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Summary of Facts and Submn ssions

0568. D

The appeal was | odged agai nst the decision of the

opposi tion division dated 27 June 1997 whereby the
opposition was rejected. The patent had been opposed by
two parties, one of which (opponents 01) later w thdrew
t he opposition.

Clains 1, 22 and 23 as granted in the version for al
desi gnated Contracting States except Austria (non-AT
States) read as foll ows:

"1l. An artificial nucleic acid construct which, upon
introduction into a cell containing a gene, antagonizes
the function of said gene, said artificial nucleic acid
construct containing the follow ng nucleic acid
segnent s:

(a) a transcriptional pronoter segnent;

(b) a transcription term nation segnent; and
t her ebet ween

(c) a nucleic acid sequence segnent;

whereby transcription of the nucleic acid sequence
segnent produces a ribonucl eoti de sequence which does
not naturally occur in the cell, is conplenentary to at
| east a portion of a ribonucl eotide sequence
transcri bed by said gene, and said non-naturally
occurring ribonucl eoti de sequence antagoni zes the
function of said gene."

"22. A mcro-organismcontaining a nucleic acid
construct according to any one of clains 1 to 12 or a
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vector according to any one of clains 13 to 15."

"23. The m cro-organi smaccording to claim?22, which is
a bacterium a yeast or a virus."

Dependent clains 2 to 4 concerned particul ar

enbodi nents of the construct of claim 1. |ndependent
claim5 was directed to an artificial nucleic acid
construct in which item(c) was an inverted segnent of
the gene to be antagoni zed. Dependent clains 6 to 12
concerned enbodi nents of the preceding clains.

Clains 13 to 17 were directed to nucleic acid or
vectors containing the nucleic acid construct, claim18
concerned a pharnmaceutical conposition and clains 19 to
21 a nethod for antagonizing the function of a gene in
a m croorgani sm

In the corresponding set of clains 1 to 23 for AT sone
clains were fornmul ated as process clains. Cains 22 and
23 thereof were identical to clainms 22 and 23 for the
non- AT St ates.

The opposition division considered that, as shown al so
by | ater evidence, the invention as clained was

di scl osed in a manner sufficiently clear and conpl ete
for it to be carried out by a person skilled in the
art. The report by one of the inventors (Dr |nouye) of

i nconcl usi ve experinments (cf docunents (8) and (9)
referred to in Section VIIl infra)) was not considered
to be a proof of failure. Mreover, the opposition

di vi sion considered that the clainmed subject-matter was
novel over the follow ng docunents:

(1) The EMBO Journal, 1983, Vol. 2, No. 1, pages 93 to
98;



- 3 - T 0838/ 97

(2) Cell, Septenber 1983, Vol. 34, pages 683 to 691,

(3) Nature, 17 Decenber 1981, Vol. 294, pages 623 to
626;

(4) Methods in Enzynol ogy, Edited by Ray Wi, Academc
Press, New York USA, 1979, Vol. 68, pages 482 to
493.

As regards the presentation of Dr H Wintraub at the
Gordon Research Conference on 25 to 29 July 1983, it
was decided that, although the presentation was

consi dered to be public, the evidence avail abl e did not
allow a reliable answer to the question: "Wat was
really disclosed?". Thus, it was decided that the
presentation was not state of the art.

The cl ai ned subj ect-matter was al so considered to
I nvol ve an inventive step as the conbinati on of any of
t he docunents (1) to (4) wth
(6) WO A-83/01451
did not even renotely suggest it.
L1l Wth their statenent of grounds of appeal, the
appel lants filed two statutory decl arati ons by

Dr M Neuberger.

| V. The respondents filed their comments to the statenent
of grounds of appeal and submtted two new docunents.

V. On 18 July 2000, the board issued a conmunication with

an outline of the points to be discussed and a
prelimnary opinion on sone issues.

