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Summary of Facts and Subm ssi ons

2733.D

Eur opean patent No. 0 357 119 with the title "A nethod
for enhanci ng production of secondary mnetabolites using
clustered biosynthetic genes" was granted with

14 clains on the basis of the European patent
application No. 89 202 060.3, with priority dates

11 August 1988 and 21 April 1989.

Two notices of opposition were filed requesting the
revocation of the patent under Article 100(a) EPC (I ack
of novelty and inventive step), Article 100(b) EPC

(it nsufficiency of disclosure) and Article 100(c) EPC
(added subject-matter). The patent was maintained in
anmended form by the opposition division on the basis of
a main request containing 16 clains, wherein claiml
read as foll ows:

"1. A DNA construct conprising at |east two clustered
genes including an individual regulatory region for
each gene which are directly or indirectly involved in
t he bi osynt hetic pathway of the production of a
secondary netabolite.”

Claims 2 to 7 were dependent on claim1 and defined
specific enbodi ments thereof. Caim8 was directed to a
vector conprising the DNA construct of clains 1 to 7,
whereas clains 9 to 11 were directed to transforned
hosts conprising these DNA constructs or the vector of
claim 8. Independent claim1l2 related to a (chronosone
wal ki ng) nmethod for the isolation of penicillin

bi osynt hetic genes, whereas claim 13 and 14 rel ated,
respectively, to DNA constructs conprising a gene
obt ai nabl e by said nmethod and to transfornmed hosts
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conprising the DNA construct of claim13. dainms 15 and
16 were directed to nethods for obtaining, enhancing or
i mproving the production or yield of a (antibiotic)
secondary netabolite using the DNA constructs of

clains 1 to 7.

The appel | ant (opponent 01) filed an appeal against the
deci sion of the opposition division. Neither the

pat entee (respondent) nor opponent 02 (party as of
right under Article 107 EPC) nade any comments on the
statenment setting out the grounds of appeal.

The board sent a conmmunication pursuant to Article 11(2)
of the Rules of procedure of the Boards of Appeal
indicating its prelimnary opinion.

Bot h the appellant and the respondent filed
observations relating to the board' s comuni cation. The
respondent further filed a main request, which
corresponded to the request accepted by the opposition
di vision, and five additional auxiliary requests.

Oral proceedi ngs took place on 23 Cctober 2003. They
were attended by the appellant and the respondent.
Opponent 02, al though duly summoned, did not attend
them During the oral proceedings the respondent

wi thdrew all previous auxiliary requests and filed a
new auxiliary request conprising 8 clains.

| ndependent clains 1 and 2 of the auxiliary request
corresponded to clains 15 and 16 of the mmin request
wi th several anmendnents and they read as foll ows:
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"1l. A nethod for enhancing the production of a
secondary netabolite in a mcrobial host conprising:

preparing a DNA construct conprising at |east two
clustered genes including an individual regulatory
region for each gene which are directly or indirectly
i nvolved in the biosynthetic pathway of the production
of a secondary netabolite;

transform ng a candi date host with this DNA
construct;

cloning the resulting transformants; and

i dentifying clones producing said secondary
net abolite at a higher level than said candi date host."

"2. A nethod for providing inproved yield of an
anti biotic secondary netabolite conprising:

growi ng a transforned host conprising an extra
copy of a sequence conprising a DNA construct
conprising at |east two clustered genes including an
i ndi vidual regulatory region for each gene which are
directly or indirectly involved in the biosynthetic
pat hway of the production of a secondary netabolite,
resulting in an enhanced production of said antibiotic;
and

isolating the resulting antibiotic product.”

Claims 3 to 7 were dependent on clains 1 or 2 and
further defined the DNA constructs as in clains 2 to 6
of the main request, whereas claim8 corresponded to

t he met hod of claim 12 of the mmin request.

