het er ol ogous pol ypepti de” found in the contested

pat ent does not exclude a honol ogous conpl enent ati on.

It is true that in referring to the prior art the
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speci fication distinguishes between "honol ogous fungal
expression" (involving conplenentation) and
"het er ol ogous fungal expression"” (page 3, lines 37

to 54). However, on page 5, lines 28 to 29 under the
headi ng "Definitions", the "heterol ogous pol ypepti des”
are defined as pol ypeptides which are not normally
expressed and secreted by the filanentous fungus used
to express these pol ypeptides. Further on lines 33

to 34 reference is nade to pol ypeptides derived from
fungal sources other than the expression host. Thus,
what is excluded by the definition of "heterol ogous
pol ypeptide" is very narrow and restricted to the very
specific individual host strain used, even if the
exanples given are all at the |level of species. A

pol ypepti de which is not produced by a specific strain
nmust therefore be seen as a "heterol ogous pol ypepti de"
to this specific strain. This interpretation is further
confirmed on lines 45 to 47, wherein the "heterol ogous
pol ypepti des" are said to include "naturally occurring
allelic variations that may exist or occur in the
sequence of pol ypeptides derived fromthe above ..
fungal sources ...". As far as the "above" referred
"het er ol ogous pol ypepti des” are not clearly defined,

t he expression and secretion of a specific allelic
variant using as a host a filanmentous fungus strain
whi ch (normally) does not produce such an allelic
variant is seen as enbraced by the clained process too.
In view of this interpretation, docunent D2, which

di scl oses the conplenentation of a yA2- strain (not
normal Iy expressing and secreting the yA2 | accase) by
t he (heterol ogous) yA2 gene, is considered to

antici pate the subject matter of the main request.

3.3 The general teaching of docunent D2 is enabling

0050.D Y A
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Even if, for the sake of argunentation, the exanple
given in docunent D2 were to be considered as a

di scl osure of a "honol ogous pol ypeptide" in the sense
gi ven by the appellant, the teachings of docunent D2
clearly refer to the use of the disclosed vectors for
the efficient expression and secretion of "heterol ogous
pol ypepti des" such as, for exanple, insulin or other
hor nones, |ynphoki nes, growth factors, or other enzymc
or structural proteins (page 15, lines 32 to 34).
Docunent D2 provides straightforward and sufficient
instructions for the skilled person to carry out this
general teaching w thout undue burden, only routine
experinmentation and trials being involved and the
desired results being directly verifiable (expression
and secretion). No technical evidence has been put
forward to contradict this. To accept the appellant's
argunent that docunent D2 is not enabling as far as the
general teaching is concerned would be to apply a
different standard to the disclosure of this prior art
than to the patent in suit (not limted to any
filamentous fungi, transform ng vector, signal

sequence, etc...) which would be contrary to the
established case law (cf T 158/ 91 of 30 July 1991 and

T 782/ 91 of 12 Decenber 1994).

In the board's judgnent, the gist of the invention as
di sclosed in the patent-in-suit is already found in
docunent D2 and, as stated above, this docunent

provi des net hods and neans enabling the skilled person
to performit. Contrary to the appellant's
argunent ati on, the general teaching of docunent D2
(which is essentially the sane as the one of the patent
in suit) as well as the general and specific products
for performng this teaching are considered to "nmake
avai |l abl e" the subject matter of the contested patent.
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Thus, claim1l of the main request is considered to |ack
novelty over the disclosure of docunent D2

(Article 54(3), (4) EPC) and consequently, the main
request, which conprises it, is not found to satisfy
the requirenents of the EPC

First auxiliary request
Articles 123(2), (3) EPC and 84 EPC. Rule 57(a) EPC

The three independent clainms of this first auxiliary
request are particular conbinations of the granted
clainms with a formal basis in the clainms and the
description as originally filed (see point 1 above).
The wording relative to the signal sequence of the
Trichodernma reesei cellulase is found on page 5,

lines 18 to 20 of the application as originally filed.
The cl ai ned subject matter essentially anmounts to a
l[imtation to specific enbodi nents of the granted
clainms. Moreover, the limtation to specific signa
sequences overcones the objection of |lack of novelty
over document D2. Thus, the first auxiliary request is
considered to fulfil the requirenents of

Articles 123(2), (3) EPC and 84 EPC as wel| as those of
Rul e 57(a) EPC.