0568. D Y A
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Both parties nade further submi ssions in reply to the
board's comuni cation. The appellants filed therewith
an additional docunent. The respondents filed
addi ti onal docunents (27) to (33), of which docunent
(27) was a table listing 100 exanpl es of successful
control of biological functions in cells by antisense
RNA as evi denced by 100 published articles supplied as
encl osur es.

Oral proceedi ngs took place on 14 Novenber 2000. The
respondents filed as a new nain request clains 1 to 23
intw different sets, one for all non-AT States and
one for AT. These clains differed fromthe clains as
granted only in that in claim23 the enbodi nent "a
yeast" was del et ed.

In addition to the docunents already referred to the in
previ ous sections, the foll owi ng docunents are referred
to in the present decision:

(8) Cene, 1988, Vol. 72, pages 25 to 34;

(9) Extracts fromthe deposition of Dr M |[nouye
before the U.S. District Court Eastern District of
California on 16 Septenber 1993;

(10) Cell, April 1984, Vol. 36, pages 1007 to 1015;

(18) Extracts fromthe testinony of Dr S. Mdlin before
the U S. District Court District of Del aware.

The appel |l ants objected to novelty on the basis of: i)
the oral disclosure of Dr Weintraub at the Gordon
Research Conference in July 1983; and ii) docunent (1).
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As regards the question whether or not there was an
actual duty of confidentiality in relation to i), they
argued that the participants to Gordon Research

Conf erences were not subject to a blanket prohibition
fromdi ssem nating the information they received. There
were in the file declarations of scientists to this
effect (cf declarations S1 to S8). Moreover, those
attending the conference were afterwards free to

di scuss what they had learnt with coll eagues of the
sane or other | aboratories. The only restrictions

bi nding the participants at Gordon Research Conferences
concerned "printed" publications, as the aimwas to
prevent witten references to prelimnary

comruni cati ons presented at the conferences, unless the
i ndi vi dual naki ng the contribution provided perm ssion.
This coul d be deduced from Exhibits B and D annexed to
t he declaration by Dr Cruickshank, which had not to be
gi ven a broader interpretation than their wording

al | oned.

Havi ng regard to docunent (1), the appellants argued
that, as claim1l at issue was a product claimdirected
to an artificial construct conprising the three

el enments a) to c), there was anticipation if such a
construct was described therein. This was indeed the
case as the chineric plasm ds descri bed on page 96,
nanmel y pOU565, pJ242 and pJ232, contained the sane
three structural elenents, nanely a) a transcriptiona
pronoter segnent, this being either the tet, deo or |ac
pronoter segnent from which copT transcription was
driven; b) a transcription termnation segnent which
woul d i e downstream of the copT sequence (cf

docunent (18)) and c) a nucleic acid sequence segnent
whi ch did not naturally occur in the cell a gene of

whi ch was antagoni sed by its transcript, said sequence
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bei ng represented by the copT sequence that was

conpl enentary to the copARNA of plasm d pJL99 and thus
titrated out copA fromthe latter plasm d, thereby
causi ng an i ncreased [3-gal actosi dase expression via the
repA-1 ac sequence (cf second statutory decl aration
dated 4 Novenber 1997 by Dr M Neuberger).

The appel |l ants al so denied the presence of an inventive
step. In their view, the patent in suit was not the
first to propose the use of "anti-sense" sequences for
inhibiting a gene. Docunent (6) had al ready proposed
maki ng ol i gonucl eoti des conpl enentary to target
sequences, which was the sane concept as that of the
patent in suit, and had pointed to the probl em of

i ntroducing themfromthe exterior (cf page 17).
Docunent (1) had introduced the idea of producing
within the cells nucleic acid transcripts which

ant agoni sed a gene, and had shown this to be
experinentally feasible. The conbination of the two
docunents, one relating to the concept, the other to
the experinmental way to put it into practice, readily
suggested the clainmed subject-matter to the skilled
per son.