The follow ng docunments are referred to in the present

deci si on:
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(D14) EP-A-0 320 272 filed on 9 Decenber 1988,
claimng priority fromGB 87 28811 dated
9 Decenber 1987

(D18) D. Ranbn et al., Gene 1987, Vol. 57, pages 171
to 181;

(D21) GB 87 28811 (priority docunent of D14);

(D27) L.G Carr et al., CGene 1986, Vol. 48, pages 257
to 266.

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

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

The requirenent to have "an individual regul atory
region for each gene" in the clustered genes of the

cl aimed DNA constructs had no basis in the application
as filed. This feature was disclosed in reference to
the general prior art and for DNA fragnents identified
fromfungi or bacteria that could be used as possible
source for the DNA constructs of the patent. However,
it was neither recognised as an essential feature of

t he invention nor generalised to DNA constructs or
fragments other than fromfungi or bacteria.

Article 54(3), (4) EPC

Docunent D14 di scl osed the deposited cosm d clone
pCX3.2 with a 38 kb insert of chronmosomal DNA from
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Penicilliumchrysogenum Figure 6(b) of this docunent
identified the presence of the isopenicillin N

synt hetase (I PNS) and the tripeptide ACV synthetase
(ACVS) genes in this insert, both genes being clustered
in the manner as defined by the patent in suit. The
presence of an individual regulatory region for each
gene was an inplicit feature. The 38 kb DNA insert had
been obtained froma fungi and, as stated in the patent
in suit, when the genom c DNA was from a fungus, each
gene had normally its own independent transcriptional
initiation regulatory region. Even if the ACVS gene had
only been identified by hybridization and the fragnment
shown in Figure 6(b) only conprised a partial ACVS gene,
the cosm d clone pCX3.2 conprised the conplete ACVS
gene as shown by conpl enentation studi es. The absence
of a full characterization of the DNA regi on in-between
the ACVS and the I PNS genes in order to exclude the
presence of non-related genes was irrelevant as this
characterization was also mssing in the patent in suit.
Figure 6(b), the cosmd clone pCX3.2 and the ACVS and

| PNS cluster were already disclosed in the priority
docunent D21. Thus, docunent D14 was entitled to its
priority, and affected the novelty of the main request
under Article 54(3),(4) EPC

Auxi | iary request
Articles 123(2), (3) and 84 EPC

Apart fromthe objection raised for the main request,
whi ch was maintained for this auxiliary request, no
ot her objections were raised under these Articles.
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Article 54(3), (4) EPC

The cosm d clone pCX3.2 was able to confer the ability
to produce penicillin to non-producing fungi such as
Neur ospora crassa and Aspergillus niger. The absence of
experinmental evidence denonstrating an increase in
penicillin production was irrelevant. The teaching of
docunent D14 was directed to inprove the production of
penicillin and thus, a nethod for enhancing or

i mprovi ng the production of this antibiotic using

anti biotic-producing fungi was al ready disclosed in
docunent D14. Thus, also the auxiliary request |acked
novel ty.

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

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

The reference in the application as filed to "each gene
will have its own i ndependent transcriptiona

regul atory region” was a basis for a nonocistronic
organi sation. The term nonocistronic was not only used
in the context of a fungal genone but also in a much

br oader context, such as for bacteria or even w thout
any limtation at all.

Article 54(3), (4) EPC

According to the established practice of the Boards of
Appeal , a docunent coul d take away the novelty of
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cl ai med subject-matter only if this subject-matter was
directly and unanbi guously derivable from said docunent.

Docunent D14 disclosed that the ACVS and the | PNS genes
were closely located in P. chrysogenum However, these
genes were only identified using hybridization probes
froma different m croorganism nanely Fl avobacterium
Thi s Fl avobact eri um ACVS probe had been obtai ned (by
chronmosone wal ki ng) using a Flavobacterium I PNS region
which itself had only been identified using an | PNS
hybri di zati on probe fromyet another m croorgani sm
(Streptonyces). None of these probes had been fully
characterized, let alone the correspondi ng genes.
Furthernore, the Flavobacterium ACVS probe, which was
derived froma contiguous, short DNA fragnment in the

