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Summary of Facts and Submissions

IT.

IIT.

European patent No. 1 438 392 is based on application
02 778 303.4, which was filed as an international
application published as WO 2003/025149 ("application
as filed"). The patent is entitled "Cell populations
which co-express CD49c and CD90" and was granted with

16 claims.
Claim 1 as granted reads as follows:

"l. A method of making an isolated cell population
derived from human bone marrow, wherein between 100% to
90% of the cells of the cell population co-express
CD49c and CD90, and wherein the cell population has a
doubling time of less than 30 hours, comprising the
steps of:

a) culturing a source of the cell population under a
low oxygen condition of less than 15% oxygen to produce
an adherent cell population; and,

b) culturing the adherent cell population at a seeding

density of less than 2500 cells/cm?."

An opposition was filed against the granted patent, in
which the opponent requested that the patent be revoked
in its entirety on the grounds of lack of novelty and
inventive step (Articles 54(2) and 56 EPC and

Article 100 (a) EPC), lack of sufficiency of disclosure
(Article 100 (b) EPC) and added subject-matter

(Article 100(c) EPC); additionally, the wvalidity of the

claimed priority was also contested.

During the proceedings before the opposition division,
the patent proprietor requested that the opposition be

rejected and that the patent be maintained as granted
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(main request) or alternatively that the patent be
maintained in amended form according to the set of
claims of the first auxiliary request, filed on

12 October 2016, or the second auxiliary request, filed
on 10 October 2017.

By letter dated 13 October 2017, the opponent withdrew

its opposition.

By its decision posted on 9 January 2018, the
opposition division revoked the patent under
Article 101 (2) and 101 (3) (b) EPC.

The opposition division decided that the sets of claims
according to the main request (claims as granted) and
the first and second auxiliary requests added subject-
matter within the meaning of Article 100(c) EPC or
contrary to Article 123(2) EPC, respectively.

The patent proprietor (appellant) lodged an appeal
against that decision. With the statement of grounds of
appeal, the appellant requested that the patent be
maintained in amended form on the basis of the claims
according to the first or second auxiliary requests,
which had been filed on 12 October 2016 and

10 October 2017, respectively.

Claim 1 of the first auxiliary request differs from
claim 1 of the main request (claims as granted) in that
the following amendments have been made (additions

underlined and deletions struck-through) :

"l. A method of making an isolated cell population
derived from human bone marrow, wherein between 100% to
90% of the cells of the cell population co-express

CD49c and CD90, and wherein the cell population has a
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doubling time of less than 30 hours, comprising the
steps of:

a) culturing a source of the cell population at a

seeding density of less than 75,000 cells/cm’ under a

low oxygen condition of less than 15% oxygen to produce
an adherent cell population; ards
b) culturing the adherent cell population at a seeding

density of less than 2568 100 cells/cm’ under a low
oxygen condition of less than 15% oxygen; and

c) selecting from the cultured adherent cell

population, cells which co-express CD40c and CD90."

Claim 1 of the second auxiliary request differs from
claim 1 of the first auxiliary request in that the
following amendments have been made (additions

underlined and deletions struck-through) :

"l. A method of making an isolated cell population
derived from human bone marrow, wherein between 100% to
90% of the cells of the cell population co-express
CD49c and CD90, and wherein the cell population has a
doubling time of less than 30 hours, comprising the
steps of:

a) culturing a source of the cell population at a

seeding density of less than 75,000 cells/cm’ under a

low oxygen condition of ‘ess—+tharn—315% 5% oxygen to
produce an adherent cell population;

b) culturing the adherent cell population at a seeding

density of less than 100 cells/cm’ under a low oxygen

condition of +ess—than—35% 5% oxygen; and
c) selecting from the cultured adherent cell

population, cells which co-express CD40c and CD90."

Summons to oral proceedings before the board were
issued in view of a corresponding request by the

appellant, with these oral proceedings being scheduled
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for 19 August 2021. In a subsequent communication
pursuant to Article 15(1) RPBA dated 17 March 2021 the
board expressed its preliminary opinion on the issues
relating to Article 123(2) EPC, informing the appellant

that it was inclined to dismiss the appeal.

By letter dated 12 August 2021, the appellant withdrew
the request for oral proceedings and announced that it

would not attend the oral proceedings.

The board then cancelled the oral proceedings.

The appellant's submissions may be summarised as

follows:

The paragraph bridging pages 11 and 12 provided a basis
for the feature "90-100% cells co-expressing CD49c and
CD90". On the basis of common general knowledge, the
skilled person would have been aware that cell
populations to be used for cell therapies were to be as
homogeneous as possible, ideally comprising a single
phenotypic population. With regard to the feature
"doubling time of less than 30 hours", a basis could be
found in the passage on page 13, lines 6 to 17, of the
application as filed. Moreover, Figure 4, related to
Example 4, demonstrated that the doubling time of less
than 30 hours was the lowest doubling time in the
application and would have been the preferred doubling
time of cells (also for reasons of economical
production of the cells). This feature was not taken
from a list but rather referred to a discrete
embodiment, namely narrowing down the doubling times to
the lowest doubling time disclosed in the application.
Finally, with regard to the feature "oxygen
concentration of less than 15% oxygen", a basis could

be found on page 20, lines 8 to 10, of the application
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as filed, which made it clear that this corresponded to

the preferred range.