The appellants al so submtted that the patent in suit
did not provide a sufficient disclosure because it
failed to show that its teaching extended to organisns
(eg yeast) other than bacteria as exenplified. Anbng
the 100 exanpl es provided by the respondents in
docunent (27) there was not a single exanple with
yeast. As a matter of fact, docunents (8) and (9)
showed that experinents were not successful in yeast.

The respondents argued that the patent-in-suit related
to a pioneering and mlestone invention which had been
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exenplified in E. coli as a nodel system They
submtted that |ater evidence, and also the work of the
appel l ants thensel ves (EP-A-0240 208 - Exhibit CO),
showed that it was w dely successful. The patent
specification enabled the skilled person to put the
invention into practice over the broad area clained. As
for novelty, they argued that the presentation of

Dr Weintraub at the Gordon Research Conference was

gi ven under a confidentiality obligation and that, in
any case, it was totally unclear what was exactly said.
They submitted that the said obligation to
confidentiality was conparable to that of pane
reviewers of scientific publications. Furthernore, the
cl ai med subject-nmatter was new over docunent (1) which
in fact taught away fromit by suggesting a protein
interaction as a regulatory mechanism Moreover, the

cl ai med subj ect-matter was not obvious vis-a-vis
docunent (6) alone or in conbination with any of the
docunents (1) to (4).

The appel |l ants requested that the decision under appea
be set aside and that the patent be revoked.

The respondents requested that the decision under
appeal be set aside and that the patent be maintained
on the basis of clains 1 to 23 as submtted in the ora
proceedings in tw different sets, one for all non-AT
States and one for AT and pages 2, 4 to 15 of the
description as granted and page 3 as subnmitted in the
oral proceedings, and Figures 1 to 8 as granted.

Reasons for the Decision

0568. D
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The state of the art: The presentation of Dr H Wintraub at
t he Gordon Research Conference on 25-29 July 1983

0568. D

As stated eg in T 877/90 of 28 July 1992, an ora

di scl osure is regarded as nmade avail able to the public
if the person(s) exposed to it was (were) able to
understand it and was (were) potentially able to
further distribute it to others, and there was no bar
of confidentiality or secrecy agreenent restricting the
use or dissem nation of the disclosure.

Thus, the first inportant question in relation to the
presentation of Dr H W.intraub at the Gordon Research
Conference in July 1983, which was given before an
audi ence qualified in the relevant technology, is

whet her it was given under any formof confidentiality
agreenent. In deciding this question, it should be kept
in mnd that an agreenent which rules out availability
to the public does not necessarily have to be a
contract made in witing, as an inplicit or inplied
agreenment can al so be taken into account (cf eg

T 830/90 of 23 July 1993).

The question of the confidentiality of a Gordon
Research Conference was posed already in the case of

T 739/92 of 16 July 1996 where it was decided, in
agreenent with the first instance finding, that the
participants at the Gordon Research Conference then in
question had to be regarded as normal nenbers of the
public who were free to dissem nate the information
they obtained. However, it is noted that the body of
evi dence on the basis of which the said decision was
taken did not include all the docunents available in
the present case, in particular it did not include the
affidavit of the director of the Gordon Research
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Conf erences and annexes thereto which are now on file
(cf affidavit of Dr Cruickshank). It is in any case
necessary for this board to exam ne the question on the
basis of the evidence available before it, and to cone
to its own conclusion on this issue of fact.

In his affidavit, Dr Cruickshank, who was Director of

t he Gordon Research Conferences from 1968 to 1993,
expresses the belief that all participants of the
conferences were generally aware of the policies,

gui delines and restrictions governing them and that
there was a general understandi ng anong the
participants that the naterials presented were to be
treated as confidential. Indeed, as it is clearly
stated eg in the announcenent of the Gordon Research
Conf erences published in Science, 4 March 1983,

