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Summary of Facts and Subm ssi ons

2556. D

Eur opean patent No. 0 235 951 was granted on 1 July
1992 with eleven clains for thirteen contracting
states, based on European patent application

No. 87 300 916. 1.

Claims 1, 5 and 11 read as foll ows:

"1l. A selectable transformation techni que for

Penicillium chrysogenum wherein an auxotrophic

strain of P. chrysogenumis first selected and is

transformed with a plasm d containing DNA from a

fully prototrophic strain of P. chrysogenum which

pl asm d has been sel ected by prototrophic
transformati on of a suitable auxotrophic strain of a

host mi croorgani sm

5. A plasm d as defined in claim 1.

11. A prototrophic strain of P. chrysogenum when

obt ai ned by introduction of exogenous DNA in to an

auxotrophi c nmutant of P. chrysogenum "

Clains 2 to 4 related to enbodi nents of the nethod of
claiml1l. Clainms 6 to 7 concerned enbodi ments of the
plasmd of claim5. Clains 8 and 9 were directed to
specific, deposited plasm ds, while claim 10 rel ated
to a specific, deposited strain of Penicillium

chrysogenum

Opposition to the patent in suit was filed by one

party requesting its revocation on the grounds of
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| ack of novelty and | ack of inventive step
(Article 100(a) EPC).

Wth decision dated 1 Decenber 1994, the opposition
di vi sion revoked the patent pursuant to

Article 102(1) EPC. Basis of this decision were
claims 1 to 11 as filed on 8 July 1994 (main request)
and two auxiliary requests. Claim1l of the main
request was identical to claim1l as granted, while

Claims 5 and 11 now read as foll ows:

"5. A plasmd containing a wild type gene from a

fully prototrophic strain of P. chrysogenum which

pl asm d has been sel ected by prototrophic
transformati on of a suitable auxotrophic strain of a
host m croorganism said plasm d being capabl e of

restoring an auxotrophic strain of P. chrysogenumto

pr ot ot rophy.

11. A prototrophic strain of P. chrysogenum when

obtai ned by introduction into an auxotrophic strain

of P. chrysogenum of a plasm d containing DNA

conpl ementary to said auxotrophy, said introduction
resulting in the introduction into the genone of
exogenous plasm d DNA in excess of the DNA restoring

the strain to prototrophy.”

The wording of all the remaining clains was identical

to the wording of the correspondi ng granted cl ai ns.

During the proceedi ngs before the opposition

division, the parties relied upon a | arge nunber of
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docunments, including in particular the foll ow ng

(nunbering as used by the opposition division):

(1) J. Cell. Biochem, Supplenent 9c, 1985, 174,

Abstract No. 1576;
(3) Process Biochenm stry, October 1986, pages 153 to

159;
(4) Proc. Natl. Acad. Sci. USA, 1984, Vol. 81,
1470- 1474,

(5) Current Genetics, 1985, Vol. 9, 361-368;

(8 J. Gen. Mcrobiol., 1954, Vol. 11, 94-104;

(12) Curr. Genet., 1987, Vol. 11, 639-641;

(13) Bi ochem Bi ophys. Res. Comm, 1983, Vol. 112,
284- 289;

(14) Gene, 1984, Vol. 32, 487-492;

(15) Gene, 1985, Vol. 37, 207-214,

(17) Mol ec. Cell. Biol., 1984, Vol. 4, No. 10,
2041- 2051;

(18) Enzyme M crob. Technol., 1984, Vol. 6, 386-
389;

(19) The EMBO J., 1985, Vol. 4, No. 2, 475-479;

(20) Gene, 1985, Vol. 39, 231-238;

(21) M CROBI OLOGY, Anerican Soci ety of
M crobi ol ogy, D. Schl essinger ed., 1985, 468-
472;

(22) Gene, 1983, Vol. 26, 205-221.

Ground for the revocation was | ack of inventive step
havi ng regard to docunent (4), which was consi dered
to represent the closest prior art, in conbination
with further general know edge as represented inter
alia by docunents (5), (8), (13)-(15), (17)-(19),
(20)-(22)).
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The appell ants (patentees) |odged an appeal agai nst
t he decision of the opposition division. Wth the
statenment of grounds they submtted inter alia the
foll owi ng docunent:

(24) the rel evant correspondence fromthe
prosecution of the European patent application
EP 87 201 761. 1.