Fl avobacterium was found to hybridize to three
different regions spread over a |arge DNA fragnent in
P. chrysogenum Thus, the results and technical

evi dence fromthese hybridization studies were totally
i nconcl usi ve and anbi guous. There was no i nformati on on
t he actual |ocalization of both the ACVS and the |IPNS
genes, their regulatory regions, transcription sites,
etc.. Mreover, there was no information at all on the
i nternedi ate regi on between these genes and there was
no actual evidence that other non-rel ated genes were
absent in-between the ACVS and the |IPNS genes. Thus, in
the Iight of docunent D14, the skilled person could not
have concluded with certainty that the ACVS gene was
actually present in the disclosed DNA fragnments and
there was no direct and unanbi guous evi dence that the
ACVS and the I PNS genes were clustered in the manner as
defined in the patent in suit.

2733.D
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The conpl enentati on assays al so did not support the
presence of the ACVS gene in a conclusive nmanner as
only three out of five transformants were found to be
positive and they had a very broad penicillinase
sensitivity. Preparations 14 and 15 of docunent D14
(not entitled to the clained priority) did not overcone
t hese deficiencies as they used P. chrysogenum as
reconbi nant host and thus, the elevated ACVS activity
could be due to an increase of endogenous ACVS activity
produced by a possible regulator, conditions of the
assay, selected transformants, etc.. Post-published
docunents showed that the DNA fragnent of Figure 6(b)
and the plasm d vector pPEN3 (preparation 15) conprised
an inconpl ete ACVS gene. Thus, the technical evidence
provi ded by docunent D14 was not concl usive and the
skill ed person could not have derived in a direct and
unanbi guous manner the subject-matter which was clai nmed.

Auxi | iary request
Articles 87 and 88 EPC

The subject-matter of clainms 1 and 2 of this request
was acknow edged not to be entitled to the first
priority date but only to the second priority date.

Articles 123(2),(3) and 84 EPC
The Iine of argunentation put forward for the main

request was further maintained for the auxiliary
request.
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Article 54(3), (4) EPC

Docunent D14 was concerned with the ACVS enzyne and
with the increase of the production of this enzyne.
Even if there was a general reference to increasing the
production of penicillin, this enhancenent was neither
exenplified nor showm in the docunent. All the exanples
only referred to elevated | evels of ACVS enzyne and
nost of themwere performed using penicillin non-
producer hosts (N. crassa and A niger). The production
of ACVS enzyne could not be equated to the production
of penicillin. Fungi transformation did not always
result in increased production of reconbinant product
(di sadvant ageous or disruptive reconbination, etc.) and
thus, it was required to purposively screen and sel ect
transformants produci ng hi gher amounts of said product.
However, there was no reference to the identification
of clones producing secondary penicillin netabolite in
hi gher | evels than non-transformed hosts and there was
no di sclosure of any nethod for screening such cl ones

i n docunent D14.

The appel | ant requested that the decision under appeal
be set aside and the patent revoked.

The respondent (patentee) requested as nain request
that the appeal be dism ssed and as auxiliary request
that the decision under appeal be set aside and the
pat ent be maintained on the basis of the auxiliary
request filed during oral proceedings on

23 Cct ober 2003.



- 10 - T 1070/ 00

Reasons for the Decision

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

2733.D

Claim1l differs fromgranted claiml in that it
requires the presence of an individual regulatory
region for each gene, wherein the word "individual" has
been introduced into granted claim 1. This anmendnent
restricts the clainmed DNA constructs to those

conpri sing nonoci stronic clustered genes and excl udes
genes clustered in a polycistronic manner. Thus, the
requirenents of Article 123(3) EPC are ful filled.