XT. As set out in its communication under
Article 15(1) RPBA, the board understands from the
written submissions that the appellant is no longer
pursuing the patent as granted (main request in the
decision under appeal) and that the appellant's first
and second auxiliary requests presented with the
statement of grounds of appeal are in fact the main and
auxiliary requests in the appeal proceedings. Hence,
the appellant requests that the decision under appeal
be set aside and that the patent be maintained in
amended form on the basis of the set of claims of the
main request, filed as the first auxiliary request by
letter dated 12 October 2016 or, alternatively, on the
basis of the set of claims of the auxiliary request
filed as the second auxiliary request by letter dated
10 October 2017.

Reasons for the Decision

1. The appeal is admissible.

1.1 Since the appellant withdrew its request for oral

proceedings, the present decision can be issued without

oral proceedings taking place.

2. Main request ("First auxiliary request" dated
12 October 2016) - Article 123 (2) EPC
2.1 Claim 1 reads as follows:

"l. A method of making an isolated cell population

derived from human bone marrow, wherein between 100% to
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90% of the cells of the cell population co-express
CD49c and CD90, and wherein the cell population has a
doubling time of less than 30 hours, comprising the
steps of:

a) culturing a source of the cell population at a
seeding density of less than 75,000 cells/cm? under a
low oxygen condition of less than 15% oxygen to produce
an adherent cell population;

b) culturing the adherent cell population at a seeding
density of less than 100 cells/cm? under a low oxygen
condition of less than 15% oxygen; and

c) selecting from the cultured adherent cell

population, cells which co-express CD40c and CD90."

In the appealed decision, the opposition division noted
that, while claim 1 as granted was derived from claims
48 and 51 as filed, the following features were not

found in said claims:

i) cell population derived from human bone marrow;
ii) 90-100% cells co-expressing CD49c and CD90;
iii) doubling time of less than 30 hours;

iv) oxygen concentration of less than 15% oxygen.

The opposition division then came to the conclusion
that feature i) found a basis on page 15, lines 21 to
23, but that no basis could be found in the application
as filed for the other features listed above, namely
features (ii), (iii) and (iv), let alone for their
combination, which involved multiple selections from
different lists. The same applied to claim 1 of the
auxiliary request 1, which contained the same disputed

features.

The board agrees that at least the following selections

do indeed have to be made in order to arrive at the
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claimed specific combination of features (ii), (iii)

and (iv):

feature (ii): selection of "90-100%" from "about 100%
to about 70" and "about 100% to about 90%" (paragraph
bridging pages 11 and 12);

feature (iii): selection of "doubling time of less than
30 hours"™ from "less than between about 144 hours to
about 48 hours", "less than about 144 hours", "less
than about 72 hours", "less than about 65 hours", "less
than about 48 hours", "less than about 35 hours", or

"less than about 30 hours" (page 13, lines 6 to 17);

feature (iv): selection of "oxygen concentration less

than 15% oxygen" from "less than about 21 mole percent
(volume) ", "less than about 23% by weight", "less than
about 15% by volume (mole percent) oxygen", "less than
about 10% by volume", and "less than about 5% by volume

oxygen" (page 20, lines 6 to 12).

While the board agrees with the appellant's arguments
that the first selection (feature (ii)) only requires a
choice from a list of two alternatives and that this
choice, which also appears in the examples, can be
considered to be the preferred embodiment, the same

cannot be concluded for the other features.

The passage indicated above for feature (iii) gives a
list of seven alternatives and it is not apparent that
the one in the claim should be the preferred one.
Moreover, this passage even goes on to explain (see
page 13, lines 14 to 17) that "The doubling time of the
cells of the invention can be varied depending on, for

example, the density of the cells in culture (e.g.,

100 cells/cm?) and/or the concentration of oxygen
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employed to culture the cells (e.g., a low oxygen
concentration such as about 5% oxygen)"; it thus
appears that it may not be possible to combine each of
the indicated doubling times with all the possible cell

densities and oxygen concentrations.

The same applies to feature (iv), which involves a
selection of one alternative from five alternatives,
two of them (not the one in the claim) even being
indicated as the most preferred: "more preferably an
oxygen concentration less than about 10% by volume, and
most preferably an oxygen concentration is less than
about 5% by volume oxygen" (see page 20, lines 10 and
11).

Hence the board considers that, while all the features
appear to be conceptually disclosed in the application
as filed, their combination involves multiple

selections from different lists without there being a

pointer to the specifically claimed combination.

Claim 1 of the main request thus relates to subject-
matter extending beyond the application as filed within
the meaning of Article 123(2) EPC.

Auxiliary request ("Second auxiliary request" dated
10 October 2017) - Article 123(2) EPC

In the appealed decision, the opposition division came
to the conclusion that at least the deficiencies
arising from the combination of features (ii) and (iii)

were still present in claim 1.

Features (ii) and (iii) of claim 1 are in fact each
identical to features (ii) and (iii) of claim 1 of the

main request, whereas feature (iv) has been amended to
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refer to "5% oxygen" (instead of 15%). While feature
(iv) has been restricted to the most preferred
alternative from the five possible alternatives listed
for the oxygen concentration, the board still fails to
find a specific pointer to this particular combination

of features in the application as filed.

3.3 The board thus comes to the conclusion that claim 1 of
the auxiliary request also relates to added subject-
matter and is thus not allowable under

Article 123 (2) EPC.

Order
For these reasons it is decided that:

The appeal is dismissed.
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