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Summary of Facts and Subm ssi ons
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The present patent application with title "Pronoters of
filamentous fungi and use thereof”, which is a

di vi sional application of the EP application

86 902 449.7, was refused by the exam ning division
under Article 76 EPC as it was found that clains 1 and
2 then on file related to subject-matter which extended
beyond the content of the earlier application as filed.
In the view of the exam ning division, none of the
passages relied upon by the applicants supported the
general reference to starch-inducible pronoters in the
said clains which were directed to a nmet hod of
produci ng a polypeptide in a filamentous fungus host
cell.

The applicants (appellants) | odged an appeal agai nst
this decision. Wth the statenment of grounds of appeal,
they filed three auxiliary claimrequests and requested
accelerated treatnment of the application in view of its
filing date of 14 April 1986. They al so requested a
deci sion on the patentability requirenents not yet

exam ned by the first instance.

Their main argunent agai nst the finding of the

exam ning division was that the application as a whol e
allowed to derive directly and unanbi guously the
feature "positively induced by starch” also in respect
of a method claimwith a nore general outline, not only
in respect to a nethod for pol ypeptide production that
used the pronoter region of the glucoanyl ase gene of
Aspergillus niger. In this respect, they made reference
to a nunber of decisions of the boards of appeal.

In the official comunication dated 27 May 2002, the
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board expressed the provisional opinion that the
argunents put forward by the appellants in their
statenent of grounds of appeal were not considered to
contribute any further elenments which could convince
the board to set aside the contested deci sion.

In reply to said communi cation, the appellants filed as
auxiliary request IV clains 1 to 5. They did not submt
any comrents on the prelimnary position of the board.

Oral proceedi ngs took place on 1 Cctober 2002. After

t he di scussion of the claimrequests on file, the
appellants filed clains 1 to 4 as a sole request in
repl acenent of all the previous requests. A description
adapted thereto was al so fil ed.

Caim1l read as foll ows:

" A nmethod of producing a polypeptide in a fil anentous
fungus host cell which conprises:

(a) culturing a host cell in a culture nmedium
conprising starch

(b) said host cell containing one or nore copies of a
DNA construct;

(c) said DNA construct conpri sing:

(1) a regulated DNA pronoter region of the

gl ucoanyl ase gene from Aspergillus niger which

contai ns a DNA sequence active in regul ation of
gene transcription, said DNA sequence rendering
t he gene positively induced by starch; and
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(1i) a DNA coding for a polypeptide operably
linked to the pronoter, said DNA coding for a
pol ypepti de being foreign to the pronoter;

(d) wherein said host cell is cultured under
conditions in which the presence of starch induces
the transcription pronoting function of the
pronoter; and optionally

(e) recovering said polypeptide fromthe nedium?"”

Dependent clainms 2 and 3 related to enbodi nents of the
method of claim1 in which either Aspergillus nidulans
or Aspergillus niger was the host. Caim4 was directed
to the use of a DNA construct of the preceding clains
for transformng a filamentous fungus host cell.

The appellants submtted that the subject-matter of the
sole request on file conplied with the requirenents of
Article 76 EPC being explicitly supported by the parent
application as filed (cf in particul ar page 6, second
full paragraph).

In their view, the clainmed subject-matter enjoyed the
priority date of CA 479 135 (ie 15 April 1985; this was
erroneously indicated on the publication of the present
application as 20 Decenber 1985) and was novel and

i nventive having regard to the foll ow ng docunents:

(1) Van den Hondel C.A MJ.J. et al., Abstract 1557,
UCLA Synposia on Ml ecul ar & Cel |l ul ar Bi ol ogy,
14t h Annual Meeting, April 6 - April 25 1985, J.
Cell. Biochem stry Supplenment 9C, 1985;

(2) EP-A-0 126 206.
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(3) EP-A-0 215 594 (earliest priority date 29 August
1985)

Docunent (3) had been cited by a third party under
Article 115 EPC agai nst novelty under Article 54(3)(4)
EPC.

VII. In addition to the above, the follow ng two docunents
anong the docunents on file are referred to in this

deci si on:

(6) Boel E. et al., The EMBO Journal, Vol. 3, No. 7
1984, pages 1581 to 1585;

(8) MNunberg J.H et al., Ml.Cell. Biol., Vol. 4,
No. 11, Novenber 1984, pages 2306 to 2315.

VIIl. The appellants requested that the decision under appeal
be set aside and that a patent be granted on the basis

of the follow ng:

Descri ption: pages 2 to 14 as submtted at oral
proceedi ngs on 1 Cctober 2002;

Cl ai ns: 1 to 4 as submtted at oral proceedings
on 1 COctober 2002;

Fi gures: 1A to 17 on sheets 1 to 25 as fil ed.

Reasons for the Decision

1. The subject-matter of the sole claimrequest on file is
fully supported by the earlier application as filed, in
particular on page 6, lines 6 to 19 and in Exanples 3

3002.D Y A
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to 5 which explicitly disclose the use of the pronoter
regi on associated with the glucoanyl ase gene in
Aspergillus niger which is positively induced by starch
in DNA constructs in a nethod for producing a

pol ypeptide in a filamentous fungus host cell. Thus,
the reasons which led to the rejection under Article 76
EPC are no | onger applicable and the deci sion under
appeal has to be set aside.

As for the question whether a conpl ete exam nation of
the patentability requirenments should be carried out by
the board in exercise of its discretion under

Article 111(1) EPC, the board observes that the clains
on file relate to subject-matter on the patentability
of which the exam ning division had al ready expressed a
negative opinion on inventive step during the
prosecution of the case. Thus, the board, in
consideration of the 1986 filing date, considers it
nore appropriate to re-examne all issues itself as
requested by the appellants (cf Section Il above),
rather than remtting the case which mght entail a
further appeal and nuch del ay.