Vol . 219, pages 1095 to 1131 (Exhibit C annexed to the
affidavit), the purpose of the conferences is to foster
and pronote di scussion anong scientists by providing a
uni que forum for open conmunication on the | atest

devel opnents in science thereby stimulating advanced
thinking in research at universities, research
foundations, and industrial |aboratories. It is
explicitly stated that the review of known information
is not desired. In view of this, in order to protect
the rights of scientific priority, it is an established
requi renent of each conference that no information
presented or discussed is to be used or cited w thout

t he specific authorization of the individual (s) making
the contribution (ibiden). The limted nunber of
conferees (approximately 100), who are sel ected upon
application by the chairperson of the conference so as
to ensure the w dest possible attendance, are
explicitly instructed inter alia that "information
presented at the conferences is not to be used w thout
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the specific authorisation of the individual who nakes

the contribution, whether in formal presentation or in

di scussion” (ibidem. By having the application for

regi stration accepted, each participant agrees to these
regul ations (cf Exhibit D annexed to the affidavit).

The opposition division decided "on the bal ance of
probabilities" that the participants at the Gordon
Research Conferences were nerely prohibited from maki ng
printed reference to conference papers and di scussion,
not fromfurther discussing publicly these matters.
This is also the position of the appellants who, in
support of this view, filed declarations S1 to S7 of
scientists who attended such conferences (however, not
the one in which Dr Weintraub gave his presentation)
and express their personal belief that the restrictions
do not concern the oral dissem nation of the

i nformati on obtained at a conference to others, eg
co-workers or colleagues, who did not attend it (cf
declarations S1 to S7). In the further declaration of
Dr M Levine (S8), who attended the 1983 Gordon
Research Conference in which Dr Weintraub made his
presentation, nothing is said about the issue of
confidentiality.

In the board' s judgnent, since the purpose of the
Gordon Research Conferences is to encourage free,

i nformal and open di scussion exclusively on the | atest
devel opnents anong scientists fromvarious institutions
and | aboratories, the restrictions which the
participants are invited to accept upon registration
cannot be narrowy interpreted as being limted to
printed references, but have to be understood as
nmeani ng that any information presented at a Gordon
Research Conference, whether in a formal tal k, poster
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session or discussion, anmounts to a private

comruni cation fromthe individual nmaking the
contribution and is presented with the restriction that
such information is not for public use. O herw se, the
stated purpose of the conferences would fail. In this
respect, it is observed that, since the chairperson of
a conference wll select applicants so as to distribute
the attendance as wi dely as possible anong the various
institutions and | aboratories, the audience is likely
to include also the closest scientific (and possibly
comercial) rivals. This is also admtted by the
declarers in S1 to S7. Under these circunstances, a
profitable discussion is possible only under a
confidentiality agreenent, such as the one issued by

t he organi sers.

7. In statenments S1 to S7, the scientists express their
personal belief that the restrictions set forth by the
organi sers do not prohibit participants from further
di sclosing information | earned at a Gordon Research
Conference to coll eagues fromtheir or other
| aboratori es. However, the circunstances under which
this alleged further dissemnation is nade (in closed
circles? under a formof confidentiality? publicly?)
are not specified. Mreover, none of the declarers
actually admts to have actually dissem nated publicly
I nformati on received at a Gordon Research Conference.
For this reason, the board considers that the said
statenments by a limted nunbers of scientists cannot
prevent the board from concluding that the presentation
of Dr H Wintraub at the Gordon Research Conference in
July 1983, whatever its contents, anmpbunted to a private
conmuni cation within a closed circle of persons bound
by a confidentiality agreenent, and thus is not to be
considered to be part of the state of the art.

0568. D Y A
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The appel l ants argue that the plasm d constructs
descri bed on page 96 of document (1) fall within the
wordi ng of claim1, which consequently is not novel.