The application as filed refers to general DNA
fragnents used for producing the clainmed DNA constructs.
It is stated that depending on the source of these
fragnents various expression cassettes nmay be
constructed, in particular with "genomc DNA from a
bacterium the fragnment containing a nono- or

pol yci stronic coding region may include its own
transcriptional initiation regulatory region ... Were
genomic DNA is fromfungus, normally only one gene wl|
be associated with a transcriptional initiation

regul atory region, so that each gene will have its own
i ndependent transcriptional initiation regulatory
region" (page 5, lines 40 to 46). On page 4, lines 26
to 27, there is a general reference to identified DNA
fragments "which include sequences which are nono- or
pol ycistronic" wthout a limtation to any specific
source. Thus, there is a basis for general

nmonoci stronic clusters independently of the source of
the DNA fragnments used. The word "individual" finds a
basis in the expression "its own independent”, which
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refl ects a nonocistronic organization of a gene with
its (own independent, individual) regulatory region.
Thus, the requirenents of Article 123(2) EPC are
considered to be fulfilled.

No objections have been raised under Article 84 EPC and

t he board sees none.

Article 54(3), (4) EPC

2733.D

Docunment D14 di scl oses a BanH DNA fragnment from
Streptomyces cl avuligerus conprising the expandase gene
responsible for the initial penicillin ring-expansion
of the cephal osporin biosynthetic pathway. This 3kb
BanH DNA fragnment of pBROC137 (cf Figure 2(c)) is
further subcl oned and screened for expandase activity
(cf pBROCl141, Figure 3). A fragment of pBROCl41 is then
used as hybridi zation probe for isolating an honol ogous
DNA fragment fromthe G am negative bacteria

Fl avobacterium sp. SC 12,154 (cf pBROC143, Figure 1(b)),
whi ch i s subcl oned and screened for expandase activity
too (cf pBROC148, Figure 4). By using an hybridization
probe conprising the isopenicillin N synthetase (IPNS)
gene from Penicilliumchysogenum pBROC143 is al so
shown to conprise a DNA fragnment having a hi gh degree
of honology with said I PNS gene - being the I PNS enzyne
responsi ble for the conversion of isopenicillin Nto
penicillin N

A BanmHl fragnent of pBROC143 is further used as an
hybri di zati on probe for isolating cosm ds pBROCL55 and
pBROC156 (about 35 kb), which conprise the genom c DNA
from Fl avobact eri um occurring next to the | PNS,
expandase and epi nerase genes of pBROC143. By probing
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total chronosormal DNA from P. chysogenum w th fragnents
of pBROC155 and, assum ng that the only antibiotic
genes that P. chrysogenum (penicillin-producer but not
cephal osporin) has in common with Flavobacteri um
(cephal ospori n-producer but not penicillin) are those
concerned with the biosynthesis of isopenicillin N from
its constituent amno acids (ie IPNS and tripeptide ACV
synt hetase genes), it is possible to identify two
fragments of pBROCL55 which conprise the gene invol ved
in the biosynthesis of the ACV tripeptide (TPS/ VE, two
contiguous BanH fragnents of 3.0 and 2.2 kb) and the
previously identified | PNS gene (CXI, 6.3 kb BanHi
fragment) (cf Figure 1(a)).

Docunent D14 further discloses the isolation of clone
pCX3.2 froma cosmd gene library of P. chrysogenum
Cosm d clone pCX3.2 has been deposited under the terns
of the Budapest Treaty and conprises a 38 kb insert of
genom ¢ DNA from P. chrysogenum By cross-hybridization
studies with the TPS/VE and | PNS fragments from

Fl avobacterium (cf point 5 supra), pCX3.2 is shown to
conprise both an ACV synthetase region and the |IPNS
gene (cf Figure 6(b)). The presence of ACV synthetase
activity is denonstrated by show ng that the
transformati on by pCX3.2 of an Aspergillus nidul ans
strain NPA5 - with a nutation that bl ocks the ACV
synthesis - results in the production of penicillin.

