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Summary of facts and subm ssions

1377.D

The appeal lies fromthe decision of the Opposition

Di vi sion dated 21 Decenber 1998 to revoke the patent

No. 0 239 292 with the title "Production of proteins by
cell culture” which had been granted with 18 clains for
al | Designated Contracting States.

Caiml of the main request refused by the Qpposition
Division read as foll ows:

"1l. A process for obtaining a protein by cell culture
whi ch conprises the steps of (1) culturing genetically
mani pul ated cells which constitutively produce said
protein in the continuous presence of an al kanoic acid
or a salt thereof, wherein the al kanoic acid or a salt
thereof is present at a concentration of between 0.1nM
and 200mM at whi ch production of said proteinis
enhanced but at which cell gromh rate is not
substantially decreased (2) continuing said culture
until said protein accunul ates and optionally (3)
isolating said protein."” (enphasis added by the Board).

| ndependent clainms 8 and 9 were directed to further

nmet hods for obtaining a protein fromgenetically
mani pul ated cells which also invol ved the concentration
of the alkanoic acid or salt thereof being between
0.1mM and 200mM | ndependent clains 13, 23 and 24
corresponded to clains 1, 8 and 9 respectively, the
cells involved in the claimed processes being hybridonma
cells.

Dependent clainms 2 to 7, 14 to 22 related to further
features of the processes according to claim1l and 13
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respectively, dependent clains 10 to 12, 25 to 27
related to the use of either a growth nmedi um cont ai ni ng
an al kanoic acid or a salt thereof, or al kanoic acid or
a salt thereof, or butyric acid or a salt thereof, in
processes according to clains 1 to 9 and 13 to 24,
respectively.

OQppositions were filed by Respondents | (Opponents 1)
and Qpponents 2. Opponents 2 later withdrew their
opposi tion.

The Opposition Division cane to the conclusion that the
obj ection rai sed by Respondents | under Article 123(2)
EPC that the term"in the continuous presence of" in
claiml1l was neither explicitly nor inplicitly disclosed
in the application as filed was not valid. They refused
the main request on the ground that sufficiency of

di scl osure was not fulfilled in relation to the
subject-matter of, in particular, claiml.

An appeal was |odged. Wth their |atest subm ssions,
the Appellants (Patentees) filed four auxiliary
requests for consideration by the Board, together with
the main request refused by the OQpposition D vision as
their main request. The term"in the continuous
presence of" was present in claiml of all the
auxi |l iary requests.

The subm ssions in witing and during oral proceedings
by the Respondents insofar as they are relevant to the
present decision may be summari zed as foll ows:

Rul e 57a EPC

The granted clains related to processes for protein
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production to be carried out either with genetically
mani pul ated cells or with hybridoma cells. During
opposition proceedings before the first instance, each
claimwas redrafted into two clainms, one of them
relating to genetically mani pul ated cells, the other
relating to hybridoma cells. The nunber of cl ains,
thus, increased from 18 to 27. In accordance with the
case | aw of the Boards of Appeal (T 127/85, Q EPO
1989, 271), it was an abuse of opposition proceedi ngs
if the patent proprietor was allowed nerely to tidy up
and i nprove his disclosure by anendnents not
specifically necessitated by the grounds advanced for
t he opposition as required by Rule 57a EPC. As this was
the case here, the main request was not all owabl e.

Article 123(2) EPC, claiml

- There was no basis in the application as filed for a
process for protein production with the feature of:

“... culturing genetically manipul ated cells which
constitutively produce said protein in the continuous
presence of an al kanoic acid or a salt thereof, wherein
the al kanoic acid or a salt thereof is present at a
concentration of between 0.1mM and 200 mM .. ."
(enphasi s added by the Board)

This feature inplied that the culture nmedi um shoul d

al ways contain an al kanoic acid or a salt thereof at a
concentration falling wwthin the nentioned range. The
sol e passage in the application as filed describing
ways to ensure the presence of the enhancing agent in
the culture nediumwas on page 8, lines 13 to 21 (A
version of the patent application): it disclosed that
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the concentration beyond which cell growth rate would
be affected was not to be exceeded at any tine during
culturing, but failed to nention which m ni num
concentration should be naintained, if any.

As the genetically manipul ated cells consuned the

al kanoi ¢ acid, one woul d expect when starting the
culture at the mnimal concentration of 0.1mMthat this
concentration would very quickly fall. Thus, it could
be assuned that the enhanci ng agent woul d not be

conti nuously present in the culture nediumw thin the
claimed range. The patent in suit failed to give any

i nstructions howto renedy this situation.