In order to be novelty-destroying, a prior art docunent
has to contain a clear and unm stakabl e di scl osure for
the skilled person of the subject-matter of a claimin
guestion (cf eg T 204/83 QJ EPO 1985, 310; T 776/96 of
23 Septenber 1997 and T 677/91 of 3 Novenber 1992).
Novel ty assessnent is not based on a nere phot ographic
conparison with a prior art docunent, but requires
consideration of both the explicit and inplicit

di scl osure of the docunent. However, there nust be no
doubt that the prior disclosure, as read by the skilled
per son, unanbi guously corresponds in all its technica
features to the subject-matter as clained. In the
board' s judgenent such is not the case here. In order
to denonstrate that the plasm d constructs of docunent
(1) correspond to the one of claim1 at issue, the
appel l ants have to "interpret" the features derivable
from docunent (1) beyond what can be reasonably inplied
therefrom Feature b) is a typical exanple in this
respect. Nowhere in docunent (1) is there any nention
of a transcription term nation sequence. Dr Mdlin in
his testinony (docunent (18)) states that a term nator
was not inserted. Dr Neuberger in his second
declaration indicates in general terns that the
transcription termnation site "will lie" downstream of
the copT insert (where exactly is not indicated), and
in this respect he has to refer to additional prior art
docunents concluding: "Indeed, | really cannot conceive
of any other reasonable interpretation of the
information" (cf. item7.5). In the board s view, such
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evidence is not sufficient for allow ng the concl usion
that the skilled person woul d have consi dered the
plasm d constructs of docunent (1) to be identical to
the construct of claim1 in all its features as he or
she woul d not have recognised in the said docunent, for
exanpl e, the presence of feature b), nuch less its
presence in functional correlation with the features a)
and c). The said feature per se constitutes already a
sufficiently distinctive feature, so that it is not
even necessary to examne in detail all other aspects
of the matter.

For these reasons, the subject-matter of claiml is
novel having regard to docunent (1). No other docunent
on file was stated by the appellants to affect the
novelty of this claimor of the other clains. Nor did
the board find other novelty-anticipating docunents.
Therefore, the claimrequest at issue satisfies the
requi renments of Article 54 EPC

| nventive step

11.

12.

13.

0568. D

The cl osest prior art is represented by docunent (6)
whi ch describes the use of stabilised (eg as a
phosphotriester form oligonucl eotides capabl e of
hybridising with a given nRNA for controlling

bi ol ogi cal functions in an organism eg for bl ocking
the synthesis of a protein at the level of translation.

In the light of this docunent, the underlying technica
probl em can be defined as being the provision of an
alternative approach for regulating (eg bl ocking)
expression of proteins in a host cell.

As a solution, the clains at issue propose a nethod and
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means for antagonising the function of a gene
essentially based on the use of a construct with the
features recited in claiml1l. The proposed approach is
exenplified in E. coli where the expression of the
genes for the major outer proteins is shown to be
decr eased.

14. The rel evant question is whether the skilled person,
starting fromdocunent (6) and considering further
prior art docunents, would have readily devised a
nucl eic acid construct as clainmed in order to
ant agoni se the function of a given gene in a cell

15. In the appellants' view, the answer to the above
guestion is in the affirmative because the skilled
person woul d have derived from docunent (1) the idea of
produci ng the "anti-sense" oligonucleotides in the
cells, instead of having to introduce themfromthe
exterior through the cell nenbrane.

0568. D Y A
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In the board's judgnent, such an analysis is based on
hi ndsi ght. This is because the skilled person, know ng
from docunent (6) that one of the problens of the
approach was the in vivo degradation of the

ol i gonucl eoti des (cf page 3, line 13 to 15; page 17,
lines 13 to 23) and know ng that, in order to avoid
this, stabilised forns thereof had to be used, would
not have readily taken into consideration the idea of
produci ng themin the cells where they woul d have been
exposed imedi ately to various degradative enzynes. He
or she would have rather | ooked for further ways for
stabilising the oligonucleotides and for increasing at
the sane tine their penetration through the cel
menbrane. Thus, under normal circunstances, the skilled
person woul d not have taken the teaching of docunent
(1) into consideration. For the sane reasons, the
skill ed person woul d not have taken the teaching of
docunent (2) into consideration, which was concerned
with the rather specific teaching of the inhibition of
transposase translation by a small conpl enentary
regulatory RNA. As a matter of fact, there were no
“real life" |links between these three docunents which
could have | ead the skilled person to any form of

conbi nation of their teachings.