Article 54 EPC (Novelty)

0050.D

No docunent on file discloses a process for making a
manmmal i an or a heterol ogous pol ypepti de using the
specific signal sequences cited in clainms 1 or 3 and a
filamentous fungus as a host. The production of an

Hum col a or Miucor pol ypeptide with its native signa

sequence using the filanentous fungus Aspergillus as a
host (claim2) is not anticipated by the cited prior
art. Thus, novelty is acknow edged (Article 54 EPC)
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Article 56 EPC (I nventive step)

0050.D

This request contains three i ndependent process clains
whi ch essentially conprise simlar technical features.
| ndependent claim 3, being a process for nmaking a
general heterol ogous pol ypeptide, is broader than

i ndependent claim1 which is directed to a simlar
process for making a manmal i an pol ypepti de. |ndependent
claim2 is directed to a simlar process for naking a
het er ol ogous pol ypeptide from Hum cola or Micor

speci es.

The cl osest prior art to the subject matter of claim3
of this request is considered to be docunment D47. This
docunent is concerned with the production of

reconbi nant cel | obi ohydrol ases (CBH) or cellul ase
enzynmes from fungal sources, nore particularly the CBH
enzynes (CBH and CBHI 1) from Trichodernma reesei.

Docunent D47 explicitly refers to signal sequences
(page 10, line 29 to page 11, line 3) and to the use of
several hosts, including general eucaryotic mcrobes,
such as yeast (page 14, lines 3 to 4). The docunent
exenplifies the expression and secretion of the
Trichodernma reesei CBHl cellulase in Saccharomyces

cerevisiae using a signal sequence derived fromthe
CBH cel | ul ase gene (exanple D.10, pages 59 to 61).

Starting fromthis closest prior art, the objective
techni cal problemunderlying the contested patent nust
be seen in the provision of alternative hosts for
expressing and secreting these cellul ase enzynes.
Claim3, which in its broad outline covers a nethod for
expressing in a filanmentous fungus Trichodernma reesei

cellulase with its own signal, provides a solution to
sai d probl em
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Docunent D47 not only refers to the production of these
cellul ase enzynes in other hosts but it further

contenpl ates the use of the disclosed CBH genes for

nodi fying or altering (by way of inactivation or
enhancenment) the ratio or the ampunt of cellul ases
produced by a general organism In this context,
reference is made to fungal organisnms and to

docunent D15, which is cited for denonstrating the
feasibility of this approach in filanmentous funga
organi sns (page 5, lines 9 to 24). Docunent D15

di scl oses the transformation and conpl enentati on of an
Aspergillus nidulans trpC strain with a trpC gene from

A. nidulans and it further refers to other
transformation results in Aspergillus (cf document D12)

and in Neurospora crassa (by the inventors of
docunent D6) (page 1474, left-colum). In view of this

poi nter and know ng the w de industrial use of
filamentous fungi (production of enzymes in food
industry), it would have been obvious for the skilled
person to follow this indicated path and sel ect the
filamentous fungi as an alternative host to the
exenplified yeast. The relevant question is thus

whet her the skilled person, based on a scientific
eval uation of the facts at hand, would have had a
reasonabl e expectation of success (cf T 60/89 QJ EPO
1992, 268).

The appel |l ant has indicated several factors that would
put in jeopardy any reasonabl e expectation of success
in particular in respect of the possibility of

achi eving secretion fromthe host. However, as stated
for egin T 207/94 (QJ EPO 1999, 273, see point 34 of
t he reasons), an assunption or hypothesis about a
possi bl e obstacle to the successful realisation of a
project, in order to be considered, nust always be
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based upon facts. In the present case and for the
reasons given hereinafter, the board is of the opinion
that none of these alleged factors would have | owered
t he expectations of the skilled person.

It is true, as rightly enphasized by the appellant,

that even if filanmentous fungi are known to be natural
(good) secreters, the actual yield of secretion can be
i nfluenced by many factors such as (i) the nmedi um used
(presence of proteases, anmobunt of nutrients and growth
factors, etc...), (ii) the nature of the heterol ogous
pol ypepti de (presence of a feedback with the nedium ie
whet her or not the polypeptide is inportant for
degrading the nutrients present in the nmedium toxic
effects, etc...), (iii) the particular conbination of a
specific signal sequence with a specific heterol ogous
pol ypeptide (not all conbinations give simlar results,
inconmpatibility, etc...), (iv) the production of a

pol ypeptide in one species (such as the native one)
cannot provide any expectation in a different

(het erol ogous) system etc..