Al this information is found in the priority docunent
D21. Figure 6(b) of docunent D21 identifies a 13.5 kb
DNA(l) fragment of pCX3.2 conprising the ACVS region
closely linked to the IPNS gene. This DNA(I) fragment,
which is said to be a specific enbodi nent of the
invention (cf page 5, second full paragraph), is
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characterized by its restriction map, a specific (kb)

| ength and the presence of these ACVS and | PNS genes.
Furthernore, this DNA(I) fragnment is explicitly
identified as carrying a "cluster" (cf page 10, second
full paragraph and page 35, first paragraph). Docunent
D21 not only discloses the deposited pCX3.2 and this
DNA(I) fragnment but it further shows the presence of
five shorter fragnents, nanely pGXS10, pGXSll, pGX-Cl,
pGXE1l and pCYX4, wherein the two latter ones are
identified as conprising, respectively, the ACVS gene
(pGXEl) and the I PNS gene (pCYX4). These fragnents are
al so characterized by their specific restriction maps,
(kb) l'engths and presence of the identified genes and
they are made readily available to the skilled person
by the deposited pCX3. 2.

In the light of this disclosure, the board considers
that the ACVS and IPNS cluster fromP. chrysogenumis
clearly characterized in docunent D14 and its priority
docunent D21 (9 Decenber 1987). Mreover, the ACVS and
| PNS cluster is identified as a cluster in a DNA
construct having all the features that define the

subj ect-matter as cl ai ned.

The respondent has argued that the presence of a DNA
construct with a cluster such as the clained one is not
clearly and unanbi guously derivable from docunent D14,
in particular due to a |ack of a clear and unanbi guous
evidence for: (i) the presence and | ocation of the ACVS
and | PNS genes, (ii) the absence of any internediate
(non-rel ated) gene in-between the ACVS and | PNS genes
and (iii) the presence of an individual regulatory
region for each the ACVS and the |IPNS genes. The board,
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however, cannot agree with the respondent's
argunentation for the foll ow ng reasons:

In contrast to Figures 1 to 5, wherein the (epinerase,
expandase) genes identified by hybridization are not

i ndicated as such in any restriction fragnment, Figure 6
shows the clustered position of the ACVS and | PNS genes
in the restriction fragnments of both Fl avobacterium
and P. chrysogenum (cf Figures 6(a) and 6(b)). There is
not hi ng i n docunent D14 suggesting that the position of
t hese genes in Figure 6 and, nore particularly in the
DNA(l) fragment of Figure 6(b), should be understood as
bei ng only hypot hetical or provisional.

It has been argued that, whereas in Flavobacteriumthe
ACVS gene is identified in a short, contiguous 5.5 kb
BamHl fragment (cf Figure 6(a)), in P. chrysogenumthis
ACVS gene is spread over a |longer 8 kb EcoRl fragnent

wi th three non-contiguous hybridization regions (cf
Figure 6(b)) and that this difference would i medi ately
rai se doubts in the mnd of the skilled person who
woul d conclude that the position of the ACVS gene in
pCX3.2 is not reliably identified. This |ine of
argunent ati on, however, cannot be followed. In the
[ight of the known differences between prokaryote and
eukaryot e genones, such as the presence of introns,
sequence duplications, etc. a different hybridization
pattern cannot be seen as surprising but only as
reflecting the normal difference between prokaryote

(Fl avobacteriunm) and eukaryote (Penicilliunm genes. The
conpl enment ati on studi es denonstrate the presence of the
ACVS gene in pCX3.2, whereas the hybridization studies
show that there is only one region in pCX3.2

hybridi zing to an ACVS probe, nanely one closely
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clustered to the I PNS gene. There is no reason to doubt
on the presence and the position of the ACVS gene in
pCX3.2 as shown in Figure 6(b).

The I PNS gene fromP. chrysogenumis easily identified
by its (known) restriction map in the 1.4 kb Xbal -Bgl |
fragment of pCyX4 (cf page 260, right-hand col utm and
Figure 2 of docunment D27). In a simlar manner, pGXEl
conprising the ACVS region, and pGxSl11l and pGXS10
conprising two contiguous DNA fragnents covering said
ACVS region, are also available to the skilled person
(cf point 7 supra), who can, if necessary, check the
information disclosed in Figure 6(b). In fact, docunent
D14 uses the 8.0 kb EcoRl fragnment from pGXEl to obtain
the plasm d vector pPEN3 which shows, as expected,

el evated | evels of ACVS activity in P. chrysogenum
transformants (cf page 18, preparation 15 page 18).
Even if pPENL3 does not enjoy priority rights -
preparation 15 is not found in docunent D21 - it,
neverthel ess, confirms the characterization of the
pGXEl fragnment, already present in the priority
docunent D21 as well as pGXS1ll and pGXS10. Thus, there
is no reason for the skilled person to consider the
information of Figure 6(b) as regards the presence and
| ocation of the ACVS and the IPNS as bei ng doubtful or
anbi guous.