Under these circunstances, the board finds that the
clainms at issue propose a technical solution which was
not obvious to the skilled person and which, failing
proof of the contrary, and as confirned by |ater

evi dence, was valid over the whole area clainmed. Thus,
the requirenents of Article 56 EPC are satisfied.
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Suf ficiency of disclosure

18.

19.

20.

21.

0568.

In respect of this issue, the appellants relied on
reports on unsuccessful experinents in yeast (cf
docunents (8) and (9)) in order to support their
contention that the teaching of the patent in suit is
not applicable over the whol e area cl ai ned.

The board notes firstly that yeast is no | onger
specifically recited in claim23 and, secondly, that
the said lack of sufficient disclosure objection is
understood to be mainly directed to the product

claim 22, which m ght be considered to enconpass al so
yeast wi thout specifically referring toit, as no
doubts can exist that an artificial nucleic acid
construct according to claim1l can be assenbl ed w t hout
difficulties by the skilled person.

The question here is whether the teaching of the patent
in suit can be considered to be of general application
to m croorgani sns, having been successfully exenplified
only in E. coli bacteria as a nodel. The respondents
have provided a | arge nunber of |ater docunents show ng
the validity of the nodel across a broad area of host
cells (cf docunent (27) and encl osures).

The patent in suit provides the concept which
constitutes the essence of the invention. Experinental
gui dance is provided in particular in respect of a
bacterial nodel system which is said to provide the
basis for acconplishing the sanme in other host cells,
eg eukaryotes. In view of the nature of the invention,
it can be stated that, notw thstandi ng the gui dance
provided in the patent specification, a certain anount
of trial and error is always needed, and the skilled
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person performng the invention in a given host cel

can not tell with absolute certainty whether the
teaching will be successfully applicable until the
experinment is actually carried out. This conclusion can
be drawn inter alia fromdocunents (8) to (10).

However, this is not necessarily indicative of undue
burden, if the results can be readily tested and no
further concepts have to be devel oped in order to
achieve the desired result. In the board' s judgenent.
the latter considerations are applicable here. In this
respect it is also observed that a claimcan validly
cover broad subject-matter, even though the description
does not enable every nethod of arriving at that
subject-matter to be carried out (cf T 636/97 of

26 March 1998, see point 4.5 of the reasons).

For these reasons, it is considered that the
requi renents of Article 83 EPC are satisfied.

Adaptation of the description

23.

24.

0568. D

The appel l ants rai sed an objection under Article 123(2)
EPC agai nst the anendnent on page 3, nanely the

del etion on line 30 of the term"yeast”. In their view,
as yeast was an integral part of the application as
filed (cf the expression "including...yeast.." on

page 6, line 22), in their view the deletion anbunts to

new i nformation not originally disclosed.

The board does not share the appellants' view Yeast
was one of the microorganisns referred to in particul ar
as possible hosts within the nore general concept of
"m croorgani sns”. Its deletion fromthe description is
nerely the consequence of the fact that this particular
enbodi nent of the invention is no |longer specifically
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claimed (cf claim23 at issue vs claim 23 as granted)
and does not result in the creation of subject-matter
whi ch was not originally disclosed. Thus, adapted
page 3 of the description raises no issues under
Article 123(2) EPC

For these reasons it is decided that:

1. The deci si on 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 the two
sets of clains 1 to 23 submtted in the ora
proceedi ngs, pages 2, 4 to 15 of the description as
granted and page 3 as submitted in the ora
proceedi ngs, and Figures 1 to 8 as granted.

The Regi strar: The Chai r person:

U. Bul t mann U. Kinkel dey
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