Wth letter dated 26 June 1995, the respondents

wi t hdrew t he opposition and infornmed the Board that
t hey agreed with the grounds of appeal and with the
request of the appellants.

The appellants request that the decision under appeal
be set aside and the patent be mmintained on the

basis of claims 1 to 11 as filed on 8 July 1994. O al
proceedi ngs were requested in the event the Board did

not contenpl ate setting aside the contested deci sion.

Reasons for the Decision

1

2556. D

The appeal is adm ssible.

According to Rule 60(2) EPC opposition proceedings
may be continued by the European Patent Ofice of its
own notion even if the only opposition is w thdrawn,
and the opposition division is still entitled to
revoke the patent. A fortiori, w thdrawal of the
opposition by the sol e opponent after the decision of
t he opposition division has been issued, as is the

case here, is not per se a ground for allow ng an
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appeal by the patentee, though the fact that the
opponent no | onger supports the argunents for
revoki ng the patent may be taken into account in
considering the facts and evidence. The Board nust

therefore consider the appeal on its nerits.

Article 123(2) and (3) EPC

Formal objections to clains 1 to 11 filed on 8 July
1994 were raised neither by the respondents nor by

t he opposition division. The Board notes that

claims 1 to 4 and 7 to 10 have a wording identical to
that of the granted clainms. As for claims 5 and 11,

t he amendnents introduced in conparison with claims 5
and 11 as granted do not |lead to an extension of the
protection conferred and can unanbi guously be derived
fromthe application as filed (see eg page 2). Thus,
no objections under Article 123(2) and (3) EPC exist.

Article 84 EPC

No obj ections were raised under Article 84 EPC to the
anmended cl ainms by the respondents or by the
opposition division. The Board sees no reasons for
objecting to the clarity of the clainms on file.

Novelty (Article 54 EPC)

5.

2556. D

Thr oughout the opposition proceedings, the
respondents attacked novelty of clains 1, 5 and 11 as
granted on the basis of docunment (1) published in
1985 with the title "Transformation of Penicillium

chrysogenunt’, and reading:
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"By conpl ementation of an auxotrophic nmutation, we

have been able to transform P. _chrysogenumwi th | ow

frequency. The transform ng plasm d pGB83, which al so

contains a piece of P. chrysogenum ribosonal DNA,

becomes integrated into the Penicillum genone, as
i ndi cat ed by Sout hern bl ot analysis. In several
I nstances, we succeeded in recovering pGB83, or its

derivatives, fromP. chrysogenum transformnts by

restriction endonucl ease digestion of chronosonal

DNA, ligation, and transformation to E. coli.

This is an abstract corresponding to an intended
presentation during a synposium before the priority
date of the patent in suit. However the presentation
did not take place, and the appellants contend that

t he published abstract is not, by itself an enabling
di scl osure. During the prosecution of the European
patent application No. 87 201 761.1 (cf.

document (24)), the respondents, in contrast with the
subm ssions in the present case during the opposition
stage, provided evidence and argunents in order to
show that docunent (1) would not have enabl ed one
skilled in the art to put into practice the
transformati on of Penicilliumchrysogenumwth a
plasm d. In particular, they filed as evidence a copy
of the letter by Dr. B. P. Koekman (one of the

aut hors) dated 22 March 1985 inform ng the synposium
organi sers before the synposium started of the

wi t hdrawal of the intended poster presentation and
requesting the cancellation of the publication of the
abstract (notw thstanding this request the abstract
was published). Thus, the appellants and the

respondents now both agree that document (1) is not
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an enabling disclosure. This conclusion has been
reached al so by the opposition divisioninits

deci sion on the basis of the consideration that
"since none of the docunments available to the
Opposition Division deals with P.chrysogenum
transformation the m ssing teaching of D1 cannot be
suppl enented by the general know edge of the skilled
person” (see point 2.1). The Board sees no reason for
conmng to any different conclusion. Indeed

docunent (1) is per se not enabling in the sense
that, although it announces the successful

conpl enment ati on of an auxotrophic nmutation by
transformation in Penicilliumchrysogenum it does
not provide enough information to allow others to
reproduce the experinent. In fact, as the
correspondi ng presentation did not take place, the
skill ed reader cannot derive fromthe abstract al one
any information about the auxotrophic nutation which
was conpl enented, the preparation of the ribosonal
DNA referred to (incidentally, the expression

