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Summary of Facts and Submn ssions

1332.D

The appeal lies fromthe decision of the Exam ning

Di vision dated 10 March 1999 to refuse the European
application No. 95 918 867.3 with the internationa
publication No. WD 95/30002 for |lack of patentability
of claim1 under Article 52(4) EPC. The Exam ning

Di vision also established that the clains then on file
| acked novelty or inventive step.

Caim1l refused by the Exam ning D vision read as
fol | ows:

1. Method of increasing the effect of a cancer therapy
conprising the steps of:
delivering wild-type therapy-sensitizing gene
activity to a
tunor cell characterized by |oss of said wld-type
t her apy-sensitizing gene activity, and
subj ecting said tunor cells to said cancer
t herapy. "

| ndependent claim 14 related to the sanme nmethod wherein
the specific wild-type p53 gene was delivered to, and
expressed in, the tunor cells. Independent claim?24
related to the sane net hod wherein the wild-type p53
protein was delivered to the tunor cell

Dependent clains 2 to 13, 15 to 23 were directed to
further features of the nethods of clains 1 and 14,
respectively.

Clains 25 to 27 related to the use of a therapy
sensitizing gene, a cDNA encoding said therapy-
sensitizing gene activity or a portion thereof for the
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manuf acture of a pharnmaceutical conposition to be used
under specific conditions.

The Board sent a conmunication according to

Article 11(2) of the rules of procedure of the Boards
of appeal summoni ng oral proceedi ngs and setting out
its provisional non-binding opinion.

Oral proceedi ngs took place on 17 January 2001. The
Appel  ants (Applicants) filed one main request and two
auxiliary requests in replacenent of the claimrequest
then on file.

Caiml of the main request read as foll ows:

"1l. The use of a wild-type therapy-sensitizing p53 gene
activity, a portion of said wild-type therapy-
sensitizing p53 gene activity or a portion of a cDNA
encoding said wi |l d-type therapy-sensitizing p53 gene
activity for the manufacture of a pharnaceutica
conmposition for enhancing the ability of a cancer
therapy to kill a tunor cell."

Claim1 of auxiliary request | read as foll ows:

"1l. The use of a wild-type therapy-sensitizing p53 gene
activity, a portion of said wld-type therapy-
sensitizing p53 gene activity or a portion of a cDNA
encodi ng said wi |l d-type therapy-sensitizing p53 gene
activity for the manufacture of a pharmaceutica
conposition for enhancing the ability of a cancer
therapy to kill a tunor cell, wherein said tunor cel

is a glioblastonma cell." (enphasis added by the Board).

Claim1 of auxiliary request Il read as foll ows:
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"1. Method of enhancing the ability of a cancer therapy
to kill a tunor cell, conprising the steps of
delivering wild-type therapy-sensitizing p53 gene
activity
to a tunor cell in-vitro wherein said tunor cell is
characterized by loss of said wild-type therapy-
sensitizing p53 gene activity, and
subjecting said tunor cells to said cancer therapy
to kill said tunor cell."

The follow ng docunents are cited in the present
deci si on:

(3): Lowe, S.W et al., Cell, Vol.74, pages 957 to 967,
1993,

(5): WD 94/ 06910

The argunents in witing and during oral proceedings by
the Appellants are sunmmari zed as fol |l ows:

Mai n request
Article 54 EPC, novelty

- Docunent (5) taught that the introduction of the
p53 gene in a heterogeneous popul ati on conpri sing
hyperproliferative cells resulted in a suppression
of the malignant phenotype of said cells. On the
contrary, the subject-matter of claiml related to
the use of the p53 gene activity in a nedi canent
destined to kill tunmor cells in order to enhance
said killing effect. These two uses were opposite
in their concept. Docunent (5) was not novelty
destroying to the subject-matter of claiml1.
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Docunent (3) was not novelty destroyi ng because it
did not relate to the manufacture of a nmedi canent.