In this respect too, Figure 6(b) discloses two pCX3.2
fragments covering the internedi ate region along the
ACVS and the I PNS genes, nanely pGX-Cl and pGXS1l. The
board fails to find any suggestion in docunent D14 for
t he presence of an internediate gene in-between the

di scl osed ACVS and | PNS genes, let alone a functionally
non-rel ated gene as defined in the patent in suit (cf
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page 6, lines 9 to 11 of the patent in suit). There is
no internedi ate gene shown in Figure 6(b) and there is
no reason for the skilled person to expect one in this
particul ar region. The board notes that even the patent
in suit, without providing any further technical

evi dence (such as the conplete nucl eoti de sequence of
this internediate region), explicitly acknow edges t hat
the "ACVS gene(s) is also clustered to the (IPNS plus
AT) gene cluster” (cf page 9, line 27 of the patent in
suit) and thus, clustered in the manner as defined in
the patent itself. No technical evidence has been put
forward to contradict this. To accept that document D14
does not clearly and unanbi guously di scl ose the absence
of an internedi ate non-rel ated gene would be to apply a
different standard to the disclosure of this prior art
than to the patent in suit which would be contrary to
the established case |aw (cf T 1099/99 of

4 Decenber 2002).

Simlarly, as regards the presence of an individual
regul atory region for each of the ACVS and | PNS genes,
the skilled person in reading docunent D14 has to
assune, as the patent in suit has al so done, that being
t he source genomic DNA from fungus, "normally only one
gene will be associated with a transcriptional
initiation regulatory region, so that each gene wl|
have its own independent transcriptional initiation
regul atory region"” (cf page 5, lines 44 to 46 of the
patent in suit). No technical evidence has been put
forward to contradict this assunption and, as stated in
point 9.4 supra, the sane standard has to be apply for
both the prior art and the patent in suit.
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9.6 In the present case, however, the position of the 5
fl anking region of the P. chrysogenum I PNS gene and its
transcription initiation site are known from docunent
D27 (cf Figure 2), as it is also rightly reflected by
t he presence of the IPNS transcription arrowin
Figure 6(b) of docunent D14. The 5 flanking regions of
the closely related I PNS genes fromA. nidulans and C
acrenoni um are hi ghly honol ogous and known fromthe
prior art too (cf page 175, right-hand colum, second
full paragraph and Figure 4 in docunent D18). Thus, the
assunption of an individual regulatory region for the
| PNS gene is not contradicted by any prior art docunent
on file. Moreover, the conplenentation studies
di scl osed in docunment D14 - as well as in the priority
docunent D21 - denonstrate a successful transcription
and translation of the ACVS gene present in pCX3.2. The
fact that the IPNS translation arrow in Figure 6(b)
runs in a direction opposite to the ACVS gene,
inplicitly indicates the presence of an individual
regul atory region for the ACVS gene, even if the
position of this regulatory region is not localized in
Figure 6(b). This information is further supported by
the el evated |l evels of ACVS activity found in
P. chrysogenumtransformants after transformation with
pl asm d vector pPEN3 which, as stated in point 9.3
supra, conprises the pGXEl fragnment shown in Figure 6(b)
and not the 5 flanking (regulatory) region of the |IPNS
gene.

9.7 It has further been argued that the results of the
conpl ement ati on assays with pCx3.2 shown in docunent
D14 are anbi guous as they are said to vary "from
slightly less than wild type to slightly greater than
t he non-produci ng controls" (cf page 17, lines 4 to 6).