However, the board fails to see in the wording of the
clainms of the request any requirement for a specific
yield or level of secretion. The clainmed subject matter
conpri ses processes for producing any heterol ogous

pol ypepti de under any (culture) conditions and using
any filanmentous fungus as a host, even if they are
worse or result in a | ower production and secretion of
this polypeptide than using the native fil anentous
fungus as a host and/or under optimal conditions. In
ot her words, the expression and secretion of any (| ow,
m ni mum anmount of this heterol ogous pol ypepti de woul d
already fulfil the expectations of the skilled person.
The board considers that, whereas a reasonabl e
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expectation of success is notoriously less likely to
exi st when a specific technical inprovenent is intended
to be achieved, if what is |ooked for are only
alternatives showing nore or less the same effect as in
the closest prior art, then the skilled person wll
follow up hints in the prior art which suggest already
sonme |ikelihood of success in achieving this

unambi tious aim success need not be certain (cf eg

T 338/ 00 of 6 November 2002, see point 10 of the
reasons).

In the present case, the board considers that the
skill ed person woul d have had nore than a reasonable
expectation of success. In particular for the foll ow ng
reasons:

(1) as stated in point 9 above, systens for
transform ng and expressing pol ypeptides in
filamentous fungi were well-known and avail abl e
to the skilled person (cf docunents D12 and
D15). These systens had been further inproved
for obtaining higher transformation frequencies
(cf docunents D16 and D23).

(i) t hese transformati on systens had been
successfully used for expressing functionally
active heterol ogous pol ypeptides in several
fungi hosts. The expressed pol ypeptides were
het er ol ogous not only at the | evel of species
(A. nidulans andS gene in A niger, cf docunent
D13) but at the level of genera as well
(Neur ospora crassa pyr4 gene in A nidulans,
cf document D12).
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(trii1) signal sequences of genes from several
filamentous fungi had been shown to be
functionally active in non-fil anentous fungi
hosts such as yeast (Aspergillus glucoanylase in

docunent D7; Trichodernma CBH cellulase in
docunent D47).

To the extent that the suggested host (fil anentous
fungi) is nore closely related to the source of the
gene and signal sequence (T. reesei CBH cellulase), it
was reasonabl e to expect that the system suggested in
docunment D47 (expression and secretion of T. reesei

CBH cellulase in filamentous fungi) would be even nore
efficient than the one actually disclosed in this prior
art (yeast). Even if a lower yield than the one
obtained with the native fil anentous fungus
(Trichodernma reesei) could be expected when using other

filamentous fungi as hosts (but not necessarily), this
(yield) feature cannot be taken into account for
assessing the inventive step (point 10 above).

In view of the foregoing, the board concl udes that
starting fromdocunent D47, the person skilled in the
art would have arrived at a nmethod falling within the
scope of claim3 w thout exercising any inventive
activity.

A simlar argunentation applies to the subject matter
of claim2 of this request. The subject matter of this
cl ai m concerns the expression and secretion of a

Hum cola or a Micor pol ypeptide using its native signal
and Asperqgillus as the filanentous fungus host. As

stated in point 11(ii) above, the successful expression
of a gene froma filamentous fungus in a different
filamentous species as a host was already known in the
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prior art (Neurospora crassa pyr4 gene in Asperqgillus

ni dul ans, docunent D12) and know ng that signal
sequences fromfilanmentous fungi were functionally
active in unrelated non-filanmentous fungi hosts

(cf docunents D7 and D47) (point 11(iii) above), it was
reasonabl e to expect that signal sequences from
filanmentous fungi (such as from Hum cola and Micor)
woul d generally function in nore closely rel ated
filamentous fungi species (such as Aspergillus). In the

absence of any technical evidence show ng that for the
particul ar sel ection of genes and hosts of claim2 an
unexpect ed advantage or technical inprovenent is

achi eved (point 10 above), the board fails to see which
is the actual inventive contribution to the art of the
subject matter of this claimand thus no inventive step
can be acknow edged.

14. For all these reasons, the board considers that the
subject matter of clainms 2 and 3 is not inventive and
thus, this request, which conprises them does not
fulfil the requirements of Article 56 EPC.

Or der

For these reasons it is decided that:

The appeal is dism ssed.

The Regi strar: The Chai r man:

0050.D
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A. Wl i nski L. Galligani
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