Article 56 EPC, inventive step

The cl osest prior art was docunent (3). This
docunent taught that upon irradiation, p53** cells
whi ch had been made oncogenic by transfection with
the E1A and T24 Hras genes were nore likely to
di e than the correspondi ng p53/  cells. Yet,
irradiation had very little effect on p53** cells
coexpressi ng E1A and E1B. Because of these
contradictory results, the teachings of docunent
(3) were specul ative.

Furthernore, it was not clear that the experinents
described in the "Results" section of docunent (3)
had ever been carried out as no nention was nade
of either the ras gene or the E1B gene in the
“"Materials and Methods" section. If it was
accepted on the sole basis of the "Results”
section that the experinents had been carried out,
then anbiguity remained as to the validity of the
results obtained because it had not been
control |l ed whether or not the part of the ras
plasm d other than ras played a role in the
effects observed. And, besides, it was |eft

undefi ned whether the cells co-expressing E1A and
T24 Hras had been transfected by a plasmd
carrying both genes or by two different plasmds.
The skilled person woul d have understood the

t eachi ngs of docunent (3) to be either erroneous
or inconplete and thus, this docunent did not
affect inventive step.
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- Docunent (3) disclosed a phenonenon which only

occurred in the very specific circunstance where
Ela, T24 Hras and the p53 genes were expressed in
the same cells. The effect observed was due to
this conbination of factors rather than to the
expression of the p53 gene al one. And, therefore,
the subject-matter of claim1 which only rel ated
to the effect of the p53 gene activity was not

obvi ous.

First auxiliary request

This request was |limted to the use of the p53 gene
activity as a nedicanent in a cancer therapy agai nst
gliobl astoma cells which were differentiated cells. The
reasoni ng presented in relation to the inventive step
of claim1l of the main request still applied, all the
nore so, because in contrast to glioblastoma cells, the
cells used in docunent (3) were undifferentiated cells.

Second auxiliary request

- A basis for claiml1l of this request was to be
found on page 22, lines 10 and 11 of the
application as filed.

- Docunent (5) was not detrinental to the novelty of
claim1l1l for the sane reasons as given in relation
to claim1 of the main request.

The cl ai mwas al so novel over the teachings of
docunent (3) because the feature that the p53 gene
shoul d be delivered to the tunor cell was not a
feature of the nethod described in said docunent.
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- The cl osest prior art was docunent (5) which
di sclosed an in vitro method for the introduction
of the p53 gene and its subsequent expression, in
mal i gnant cells. Docunent (5) disclosed that the
effect of said nethod was to revert the malignant
phenotype, thus, it did not suggest that the
i ntroduction of p53 into malignant cells
conconmtantly to cancer therapy would lead to
their death. Accordingly, the subject-nmatter of
claim1 was inventive.

The Appell ants requested that the decision under appea
be set aside and that a patent be granted on the basis
of the main request, auxiliary request I, or auxiliary
request 11, all submtted at the oral proceedi ngs on
17 January 2001.

Reasons for the Deci sion

Mai n request
Article 52(4) EPC

1332.D

One of the reasons which | ed the Examning Division to
refuse the application was that clains 1, 14 and 24
then on file conprised in vivo nethods for increasing
the effect of a cancer therapy ie. nethods of treatnent
of the human body which were not patentable pursuant to
Article 52(4) EPC.

Former clains 1 and 24 have been deleted fromthe main
request presently on file. Caim1l corresponding to
former claiml1l4 is drafted as a claimto the use of the
t herapy-sensitizing p53 gene activity for the
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manuf acture of a pharmaceutical conposition. Al other
clains (clains 2 to 10) are dependent on claim 1. Thus,
the objection under Article 52(4) EPC does not apply
any nore. The invention is of the kind for which a
patent may be granted providing the other requirenents
for patentability are fulfilled.

Article 54 EPC, novelty

1332.D

Docunent (5) discloses the use of the p53 gene activity
to restore the normality of hyperproliferative cells
that contam nate preparations of autol ogous
hemat opoi etic cells used for bone marrow reconstitution
(page 8, lines 22 to 27). On page 13, lines 25 to 27,

it is envisaged that the p53 gene can be added to a
phar maceutically acceptable carrier and adm nistered to
the patients ie that it is used in a pharnaceutica
preparation.