During the prosecution of the case at the |evel of the
first instance, the exam ning division, while

acknow edgi ng the sufficiency of disclosure of the
narrower enbodinment in relation to the use as starch-

i nduci bl e pronoter of the pronoter region of the

gl ucoanyl ase gene from Aspergillus niger, expressed in
its comuni cation dated 27 July 1999 a negative view on
i nventive step on a possible version of the claim
restricted to such an enbodi nent. This view was based
on the conbi nation of the teachings of docunents (1)
and (2). It was maintained that docunment (1) nade
avai |l abl e the basic expression systemto anal yse



3002.D

- 6 - T 0747/ 01

(Aspergillus) pronoter sequences by conbining themwth
a foreign gene and docunent (2), which elucidated the
regul atory region of the gl ucoanyl ase codi ng region,
made the choice of this pronoter a preferred one.
During prosecution before the first instance, a third
party had al so rai sed under Article 115 EPC, a | ack of
novel ty objection vis-a-vis docunent (3).

As regards sufficiency of disclosure, the board
considers that the description contains a clear and
conpl ete disclosure of all the elenents which allow the
skilled person to carry out the nethod of clains 1 to
4.

As the clained subject-matter is entitled to the first
priority date, ie 15 April 1985, being explicitly

di scl osed in the Canadi an patent application CA 479 135
(cf eg page 4, second paragraph and claim 19), docunent
(3) which enjoys a later priority (namely 29 August
1985) is not to be taken into account as prior art.

As none of the other docunments presently on file
di scl oses the sanme subject-matter as clained, novelty
i s acknow edged.

As regards the issue of inventive step, the board
considers that neither a conbination of the teachings
of docunments (1) and (2) nor any other conbination of
docunents on file renders the clained subject-matter
obvious for the skilled person for the follow ng
reasons:

(a) Docunent (1), which can be seen as the closest
prior art since it is concerned with gene
expression in the filanmentous fungus Aspergillus
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ni dul ans, describes a systemfor anal ysis of
regul ation signals in Aspergillus, said system
consisting in fusing the E. coli lacZ reporter
gene to a pronoter or regulatory region of
Aspergillus. In particular, the fusion of said
reporter gene with the trpC gene of Aspergillus
nidul ans is disclosed. It is shown that the |acZ
gene is expressed as a functional fusion protein,
and the conclusion is drawn that the system can be
used to anal yse transcription-regul ation signals
of inducible Aspergillus genes.

In view of docunent (1), the problem underlying
the present application can be defined as being
t he provision of a nmethod for producing in a
filanmentous fungus host cell a polypeptide under
t he regul ati on of an inducible pronoter;

The rel evant question is whether it would have
been obvious for the skilled person to propose as
a solution a nethod based on the use of a DNA
construct conprising a regul ated DNA pronoter
regi on of the glucoanyl ase gene from Aspergill us
ni ger, said DNA sequence rendering a gene, which
is foreign to the pronoter, positively induced by
starch;

As docunent (1) does not contain any suggestion as
to the use of the pronoter region of the

gl ucoanyl ase gene of either, in general,
Aspergillus, or, in particular, Aspergillus niger
for fusions with the reporter gene lacZ, the
question arises whether the skilled person would
have derived such a suggestion from any ot her
prior art docunent, in particular from docunent
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(2);

Docunent (2) discloses a DNA from Aspergillus
awanori encodi ng gl ucoanyl ase and its use in the
preparati on of expression vectors for the
production of glucoanylase in bacterial hosts,
preferably E. coli, or in yeast, preferably
Saccharonyces (cf page 3, lines 15 to 18, and
page 13, lines 18 to 23). The pronpter region

wi thin the sequence is identified. However,
regul at ed expression of the DNA sequence by

i nducers such as starch is not envisaged. Nor are
filamentous fungi nmentioned as possibl e hosts.
Actual ly, the docunent indicates that the pronoter
region has to be exchanged so that yeast wll
express the gene (cf page 12, lines 13 to 16).
Thus, this docunent does not provide any incentive
to use the inducible pronoter region of

gl ucoanyl ase of, in general, Aspergillus or, in
particular, Aspergillus niger for expressing a

pol ypeptide in filanmentous fungi;

O the other docunents on file, in the board's

vi ew, docunments (6) and (8) would have been taken
into closer consideration by the skilled person.
Docunent (6) relates to a study of the

gl ucoanyl ase-specific regions fromthe Aspergillus
ni ger genome, the identification of the pronoter
regi on being one of the itens described and

di scussed. However, the document nakes no
suggestion as regards the possibility either of
using it in fusion with a foreign gene or of
exploiting any inducibility properties. Docunent
(8) is concerned with the nol ecular cloning and
characterisation of the glucoanyl ase gene of
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Aspergillus awanori. Al though postul ating that

i nducti on of glucoanylase is regul ated
transcriptionally, the docunment does not provide
any suggestion in the direction of fusing a

regul atory region of this gene or of an anal ogous
gene from Aspergillus niger to a foreign gene.

7. For these reasons, an inventive step is acknow edged.
Adapt ati on of the description
8. There are no objections to the anendnents to the

description which have been effected to bring it into
line with the clains.

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 with the
order to grant a patent on the basis requested by the

appel | ant.
The Registrar: The Chai r person:
P. Crenpna U. Ki nkel dey
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