ri bosomal DNA is per se technically unclear), the
preparation of the transform ng plasm d pGB83 or its
derivatives, which were not generally avail able

t hrough ot her sources, and/or the Penicillium
chrysogenum strains used. Accordingly, in line with
established case | aw whereby a prior art docunent
causes lack of novelty only if it contains an

enabl ing disclosure (see eg T 206/83, OJ EPO 1987,
5), docunent (1) is not regarded as prejudicial to
the novelty of any of the clainms at issue. None of

t he remai ni ng docunents affects the novelty of the
claimed subject-matter. Novelty is therefore

acknow edged.
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I nventive step (Article 56 EPC)

2556. D

Even t hough docunent (1), due to its lack of

techni cal teaching, cannot prejudice novelty, this
does not inmply that the docunment does not constitute
prior art under Article 54(2) EPC. It has thus to be
consi dered when di scussing inventive step. The Board
regards docunent (1) as the appropriate starting
point in the prior art as it tells the skilled person
of the problemto be solved, nanmely the provision of
a nmethod and nmeans for the transformation of
Penicillium chrysogenum and suggests an approach for
solving this problem albeit that the skilled person

cannot rely thereupon to actually solve the problem

Clains 1 to 11 at issue are directed to a nmethod and
means for solving the underlying technical problem
Exanpl e 3 substantiates the validity of the proposed
approach by denonstrating the applicability of the
trpC gene froma w ld-type prototrophic strain of
Penicillium chrysogenum as a selection marker in a
pl asm d conpl ementi ng an auxotrophic trpC mutant
strain of Penicilliumchrysogenum The description

I ndi cates that other candidate markers can al so be
used (pyr4, argB, and NO?3reductase). Although no
further specific exanples are given, the Board is
satisfied that the information provided in the
application allows the clained nethod to be carried
out and the clained plasm ds to be obtained. The
respondents had at no stage challenged this. The
Board is thus satisfied that the underlying technical
problemis solved by the proposed nethod over the
whol e area cl ai ned.
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It is noted that the patent in suit does not disclose
a generally applicable technique new in itself, but
rat her makes the suggestion that the general approach
al ready used for the transformati on of other fungi
(see eg docunents (4), (14), (17)), in particular the
experimental approach used for Aspergillus nidul ans
(see docunent (4)), will also work for Penicillium
chrysogenum Docunment (4) discloses the
transformati on of an auxotrophic trpC nmutant strain
of Aspergillus nidulans with a plasm d carrying a

w I d-type trpC gene froma prototrophic strain of

Aspergi |l I us ni dul ans.

The rel evant question in respect of inventive step is
what the skilled person, on the basis of the

I nformation given in docunent (1), would have done to
find a practicable solution to the problem 1In

| ooking for a solution, the skilled person m ght

i ndeed have consi dered docunent (4), but it should be
obj ectively established whether at the priority date
there were indications that this nethod offered any
reasonabl e prospect of success when applied to
Penicillium chrysogenum As pointed out in the case

| aw (see eg T 296/93, QJ EPO 1995, 627; T 923/92 of

8 Novenber 1995 and T 694/92 of 8 May 1996, to be
published in the Q) EPO, a line of action will not
be obvious if the skilled person at the priority date
was not in a position, on the basis of existing

knowl edge, to enmbark on this line of action with a
reasonabl e expectation of success. As stated in
decision T 296/93 (above), a "reasonabl e expectation
of success" should not be confused with the "hope to

succeed".
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10. The appellants argue in favour of inventive step
essentially on the basis of the total
unpredi ctability as to how one m ght successfully
devel op a sel ectable transformation techni que for

Penicillium chrysogenum due to:

- The known difficulty of form ng and sel ecting

het er okaryons in Penicillium chrysogenum

- The al nost conplete | ack of know edge about the

genetics of Penicillium chrysogenun

- The known |l ack of neiosis in Penicillium

chrysogenum

11. As apparent fromthe prosecution of the European
pat ent application No. 87 201 761 (see |letter dated
2 Decenber 1992, page 3 in docunment (24)), the
respondents, in contrast with their initial
subm ssions in the present case (cf. opinion of Dr
C. A M J. J. van den Hondel dated 30 June 1994),
al so support the view that in early 1986 it was not
possi bl e for the average skilled person in the art to
tackl e problens arising in the devel opnent of
efficient gene-transfer systens for Penicillium
chrysogenum based on conpl enentati on of auxotrophic
mut ants, due to:

- The poor genetic characterisation of Penicillium

chrysogenum

2556. D R A
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- The difficulties inherent in handling of
i ndustrial strains, eg generation and

regenerati on procedures of protoplasts;

- The Iimted nunber of cloned genes avail abl e at
the time for conplenmentation, relative to the

| arge nunmber of auxotrophic nutations known;

- The difficulties known in handling and
mai nt ai ni ng particul ar auxotrophic strains due

to their auxotrophy.

Al t hough the above statenments were made by the
respondents in support of their contention that the
teaching of the patent in suit was not applicable for
conpl ementing an auxotroph Penicillium chysogenumto
prototrophy in general, but only in respect of the
specific trpC marker (see loc. cit. page 2;
incidentally, it should be noted that the patent in
suit has not been opposed by the respondents on the
grounds of insufficiency of disclosure

(Article 100(b) EPC); see also point 7 above), the
respondents' statenents are taken as illustrative of

the state of the art at the priority date.

The above subm ssions by both the appellants and the
respondents thus indicate that the skilled person

wi shing to solve the underlying technical problem as
defined above (see point 6) was entering a quite
unexpl ored area of fungal genetics. This inplies that
the skilled person would not have been able to
reasonably predict that the techni que al ready known

for the transformation of other fungi, in particular
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for Aspergillus nidulans, would have worked al so for

Penicillium chrysogenum

This conclusion is at variance with the position of
the opposition division which in its |ine of
reasoni ng for denying inventive step started from
docunent (4) and did not take docunent (1) into
account. According to the opposition division, the
skill ed person, although not having a 100% guar ant ee
that the process applied in docunent (4) for
Aspergi |l lus nidul ans woul d have worked for
Penicillium chrysogenum had a reasonabl e expectation
that it would work, on the basis of the fact that
transformati on had been achieved with a nunber of

ot her fungi such as Aspergillus nidulans (see
documents (13), (18) and (22)), Aspergillus niger
(see docunents (15) and (19)), Cephal osporium
acrenoni um (see docunent (21), Neurospora crassa (see
document (17)) and Podospora anserina (see

document (14)). Fromthis, according to the
opposition division, the skilled person would have
derived the suggestion that transformation of
Penicillium chrysogenum by the sane nmet hod was
possible. In the view of the opposition division, the
absence of neiosis in Penicilliumchrysogenum woul d
not have prevented the skilled person from applying

t he teaching of docunent (4) to Penicillium
chrysogenum because prior art docunment (19)
denonstrated in respect of Aspergillus niger, which
al so | acked neiosis, that the transform ng DNA could
i ndeed integrate into the genome. As for the
difficulty of form ng and sel ecting heterokaryons,

t he opposition division held that prior art
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docunment (8) indicated to the skilled person a way of
sel ecting heterokaryotic transformants in Penicillium

chrysogenum

In the Board's judgenent, the skilled person faced
with the underlying technical problem would have
first considered the contents of docunent (1). As
already stated (see point 5 above), he or she would
not have been able to derive therefrom any
information for repeating the experinent described
and thus achieve directly a solution to the
underlying technical problem As acknow edged al so by
t he opposition division in exam ning the technical
teaching of this docunent (see point 5 above), the
skill ed person would not have been able to conpensate
t hrough common general know edge the total absence of
useful technical information in the docunent in
question. Mreover, the fact that the actual poster
presentation had been retracted with the request to
cancel even the publication of the abstract (see
letter of Dr. B. P. Koekman dated 22 March 1985 in
docunment (24)) would have made the skilled person
wonder inter alia whether the announcenent in the
abstract of the successful transformation of
Penicillium chrysogenum had any sound scientific
basi s. Under these circunstances, it can be said that
docunment (1) per se did not provide any certainty
that the transformation of Penicillium chrysogenum
was readily possible without any difficulty. At nost,
the unsubstanti ated report of document (1) woul d have
fostered in the skilled person the "hope to succeed"

