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Summary of Facts and Submn ssions
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Eur opean patent application No. 94 904 249.3 concerning
the potentiation of tenozolom de in human tunour cells
was refused by a decision of the Exam ning D vision
dated 19 Cctober 1998 on the grounds of |ack of

i nventive step

The foll ow ng docunents, cited during the proceedi ngs
before the Exam ning D vision and the Board of appeal,
remai n rel evant for the present decision:

(1) Anti-cancer Drugs, 3(4), 401-405 (1992)

(5 Br. J. Cancer, 65, 287-291 (1992)

The deci sion was based on clainms 1 to 26 of the main
request, clains 1 to 26 of the first auxiliary request
and clains 1 to 26 of the second auxiliary request al
filed during the oral proceedi ngs before the Exam ning
Di vi si on.

| ndependent clains 1, 2 and 3 of the main request read
as follows:

"1. The use of an ATase inhibitor in the manufacture
of a pharmaceutical conposition for use in treating
human cancer cells by a conbination therapy conprising
first adm nistering said ATase inhibitor and
subsequent |y adm ni stering tenpbzol om de.

2. A use of tenpbzolom de in the manufacture of a
phar maceuti cal conposition for use in treating human
cancer cells by a conbination therapy conprising first
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adm ni stering an ATase inhi bitor and subsequently
adm ni stering tenozol om de.

3. The use of an ATase inhibitor and tenozol om de for
t he manufacture of a nedi canent for the treatnent of
human cancer cells in a patient in need of such
treatnment.”

| ndependent clainms 1, 2 and 3 of the first auxiliary
request read as foll ows:

"1l. The use of an ATase inhibitor in the manufacture
of a pharnmaceutical conposition for use in treating
human cancer cells by a conbination therapy conprising
first adm nistering said ATase inhibitor and
subsequent|y adm ni stering tenozol om de, characterised
in that adm nistration of the ATase inhibitor and
tenozol om de is repeated over a period of several or

mul tipl e days.

2. A use of tenpzolom de in the manufacture of a
phar maceutical conposition for use in treating human
cancer cells by a conbination therapy conprising first
adm ni stering an ATase inhi bitor and subsequently

adm ni stering tenozol om de, characterised in that

adm nistration of the ATase inhibitor is repeated over

a period of several or nultiple days.

3. The use of an ATase inhibitor and tenozol om de for
t he manufacture of a nedi canent for the treatnent of
human cancer cells in a patient in need of such
treatnment, characterised in that adm nistration of the
ATase inhibitor is repeated over a period of several or

mul tiple days."
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| ndependent clainms 1, 2 and 3 of the second auxiliary
request read as foll ows:

"1. The use of an ATase inhibitor in the manufacture
of a pharnmaceutical conposition for use in treating
human cancer cells selected from breast cancer tunour
cells, astrocytonma tunour cells, colorectal tunour
cells, nelanoma tunour cells, nmycosis fungoi des tunour
cells or glioma tunour cells by a conbination therapy
conprising first adm nistering said ATase inhibitor and
subsequently adm ni stering tenozol om de, characteri sed
in that adm nistration of the ATase inhibitor is

repeated over a period of several or nultiple days.

2. A use of tenozolom de in the manufacture of a

phar maceutical conposition for use in treating human
cancer cells selected from breast cancer tunour cells,
astrocytoma tunour cells, colorectal tunour cells,

mel anoma tunour cells, nycosis fungoides tunmour cells
or glioma tunour cells by a conbination therapy
conprising first adm nistering said ATase inhibitor and
subsequent|y adm ni stering tenozol om de, characterised
in that admnistration of the ATase inhibitor is

repeated over a period of several or nultiple days".

3. The use of an ATase inhibitor and tenozol om de for
t he manufacture of a nedi canent for the treatnent of
human cancer cells selected from breast cancer tunour
cells, astrocytonma tunour cells, colorectal tunour
cells, nelanoma tunmour cells, nycosis fungoi des tunour
cells or glioma tunour cells by a conbination therapy
conprising first adm nistering said ATase inhibitor and
subsequently adm ni stering tenozol om de, characteri sed

in that adm nistration of the ATase inhibitor is
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repeated over a period of several or nultiple days".