The passage on page 8 of the application as filed was
not a cl ear and unanbi guous di scl osure of the process
according to claim1l.

- Alternatively, it was suggested that the claimcould
be read as inplying that the genetically mani pul ated
cells used in the clainmed process possessed the
property of constitutively producing the protein when
in the continuous presence of an al kanoic acid or a
salt thereof. This interpretation, however, did not
change any conclusion relative to Article 123(2) EPC as
such genetically mani pul ated cells were not nentioned
in the application as filed.

- The requirenents of Article 123(2) EPC were not
fulfilled by claim1 of the main request. As claim1 of
the four auxiliary requests al so contained the

of fendi ng feature, these requests were equally
unal | owabl e.

The subm ssions in witing and during oral proceedi ngs
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by the Appellants insofar as they are relevant to the
present decision may be summari zed as foll ows:

Rul e 57a EPC

Duri ng opposition proceedi ngs before the first

i nstance, the clains of the main request were
reorgani zed in accordance with the kind of cells used
in the clainmed process, to arrive at the main request
now for consideration by the Board. This anmendnent was
carried out to facilitate assessnent of novelty and

i nventive step, the prior art concerning genetically
mani pul ated cells being different fromthat concerning
hybri doma cells. Hence, it was occasi oned by grounds of
opposition and, thus, the main request now on file was
al | owabl e under Rul e 57a EPC.

Article 123(2) EPC, claim1l

- Support for the continuous presence of al kanoic acid
or a salt thereof in the culture nmediumcould be found
on page 8, lines 13 to 21 of the application as filed

where it was stated that the addition of al kanoic acid
could be done at any tinme during culturing and had to

be closely controlled and nonitored, which steps could
have been carried out easily by the skilled person at

the priority date.

It was al so disclosed on page 9 (second full paragraph)
that the cells had to be maintained in the presence of
al kanoic acid and in originally filed claim7 that the
culturing had to be continued in the presence of the
enhanci ng agent until protein accunul ated. The skilled
person woul d have unanbi guously derived therefromthat
the al kanoic acid had to be continuously present.

1377.D Y A
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The smal | est concentration in the clainmed concentration
range was well above the anount of al kanoic acid which
coul d be consuned by the cells and al kanoi c aci d was
not ot herw se degraded. Thus, even if the culturing
were to be started at the m ninmal concentration of

al kanoi ¢ acid, the al kanoic acid would be continuously
present in the culture nedi um

- As for the alleged possible alternative
interpretation of claiml, that it was a property of
cells that they constitutively produced the protein in
the continuous presence of an al kanoic acid or a salt
thereof, it would not be an interpretati on adopted by
the skilled person albeit the fact that the claimcould
literally be read in that way. Accordingly, there was
no need to assess whether or not the requirenents of
Article 123(2) EPC were fulfilled under this

i nterpretation.

- For these reasons, the requirenents of Article 123(2)
EPC were fulfill ed.

The Appel l ants requested that the decision under appea
be set aside and that the patent be maintained on the
basis of the main request as filed on 10 Decenber 1997
at oral proceedings before the Qpposition Division or
one of the auxiliary requests I, II, Ill or IV filed on
8 April 2002.

The Respondents requested that the appeal be di sm ssed.

Reasons for the decision

Mai n request

1377.D
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Rul e 57a EPC

In their subm ssion during opposition proceedi ngs
before the first instance (letter received on 29 June
1995), the Appellants justified the redrafting of the
granted clains in accordance with which kind of cells
are used in the clainmed processes as a nean to
facilitate the assessnent of novelty and inventive
step, the prior art concerning the use of genetically
mani pul ated cells being quite different fromthat
concerning hybridoma cells. The Board, thus, accepts
that the redrafting was occasi oned by grounds of
opposition and considers as all owabl e under Rule 57a
EPC the request resulting therefrom which is now the
mai n request under consideration.

Article 123(2) EPC, claiml

1377.D

The objection under Article 123(2) EPC by the
Respondents is that the feature of

culturing genetically mani pul ated cells which
constitutively produce said protein in the continuous
presence of an al kanoic acid or a salt thereof, wherein
the al kanoic acid or a salt thereof is present at a
concentration of between 0.1nM and 200 nM.." (enphasis
added by the Board)

is not disclosed in the application as filed. |ndeed,

t he continuous presence of al kanoic acid in the culture
mediumwi thin a given concentration range i s not

menti oned expressis verbis in said application.