because sonebody el se had possibly somehow succeeded.
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14.2 As already stated above (see point 9), in |ooking for
a solution to the underlying technical problem the
skill ed person m ght indeed have consi dered
docunment (4). The fact that gene transfer had been
achi eved in a nunber of fungal species indicates that
t he experinmental approach disclosed in docunent (4)
was "obvious to try" for the skilled person faced
with the problem of providing a nethod and neans for
the transformation of Penicilliumchrysogenum It can
t hus be said that, at |east on paper, the technique
of docunment (4) would have been a nethod under
consi deration. However, as it is sonetinmes the case
(see eg the case of T 923/92 or T 694/92 supra), this
does not necessarily nmean that the skilled person
woul d have had a reasonabl e expectation of success
when enbar ki ng on such a project. In early 1986,
al t hough transformati on systens had been devel oped
for sonme fungi such as yeast, Neurospora crassa and
Aspergi |l lus nidul ans, not much or no informtion was
avai |l abl e concerning transformation of fungi in
w despread commerci al use such Aspergillus niger or
Penicilli. This is confirnmed eg by the |ater
document (3), published in COctober 1986, where it is
stated (see page 158):

"At present there is not nmuch information avail able

concerning the transformati on of biotechnol ogi cal

rel evant fungi. This nmay be because on the one hand

techni cal experience is |lacking or on the other hand
(and this is nost probable) many efforts undertaken

by industrial |aboratories are not published.

2556. D R A
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O herwise it is not understandable that there is no

i nformation available for Penicilli producing the

nmost known antibiotic Penicillin".

Later docunment (12), published in 1987 and reporting
transformation of Penicillium chrysogenum states
(see introduction on page 639): "Transformtion
systenms in which a nutritional nutant is transfornmed
by the equivalent wld-type gene have been descri bed
for Neurospora crassa (...) and Asperigillus nidul ans
(...). One of the difficulties in developing simlar
transformati on systens for fungi of industrial

i nportance has been the unavailability of nutants

which are genetically well characterised.”

14.3 The conplexity and diversity of these eukaryotic
organisns as well as the limted know edge about
their nol ecul ar genetics rendered the extrapol ation
of data and concl usi ons on gene transfer from one
genus or species to another problematic. The | ack of
a sexual cycle in nost biotechnologically inportant
fungi constituted another obstacle in the carrying
out of genetic work (see eg docunment (15), first
par agraph of the introduction). Under these
circunstances, it can be stated that the
transformati on of yet another fungi was perceived in
the art as an achievenent in its own right. As
regards in particular Penicilliumchrysogenum this
speci es was genetically poorly characterised. Apart
fromthe unsubstantiated report in document (1),
auxotrophic strains or plasmds of this species were
not avail able (see affidavit dated 4 June 1994 by Dr

PeAal va). The genetics of this fungal species was at

2556. D R A
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the priority date a quite unexpl ored area and thus
the skilled person entering it was undoubtedly faced
with a nunber of uncertainties and problens. In the
Board's view, the skilled person, being in the dark
about the genetics of Penicilliumchrysogenum would
have been quite uncertain about the outcome of the
envi saged application of the technique of

docunment (4), even in the |light of document (1). The
report by document (8) of the occurrence of

parasexual reconbination in Penicilliumchrysogenum
woul d not have increased the degree of confidence of
the skilled person that the technique applied to
Aspergi |l us nidul ans would work as such in
Penicillium chrysogenum In fact, docunment (8) showed
t hat heterokaryon formation in Penicillium
chrysogenum required a particular technical approach
different fromthat used in Aspergillus. Thus, if
anything, this would have pointed away from docunent
(4) and left the skilled person in uncertainty as to
what to do. Thus, the technical circunstances of the
present case are such that it cannot be said that the
skill ed person, although possibly having some hope to
succeed, would have had a reasonabl e expectation of
success in the sense set out in the case |aw (see
point 9 above) when envi saging the application of the
experimental approach of docunent (4) to Penicillium
chrysogenum even if he or she selected to use the

t echni que suggested there.

For these reasons the Board concludes that the
subj ect-matter of claims 1 to 11 on file involves an
I nventive step (Article 56 EPC), and the appeal

shoul d be all owed.
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O der

for these reasons it it decided that:

1. The deci sion under appeal is set aside.

2. The case is remtted to the first instance with the
order to maintain the patent on the basis of clains 1
to 11 as filed on 8 July 1994.

The Regi strar: The Chai rperson:

L. McGarry U. Kinkel dey
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