The argunents in the decision may be sunmarized as
fol | ows:

The problemto be solved by the application in suit
concerned the inprovenent of tenpzol om de cytotoxicity
agai nst human tunour cells.

Havi ng regard to the disclosure in docunent (1) (Anti-
cancer Drugs, 3(4), 401-405 (1992)), which reported
that the cytotoxicity of tenpzol om de could be

potenti ated by an C-al kyl guani ne DNA al kyl t ransf er ase
(ATase) inhibitor in cancer cells which are resistant
to al kylating agents in a nouse | eukem a nodel, the
Exam ni ng Di vi sion concluded that it was obvious for
the skilled person to try to apply a simlar approach
in the treatnent of human cancer cells, especially
because docunent (1) explicitly recogni zed the possible
significance of the reported findings for the treatnent
of human cancer cells.

It was additionally of the opinion that both the

regi men i nvolving repeated adm ni stration and the type
of tunour cells to be treated were al so obvious to the
person skilled in the art.

The appel |l ant (applicant) | odged an appeal against the
sai d deci si on.

In a comruni cation dated 15 March 1999 the rapporteur
drew the attention of the appellant to, anong ot her
things, the fact that the disclosures in docunent (1)
and docunent (5) (the latter cited in the description
of the application) apparently rendered the clained
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subj ect-matter obvi ous.

Oral proceedings were held before the Board on

16 January 2002. During the oral proceedings, the
appellant filed new main and first and second auxiliary
requests. These requests correspond to the requests
filed during the oral proceedi ngs before the Exam ning
Division without the first medical use clains. In the
first auxiliary request, the word "tenozol om de" is

nor eover absent in the characterising part of claim1.

The appel l ant’ s subm ssions both in the witten
procedure and at the oral proceedings can essentially
be summari sed as foll ows:

As regards docunent (1), the appellant pointed out that
this focused primarily on the treatnent of cancer cells
in mce and did not contenplate the use of tenpzol om de
together with an ATase inhibitor in the treatnent of
human cells and, in particular, the human cancer cells
of the application in suit.

Mor eover, the appellant disputed the Exam ning
Division’s assunption that the skilled person would try
to apply an approach simlar to the one discussed in
docunent (1) to the treatnent of human cancer cells. In
fact, in the appellant’s opinion, due to the absence of
data in docunent (1) concerning the | evel of ATase
activity in human cancer cells, it should not have
taken the disclosure of docunent (1) into account.

It further contended that the reginen invol ving
repeated adm nistration of the active agents was al so
novel and inventive as no prior art was presented
against it.
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The appel |l ant requested that the decision under appea
be set aside and that the patent be granted on the
basis of the main or alternatively the first or second
auxiliary requests filed during the oral proceedings.

Reasons for the Decision

1

2.1

0259.D

The appeal is adm ssible.

I nventive step

Mai n request

The Board agrees with the appellant that in the present
case, docunent (5), which discloses the use of
tenpzol om de for treating human cancers such as
mal i gnant nel anoma, nycosis fungoi des and hi gh grade

gl i omas, can be considered as the closest state of the
art (page 290, right colum, lines 15 and 16).

In the application it is stated that the tenpzol om de
toxicity in human cancer cells can be potentiated by
usi ng i nhibitors of C-al kyl guani ne DNA al kyl transferase
(ATase) (page 3, first paragraph).

Therefore, starting from(5), the technical problemto
be solved is that of inproving the toxicity of
tenbzol om de i n human cancer cells.

The proposed solution is the subject-matter of, anong
ot hers, independent claim 3, which involves the use of
an ATase inhibitor and tenozol om de for the manufacture
of a medi canent.
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From the exanples reported in the description, the
Board is satisfied that the problemis sol ved.

The question to be answered is thus whether the
proposed solution, ie the use of an ATase inhibitor, is
obvious to the skilled person faced with the probl em
defi ned above in the light of the available prior art
docunents (1) and (5).