In accordance with the case | aw of the Boards of Appea
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(T 187/91, QJ EPO 1994, 572, T 367/92 of 22 August
1996), the decisive question under Article 123(2) EPC

I s whether an added feature can be directly and

unanbi guously derived fromthe application as filed. In
the present case, this inplies that there should be a
clear, albeit inplicit basis in said application for
the process feature that it is always present in the
culture nediumw thin the clained concentration range.

The Appellants pointed to two passages as the basis for
this feature: on page 8, lines 13 to 21, on page 9,
second full paragraph, as well as to originally filed
claim?7.

The passage on page 8 reads as foll ows:

"In the process according to the invention, the
enhanci ng agent nay be added to the culture nedium at,
before or after addition of the cells to the culture
medium |f desired nore than one addition of enhancing
agent may be enployed. Thus, for exanple, it may be
desirabl e to add the enhanci ng agent at the begi nning
of the culture and then to add nore enhanci ng agent as
the culture proceeds, providing of course that the
addition is closely controlled such that the
concentration of enhancing agent does not go beyond
that which is likely to reduce cell gromh rate.”

This passage tells the skilled person that it is

i nportant that the enhancing agent be present in the
culture nediumat all tinmes but that care should be
taken that it should not be present in such a high
anount as woul d be deleterious to the cells. Yet, any
direct or indirect reference to the necessity of
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keepi ng a defined m nimal anount of al kanoic acid in
the culture nediumis mssing ie the continuous
presence of al kanoi c acid above a specific mninal

concentration is not disclosed even inplicitly.

The Appel |l ants pointed out that the clainmed m ninal
concentration (0.1mM was well in excess of that
correspondi ng to the anobunt of alkanoic acid likely to
be consuned by the cells. This nay well be true but it
remai ns nonet hel ess that they will consune sone of it
and, therefore, if culturing is started at the clained
m ni mal concentration, then, at sone point in tine, the
concentration of alkanoic acid in the culture nedi um
wi Il necessarily fall below this clainmed mninal
concentration. In contrast, when and how nuch al kanoi c
acid is to be added to the culture nedi um are not

i ssues which are considered in the passage on page 8
(except for the highest concentration). Thus, as

al ready nentioned in point 5 +the skilled person could
not derive fromthis passage, the necessity to retain a
defined m ni mal anmount of al kanoic aci d.

The passage on claim9 reads as foll ows:

"Thus, in another aspect the invention provides a
process for the production of a protein which conprises
mai nt ai ni ng genetically mani pul ated or hybridoma cells
whi ch constitutively produce said protein in culture in
the presence of an agent which enhances protein
producti on wherein the agent is present at a
concentration at which production of said protein is
enhanced but which does not significantly reduce cel
viability (e.g.) is substantially non-toxic to the
cells.” (enphasis added by the Board).
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Thi s passage thus teaches that the enhancing agent nust
be present. Like the passage on page 8, it warns
against it being in such a high anount as to damage the
cells. It is, however, silent on any defined m ni nmal
concentration having to be maintained.

The sane observation is all the nore true for
originally filed claim7 which does not define any
specific range for the concentration in al kanoic acid.

For these reasons, the Board concl udes that the above
cited passages and claimmy be taken as a disclosure
that the enhanci ng agent shoul d be present throughout
the culturing, yet, it is not possible to consider them
as a clear and unanbi guous teaching that the enhanci ng
agent nust be continuously present within the clained
specific concentration range.

Wien claiml1l is read in a literal manner, it can be
interpreted as neaning that it is a property of the
cells that "they constitutively produce the protein in
the continuous presence of al kanoic acid or a salt
thereof". Such cells which presunably woul d not
constitutively produce the protein in the absence of

al kanoic acid are not described in the application as
filed. Indeed, cells which are constitutive producers
are defined on page 5, lines 22 to 24 as those cells
"whi ch do not need to be induced to produce the
protein” wthout any reference as to the growth
conditions. Thus, under this interpretation of claim1l,
there is also added subject-matter in the formof an
hit herto undi scl osed ki nd of cells.

For these reasons, the main request is refused for
failing to fulfill the requirenments of Article 123(2)
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EPC.

Auxiliary requests | to IV

Article 123(2) EPC

12.

O der

Caiml of each of auxiliary requests | to IV contains
the feature of culturing genetically manipulated cells
in the continuous presence of an al kanoic acid or a
salt thereof, wherein the al kanoic acid or a salt
thereof is present at a defined concentration range.
Thus, the sane reasoning regarding Article 123(2) EPC
applies as for claim1l of the main request.

Accordingly, it is concluded that the auxiliary
requests are not allowable under Article 123(2) EPC

For these reasons it is decided that:

The appeal is dism ssed.

The Regi strar: The Chai r woman:

P. Crenona U. Ki nkel dey
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