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Reason for the Timitation of the search:

The present claims 1-7, 10-15, 36, and 38 relate toc the use of an
extremely Targe number of possible compounds by referring to a desired
feature, i.e. being able to differentially modulate blood or 1lymphatic
endothelial cells. Support and disclosure in the sense of Article 84 and
83 EPC is to be found however for only a very small proportion of the
compounds claimed. The non-compliance with the substantive provisions is
to such an extent, that a meaningful search of the whole claimed
subject-matter of the claim could not be carried out (Rule 45 EPC and
Guidelines B-VII1, 3). The extent of the search is consequently limited
to the use of properly identified polypeptides and polynucleotides having
a Seq ID No as mentioned in claims 8, 17, and 23.

The search of claim 1-7, 10-15, 36, and 38 was restricted to those
claimed compounds which appear to be supported and a generalisation of
their structural formulae to extracellular fragments, specific binding
antibodies, antisense polynucleotides and interferring RNA.
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All further search fees have been paid within the fixed time limit. The present European search report has
been drawn up for all claims.

As all searchable claims could be searched without effort justifying an additional fee, the Search Division
did not invite payment of any additional fee.

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, hamely claims:

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:

Invention 1, claims 1-44 (partial), 54 and 55 (complete), 61...
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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:

Invention 1, claims 1-44 (partial), 54 and 55 (complete), 61-64
(partial)

Ex vivo method of modulating the growth of endothelial cells
comprising contacting endothelial cells with an agent which
differentially modulates blood or lymphatic endothelial
cells, wherein said agent is the polypeptide with Seq ID No
31 or a fragment thereof, the encoding polynucleotide, an
antisense polynucleotide or an interfering RNA specific for
said polynucleotide. Composition comprising said agent. Use
of said composition for the preparation of a medicament. Use
of a lymphatic growth agent selected from VEGF-C or -D
polypeptides or polynucleotides for the preparation of a
medicament for the treatment of hereditary 1ymphedema
resulting from a mutation in the gene encoding Seq ID No 31.
Methods of screening for an endothelial disorder, or
monitoring the efficacy of a drug, or identifying modulating
compounds, for the gene encoding Seq ID No 31. Expression
vector comprising said polynucleotide. A pharmaceutical
composition comprising said polypeptide or polynucleotide or
vector. Host cell transformed with said vector. Method of
producing said polypeptide using said host cell. The
purified polypeptide, or an extracellular fragment thereof.
A fusion protein comprising the soluble part of Seq ID No
31. A pharmaceutical composition comprising said polypeptide
and a kit comprising said pharmaceutical composition. An
antibody specific binding said fusion or soluble peptide.
Methods of identifying the polynucleotide and polypeptide of
the invention. Method of assaying the risk for developing
hereditary lymphedema by screening for mutations in the Seq
Id No 31 encoding gene of a human. An inhibitor of the
protein of the invention, wherein said inhibitor is the
soluble fragment, an antibody or an antisense nucleic acid.

Inventions 2, 3, claims 1-44 (partial), 56, 57 (partial), 61-64
(partial)

See invention 1, now for the polypeptides with Seq ID No 32
and 33, and their encoding polynucleotides.

Inventions 4-9, claims 1-41, 43, 44 (partial)

See invention 1, now for Seq ID No 34, 46, 48, 81, 187 and
207, and their encoding polynucleotides.

Inventions 10-15, claims 1-8, 10-22, 26-31 (partial)
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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:

See invention 1, now for Seq ID No 211, 221, 235, 241, 293
and 391, and their encoding polynucleotides.

Invention 16-18, claims 1-7, 10-15, 23-29, 31-44 (all partial)

As for invention 1, now for Seq ID No 676, 859 and 861, and
their encoding polynucleotides.

Invention 19, claims 45-53

Ex vivo method of modulating the growth of endothelial cells
comprising the use of prox-1 agents being the prox-1
polypeptide, an encoding polynucleotide or an antisense
molecule to said polynucleotide. Composition comprising said
prox-1 agents. Methods of preparing LEC cells by
transforming endothelial cells derived from a human with the
prox-1 polynucleotide.

Invention 20, claim 17 (partial), 58-60 (complete), and 61-64
partially

Isolated polypeptide having at least 95% identity to Seq ID
No 111, and fusion protein thereof. Polynucleotide encoding
said polypeptides, vector comprising said polynucleotide and
specific binding antibodies.
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