Docunent (1), a scientific paper, shows that an ATase
i nhi bitor (nCua) enhances the cytotoxicity of
tenozol om de in nouse | eukem a subline cells
(L210/BCNU) which are resistant to tenozol om de

(page 404, Figure 1).

According to this docunent, the high |level of ATase in
these cells is the reason for the resistance to the

al kyl ati ng agent tenozolom de and the inhibition of the
repair action of ATase is the reason for the
potentiation of the cytotoxicity of tenozol om de

(page 401, right colum, lines 26 to 36 and page 404,
right colum, lines 1 to 23).

Mor eover, this docunent recognises in its fina
par agr aph the possi bl e significance of the reported
findings for the treatnent of other cancer cells.

Havi ng regard, on the one hand, to the disclosure

in (5) that tenopzol onm de shows clinical activity in
vari ous human cancers and, on the other hand, to
docunent (1), which shows that recent studies suggest
that an ATase inhibitor potentiates the cytotoxicity of
tenozolomide in cells by inhibiting the repair action
of their alkyl transferase, the skilled person is
unanbi guousl y taught that ATase inhibitor could enhance
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the cytotoxicity of tenpzol om de.

Accordingly, the skilled person, faced with the problem
as defined above, woul d consider the use of an ATase

i nhi bitor in conmbination with tenozol om de as a
prom si ng sol ution.

The appell ant stressed all the differences between the
cl ai med subject-matter and the disclosure in
docunent (1).

In that respect however, the Board points out that,

when assessing inventive step using the problem

sol ution approach, it is as a rule the technica
features distinguishing the clainmed subject-matter from
the closest prior art docunent, ie docunent (5) in the
present case, are the relevant ones to be determ ned.

In the present case the only difference between the
application and docunent (1) lies in the presence of an
ATase inhibitor. Accordingly, the only point at issue
I's whether the use of an ATase inhibitor in order to
potentiate the cytotoxicity of tenpbzol om de was obvi ous
to the skilled person in the Iight of the available
prior art, nanely docunent (1).

In reply to a question fromthe Board during the ora
proceedi ngs, the appellant admtted that there is no
techni cal prejudice against the use of an ATase

i nhibitor for treating human bei ng.

It was nevertheless of the opinion that the skilled
person woul d need both notivation and a reasonabl e
expectation of success before trying an ATase i nhi bitor
to potentiate the cytotoxicity of tenopzol om de.
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In its opinion, the information contained in

docunent (1) was not sufficient as it concerned nerely
in vitro studies, which were noreover only carried out
with two particul ar nouse cancer cells. It also noted
that this docunent was silent about the anount of ATase
present in the human cancer cells.

It therefore concluded that document (1) did not
suggest using the sane approach with human cancer cells
and that, in any case, the skilled person would doubt
whet her potentiation would occur also with human cancer
cells.

The Board does not disagree with that conclusion of the
patentee. It is however convinced that, as explai ned
under 2.1.1, the clear hint contained in docunent (1)
woul d be sufficient to pronpt the skilled person at

| east to attenpt in vitro experinments with human cancer
cells as shown in the applicatin in suit; all the nore
so because of the need for efficient therapies in the
field of cancer.

For these reasons the Board concludes that the subject-
matter of the main request |acks an inventive step as
required by Article 56 EPC

First auxiliary request

The introduction of the best admnistration reginen in
the clains of this request, which is, as a rule, nerely
the result of routine optimsation neasures, required
no nore than ordinary technical skill, wthout

i nvol ving an inventive step in the neani ng of

Article 56 EPC.
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Accordingly, the conclusions under 2.1.2 also hold good
for this request.

Second auxiliary request

Nor can the nention of the particular human cancer
types in this last request provide an inventive step as
these cancers are in part the sane as those discl osed
in the closest prior art docunent (5), which neans that
this request offers no additional distinguishing
feature to be assessed.

For these reasons it is decided that:

The appeal is dism ssed.

The Regi strar The Chai r man

A. Townend P. Lancon
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