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The present European patent application comprised at the time of filing claims for which payment was due.

Only part of the claims have been paid within the prescribed time limit. The present European search
report has been drawn up for those claims for which no payment was due and for those claims for which
claims fees have been paid, namely claim(s):

No claims fees have been paid within the prescribed time limit. The present European search report has
been drawn up for those claims for which no payment was due.

LACK OF UNITY OF INVENTION

The Search Division considers that the present European patent application does not comply with the
requirements of unity of invention and relates to several inventions or groups of inventions, namely:

see sheet B

All further search fees have been paid within the fixed time limit. The present European search report has
been drawn up for all claims.
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As all searchable claims could be searched without effort justifying an additional fee, the Search Division
did not invite payment of any additional fee.
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Only part of the further search fees have been paid within the fixed time limit. The present European
search report has been drawn up for those parts of the European patent application which relate to the
inventions in respect of which search fees have been paid, namely claims:
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D None of the further search fees have been paid within the fixed time limit. The present European search
report has been drawn up for those parts of the European patent application which relate to the invention
first mentioned in the claims, namely claims:

The present supplementary European search report has been drawn up for those parts
of the European patent application which relate to the invention first mentioned in the
claims (Rule 164 (1) EPC).
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The Search Division considers that the present European patent application does not comply with the
requirements of unity of invention and relates to several inventions or groups of inventions, namely:

1. claims: 13(completely); 1, 2, 6, 7, 11, 12, 15-28, 30(partially)

At Teast a fragment of a reactive oxygen species inducible
promoter 'corresponding to', ie from, a gene highly
expressed in cancer cells, wherein the promoter fragment is
the VE element consisting of -80 to -50 of the VEGF
promoter; corresponding vector; corresponding method for
expressing a therapeutic gene; pharmaceutical composition
based on such; diagnostic method based on such;

2. claims: 1, 2, 6, 7, 11, 12, 15-28, 30(all partially)

At Teast a fragment of a reactive oxygen species inducible
promoter 'corresponding to', ie from, a gene highly
expressed in cancer cells, wherein the promoter fragment is
the E6 element of a region proximal to the promoter of the
EGR-1 gene; corresponding vector; corresponding method for
expressing a therapeutic gene; pharmaceutical composition
based on such; diagnostic method based on such

3. claims: 1, 2, 6, 7, 11, 12, 15-28, 30(all partially)

At Teast a fragment of a reactive oxygen species inducible
promoter 'corresponding to', ie from, a gene highly
expressed in cancer cells, wherein the promoter fragment is
the MMP1 element consisting of -2000 to -1546 of the MMP-1
promoter; corresponding vector; corresponding method for
expressing a therapeutic gene; pharmaceutical composition
based on such; diagnostic method based on such

4. claims: 3-5, 8-10, 14, 29, 31-33(completely); 1, 2, 6, 7, 11,
12, 15-28, 30(partially)

At Teast a fragment of a reactive oxygen species inducible
promoter 'corresponding to', ie from, a gene highly
expressed in cancer cells, wherein the promoter fragment is
a chimaeric promoter containing an E6 element spaced from a
VE element by a spacing sequence; corresponding vector;
corresponding method for expressing a therapeutic gene;
pharmaceutical composition based on such; diagnostic method
based on such

The present application lacks unity of invention in the sense of Art. 82
EPC for the following reasons:

Independent claims are drafted in essence to the following matter:

1) At Teast a fragment of a reactive oxygen species inducible promoter
'corresponding to', ie from, a gene highly expressed in cancer cells;
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Patentamt
o ::'::r':teao"fﬁce Application Number
Office curopéen LACK OF UNITY OF INVENTION

des brevets SHEETB EP 08 74 3279

The Search Division considers that the present European patent application does not comply with the
requirements of unity of invention and relates to several inventions or groups of inventions, namely:

6) A vector comprising at least a fragment of a reactive oxygen species
inducible promoter of a gene highly expressed in cancer cells;

19) A pharmaceutical composition comprising a vector of claim 6;

22) A treatment using the composition of claim 19;

28) A diagnostic method using the promoter of claim 1.

30) A method for expressing a therapeutic gene via use of a vector having
a promoter selected from

a) the VE element consisting of -80 to -50 of the VEGF promoter;

b) the E6 element of a region proximal to the promoter of the EGR-1 gene;
c) the MMP1 element consisting of -2000 to -1546 of the MMP-1 promoter.
The most narrowly definable problem which at the same is, a priori,
solved by the subject matter of each of these claims is the provision of
promoters suitable for expression of a gene in tumours, for therapeutic
or diagnostic purposes.

In careful consideration of the claimed solutions to this problem, a
priori, the sole single general inventive concept able to be identified
by means for which unity of invention can be recognised, is the use of a
promoter from a gene highly expressed in cancer cells and which promoter
is responsive to reactive oxygen species. Such general inventive concept
is enshrined by the generically defined subject matter of claim 1.

D1 pertains to a study of so-called CArG elements from the Egrl gene
(which, according to the present applicant, is a preferred example of a
gene highly expressed in cancer cells - see for example present claim 2).
In D1, upstream CC(A/T) 6 GG (CArG) elements of the Egrl gene were cloned
into a vector encoding the reporter gene CAR (pTK35CAT). See page 2420,
'reporter assays'. Exposure not only to ionizing radiation, but also the
reactive oxygen species H2 02 was found to lead to activation of the CArG
element, with concomittant downstream gene expression (see page 2422,
figure 5).

In view of D1, the general inventive concept referred to above is not
novel, and as such cannot be seen as the general inventive concept by
which unity of invention between the plurality of inventions of the
application can be acknowledged. No other general inventive concept
serving such purpose has been able to be identified, and the following
groups of inventions, not linked by a single general inventive concept,
have now been identified:

1. At Teast a fragment of a reactive oxygen species inducible promoter
'corresponding to', ie from, a gene highly expressed in cancer cells,
wherein the promoter fragment is the VE element consisting of -80 to -50
of the VEGF promoter; corresponding vector; corresponding method for
expressing a therapeutic gene; pharmaceutical composition based on such;
diagnostic method based on such;

2. At Teast a fragment of a reactive oxygen species inducible promoter
'corresponding to', ie from, a gene highly expressed in cancer cells,
wherein the promoter fragment is the E6 element of a region proximal to
the promoter of the EGR-1 gene; corresponding vector; corresponding
method for expressing a therapeutic gene; pharmaceutical composition
based on such; diagnostic method based on such;

3. At Teast a fragment of a reactive oxygen species inducible promoter
'corresponding to', ie from, a gene highly expressed in cancer cells,
wherein the promoter fragment is the MMP1 element consisting of -2000 to
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-1546 of the MMP-1 promoter; corresponding vector; corresponding method
for expressing a therapeutic gene; pharmaceutical composition based on
such; diagnostic method based on such;

4. At Teast a fragment of a reactive oxygen species inducible promoter
'corresponding to', ie from, a gene highly expressed in cancer cells,
wherein the promoter fragment is a chimaeric promoter containing an E6
element spaced from a VE element by a spacing sequence; corresponding
vector; corresponding method for expressing a therapeutic gene;
pharmaceutical composition based on such; diagnostic method based on
such.
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