Caiml relates to the use of the p53 gene activity for
maki ng a pharmaceutical preparation to be used as an
enhancing factor in the killing of hyperproliferative
cells, a different pharmaceutical use fromthat

descri bed in docunent(s).

Fol |l owi ng the Enl arged Board decision G 5/83 (QJ 1985,
064, point 21), the novelty of a nedi canent may be
derived fromthe new pharnaceutical use which is

i ntended. Accordingly, as the pharmaceutical use for

t he pharnaceutical conposition to which claim1l is
directed is not disclosed in docunent(s) the cl ai ned
subject-matter is novel over the teachings of docunent

(5).

There are no ot her docunents on file relating to the
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use of the p53 gene activity for the manufacturing of a
phar maceuti cal conposition. The requirenents of
Article 54 EPC are fulfilled.

Article 56 EPC, inventive step

10.

1332.D

The cl osest prior art is docunent (3). Said docunent
descri bes a study of the effect of p53 gene expression
on the nortality rate of oncogenically transforned
enbryoni c fibroblasts when exposed to anti-cancer
agents (ionizing radiation, chem cal products). It is
shown that p53** cells transfected with the E1A and T24
H ras oncogenes experience significant death at | ow

| evel s of i1onizing radiations (1 Gy) whereas the
correspondi ng p53/  cells display no significant |oss
of grow h when exposed to hi gher doses (5 Gy). The

aut hors concl ude on page 964: ...the invol venent of
p53 in oncogene associ ated apoptosis represents a

di rect nmechani sm whereby p53 elim nates abnornmal |y
growi ng cells"” and also: "...p53 status in tunor cells
may be a strong determ nant of response to treatnent

Wi th either chenotherapy or radiation".

Starting fromthe closest prior art, the problemto be
sol ved can be defined as putting into practice the
know edge that anti-cancer agents are nore efficient at
killing some oncogenically transforned cells when these
express the p53 gene.

The solution provided is to prepare a pharmaceutica
preparati on containing p53 gene activity to be used in
a cancer treatnent.

Prima facie, this solution is a straightforward
application of the teachings of docunent (3) that at
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| east the category of oncogenic cells which express Ela
and T24 Hras will be nore responsive to cancer therapy
when the p53 gene i s expressed.

The Appellants challenged the validity of the
experinments presented in docunent (3). They expressed
doubts whether the transfection of the enbryonic
fibroblasts had ever been carried out or had been
properly carried out (see section V above). In the
absence of any factual evidence that these doubts are
legitinmate, the Board is not convinced by the argunents
present ed.

It was al so argued that the skilled person would
consider the results obtained in El1A, T24 Hras p53**
oncogeni c cells as specul ati ve because E1A, E1B p53**
oncogenic cells renmained resistant to radiation.
However, this latter result is explained in docunent

(3) by the already known fact that EL1B counteracts the
effect of p53 (page 959, left hand colum). Thus,
contrary to what is argued by the Appellants, the
results obtai ned when E1A and E1B are expressed in the
sane cells are not inconsistent with p53 having a role
in cellular death. In addition, the resistance to

radi ati on being a property specific to E1B, it is in no
way informative with regard to the results to be
expected in E1A T24 Hras cells. Thus, the skilled
person woul d have no reason to consider specul ative the
results obtained with these |atter cells.

The Board's attention was drawn to the fact that the
experinments in docunent (3) were carried out in
oncogenically transfornmed cells rather than in tunor
cells. The Board agrees to this remark, yet cannot see
its relevance to inventive step since it is stated in
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docunent (3), page 959 that "...oncogenically
transforned fibroblasts provide an experinental system
anal ogous to naturally occurring tunors...".

Despite the Appellants' argunents presented in

points 11 to 13 above, the Board is convinced that the
t eachi ngs of docunent (3) nake it obvious to try and

i nprove a cancer therapy against at |east sone
natural ly occurring tunors by using a pharnaceutica
preparation conprising the p53 gene activity, while
carrying out said cancer therapy, wth a reasonable
expectation of success. As claim1l covers the use of
the p53 gene activity for the manufacture of a

phar maceuti cal preparation for enhancing the therapy
agai nst any cancer cells, it conprises non inventive
subject-matter. Therefore, the main request is refused
for lack of inventive step.