2733.D



9.8

2733.D

- 18 - T 1070/ 00

However, docunent D14 refers to possible reasons

t hereof, such as decreased growth rates, inefficient
expressi on of heterol ogous genes, etc. and concl udes,
neverthel ess, that these results indicate that the gene
cluster of pCX3.2 can restore the ability to produce
penicillin. Reference has al so been nmade to post -
publ i shed docunents as show ng that fragnent pGXEl does
not conprise the conplete ACVS gene but only a (5 and
3'") truncated ACVS gene. Thus, the presence of an

el evated ACVS activity found with pPEN3 nust all egedly
be due to other reasons, such as an enhanced expression
of endogenous ACVS gene from the transforned

P. chrysogenum This additional information is, however,
not directly derivable fromdocunment D14 and, even if
assum ng that pGXEl does not conprise the conplete ACVS
gene, this result does not rule out the presence of an

i ndi vidual regulatory region for the ACVS gene. In fact,
this information is not considered to be relevant as

t he deposited pCX3.2 actually conprises all the
additional 5 and 3' flanking regions of the ACVS gene
- as shown in Figure 6(b) - and thus, the conplete ACVS
gene.

None of the prior art docunents on file contradicts the
techni cal evidence provided by docunent D14 and
directly conveyed to the skilled person, nanely the
presence in the DNA construct pCX3.2 of the ACVS and

| PNS genes clustered in the manner as defined in the
patent in suit (cf Figure 6(b)). Moreover, there is no
post - publ i shed prior art docunent on file denonstrating
that this information directly derivable from docunent
D14 - and its priority docunent D21 - is wong or

m sl eadi ng.
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Therefore, the board concludes that the cl ai ned
subj ect-matter does not fulfil the requirenments of
Article 54(3), (4) EPC

Auxi | iary request
Articles 123(2),(3) and 84 EPC

11.

Apart fromthe objection raised under Article 123(2)
EPC for the main request (cf point 2 supra), which has
been maintained for this request, no further objections
have been raised under Articles 123(2),(3) and 84 EPC.
The board sees none and, in line with the argunmentation
followed for the main request, which is considered to
apply to this request too, the requirenments of al

these Articles are considered to be fulfilled.

Article 54(3), (4) EPC

12.

2733.D

The teachi ngs of docunent D14 are neither limted to
scientific research nor to the specific ACVS gene and
enzynme. Docunent D14 refers to the general use of "the
DNA of the invention ... in many areas of industrial
activity" (cf page 7, line 58), wherein the DNA
according to the invention includes the deposited
pCX3.2 (cf page 6, lines 16 to 24). In particular, it
is explicitly stated that "reconbi nant vectors

contai ning said DNA may be of val ue, when transforned
into suitable hosts, in the production of genetically
nodi fi ed m cro-organi sm whi ch synt hesi ze increased
anounts of val uable antibiotics" (enphasis added by the
board) (cf page 8, lines 2 to 6). Mre particularly,
claim 14 conprises a nmethod of producing penicillin
froma naturally penicillin-producer host using a
vector as clainmed in claim9, ie the designated pCX3. 2.



T 1070/ 00

In the light of this disclosure, the board considers

that the identification of clones producing increased

or higher levels of penicillinis inplicitly conprised

in the nethod of docunent D14.

13. The board further notes that whereas claim1 of this

request explicitly requires the above indicated step of

identifying clones produci ng secondary netabolite at a

hi gher level, this step is absent in the nmethod of

claim2 which only requires grow ng the transforned

host conprising an extra copy of a sequence conpri sing

a DNA construct with the clustered genes so as to have

an enhanced production of antibiotic and isolating the

resulting antibiotic product. Thus, such a nethod is

clearly disclosed in docunent D14.

14. Thus, the board considers that the requirenents of

Article 54(3),(4) EPC are not net.

Or der

For these reasons it is decided that:

1. The deci sion under appeal is set aside.

2. The patent is revoked.

The Regi strar: The Chai r man:
A. Wl i nski L. Galligan
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