First auxiliary request

15.

16.

17.

1332.D

Caimlis directed towards the sane use for the p53
gene activity as was clained in claim1 of the main
request when the tunor cells are glioblastoma cells. A
basis for this claimis found on page 32 of the
application as filed (Article 123(2) EPC).

The reasoni ng which | ed the Board to acknow edge
novelty of the claiml1l of the nain request (points 5
and 6, above) applies here as well.

The cl osest prior art is docunent (3). The problemto
be sol ved can be defined as enhancing the effects of a
cancer therapy against glioblastoma cells. The sol ution
proposed is to nmake a pharmaceutical preparation

contai ning the p53 gene activity to be used as
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enhancer .

There is no evidence on file that the tunorigenic state
of glioblastoma cells could not be due to the

conbi nati on of E1A and T24 Hras. \Wen asked whet her
the skilled person would dismss this possibility, the
Appel | ants answered in the negative. Thus, it nust be
assunmed that a category of cells falling under the
denom nation "glioblastoma cells" would be expected to
be sensitive to radiation in the presence of the p53
gene activity. Accordingly, it is not inventive to use
t he p53 gene activity together with a cancer treatnent
to kill said category of cells. The reasoni ng devel oped
in points 11 to 13 above in relation to the Appellants'
argunents still applies.

Auxiliary request 1 is refused for |lack of inventive
st ep.

Auxi liary request 2

20.

21.

1332.D

Caimlis directed to a nethod of enhancing the
ability of a cancer therapy to kill a tunor cell in
vitro. A basis for this nethod can be found on page 22,
line 11 of the application as filed (Article 123(2)
EPC) .

Caim1 is novel over the teachings of docunent (5) for
the reasons given in relation to claim1 of the main
request (points 5 and 6, above). It is also novel over
t he teachi ngs of docunent (3) because in this docunent,
the p53 gene activity is the result of the expression
of the p53 gene as a part of the oncogenic cells
genetic information whereas, according to claim1, the
p53 gene activity is introduced into the cancer cells.
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The Appel |l ants argue that docunent (5) is the closest
prior art. Docunent (5) describes an in vivo nethod of
cancer treatnent conprising an in vitro step whereby
the hyperproliferative cells |acking p53 gene activity
are made to express this activity by being transfected
with the p53 gene, before they are reinjected into the
cancer patients and the cancer treatnent is carried out
in vivo (page 8, lines 22 to 27).

Docunent (3) discloses a nethod to test the effect of
the p53 gene activity on the resistance to cancer
treatment of E1A, T24 Hras oncogenically transforned
cells in an vitro culture.

In accordance with the established case | aw of the
Boards of appeal (cf. T 606/89 of 18 Septenber 1990),
the closest prior art for the purpose of assessing

i nventive step is that which corresponds to a simlar
use and requires the mnimum of structural and
functional nodification. Thus, in the Board' s judgnent,
docunent (3) is the closest prior art to the subject-
matter of claim1l.

Starting fromthe closest prior art, the problemto be
sol ved can be defined as providing an in vitro nethod

for testing the efficacy of the p53 gene activity in a
cancer therapy against tunor cells which have lost this

activity.

The solution is to deliver the p53 gene activity to
these cells in vitro and test their resistance to
cancer agents.

This solution is directly derivable fromthe nethod of
docunent (3) as it differs therefromonly by the fact
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that the p53 gene activity is delivered to the tunor
cells whereas in docunent (3), the oncogenic cells
express the p53 gene as a function of their genetic
patrinony. As these latter cells are said on page 959
"to provide an experinental system anal ogous to
occurring tunors", the clainmed nethod is neither

sur prising nor unexpected.

Auxiliary request Il is, thus, refused for |ack of
i nventive step

For these reasons it is decided that:

The appeal is dism ssed.

The Regi strar: The Chai rwonan:

U. Bul t mann U. Kinkel dey

1332.D



