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Continuation of Box 1.2

Claims Nos.: 1-18, 20, 22-28 (all only partially)

Present claims 1-16, 22-28 relate to products defined by reference to a
desirable characteristic or property, namely modulator of a Hedgehog
signalling pathway, or a modulator of a pathway which is a target of the
(Sonic, Indian or Desert) Hedgehog signalling/Wnt signalling pathway, an
inhibitor or upregulator of the biological activity of these pathways
and growth factor receptor agonists.

The claims cover all products having this characteristic or property,
whereas the application provides support within the meaning of Article 6
PCT and/or disclosure within the meaning of Article 5 PCT for only a
very limited number of such products. In the present case, the claims so
lack support, and the application so lacks disclosure, that a meaningful
search over the whole of the claimed scope is impossible. Independent of
the above reasoning, the claims also lack clarity (Article 6 PCT). An
attempt is made to define the products by reference to a result to be
achieved. Again, this Tack of clarity in the present case is such as to
render a meaningful search over the whole of the claimed scope

impossible.

Present claims 1-18 and 20 relate to an extremely Targe number of
possible compounds etc., i.e. derivatives, variants, mimetics,
homologues, analogues (all of them without any functional lTimitation),
agents of the cAMP signalling pathway and antibodies.

Support within the meaning of Article 6 PCT and/or disclosure within the
meaning of Article 5 PCT is to be found, however, for only a very small
proportion of the compounds, products etc. claimed. In the present case,
the claims so lack support, and the application so lacks disclosure,
that a meaningful search over the whole of the claimed scope is

impossible.

Present claims 1-18, 20, 22-28 relate to an extremely large number of
i11 defined pathologic conditions/diseases circumscribed by a
(patho)physiological mechanism, result to be achieved etc., i.e. T-cell
mediated disease or infection, disorder associated with increased or
decreased T-cell apoptosis, modification of (peripheral) T-cell,
activation/proliferation/apoptosis, modulation of the Notch signalling
pathway, inflammatory diseases, proliferative disorders, viral
infections, infectious or genetic immunodeficiencies, cerebellar
degeneration, myelodysplastic syndromes, ischemic injuries,
toxin-induced diseases, wasting diseases, tumor induced aberrations to
the T-cell system etc. This does not allow any practical application in
the form of a defined, real treatment of a pathological condition

page 2°of 3
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FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210

(disease).

Support within the meaning of Article 6 PCT and/or disclosure within the
meaning of Article 5 PCT is to be found, however, for only a very small
proportion of the diseases claimed. In the present case, the claims so
lack support, and the application so lacks disclosure, that a meaningful
search over the whole of the claimed scope is impossible.

Present claim 21 relates to an extremely large number of possible small
molecules. In fact, the claims contain so many options that a lack of
clarity (and/or conciseness) within the meaning of Article 6 PCT arises
to such an extent as to render a meaningful search of the claims

impossible.

The subject matter of claim 48 relates to the "use of a modulator
identifyable by a method according to any one of claims 29-47 " and,
thus, do(es) not fulfil the requiremetns of Article 6, PCT. No
meaningful search is possible, since it would require a minimum of
structural information: The functional feature "modulators of Hedgehog
signalling" etc. may be an inherent known or unknown feature of any
known and unknown organic or inorganic compound.

1

Consequently, the search has been carried out for those parts of the
claims which appear to be clear, supported and disclosed, namely those
parts relating to the compositions comprising and the use of the
specific molecules disclosed in claims 17 and 18 for treating the
specific, well characterized pathologic conditions/diseases listed in
claims 22-25 as well as the general concept of influencing T-cell
mediated immune responses by modulating the Hedgehog and its target

pathways.

Claims 14-18, 20 and 22-25 were interpreted to refer to any of the
preceding claims, as the use of a claim for treating a disease would

have made no sense.

The s#bject matter of claims 21 and 48 has not been searched (vide
supra).

The applicant's attention is drawn to the fact that claims relating to
inventions in respect of which no international search report has been
established need not be the subject of an international preliminary
examination (Rule 66.1(e) PCT). The applicant is advised that the EPO
policy when acting as an International Preliminary Examining Authority is
normally not to carry out a preliminary examination on matter which has
not been searched. This is the case irrespective of whether or not the
claims are amended following receipt of the search report or during any
Chapter II procedure. If the application proceeds into the regional phase
before the EPO, the applicant is reminded that a search may be carried
out during examination before the EPO (see EPO Guideline C-VI, 8.5),
should the problems which led to the Article 17(2) declaration be

overcome.
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FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210

This International Searching Authority found multiple (groups of)
inventions in this international application, as follows:

1. claims: 1-17, 22-25 (all partially), 18, 20, 21, 26-28, 48

Use of HIP, cyclopamine, Frzb, Cerberus, WIF-1, Xnr-3,
Gremlin, Follistatin, Ptc, Cos2, PKA, antibodies modulating
a Hedgehog signalling pathway or one of its target
signalling pathways for treating pathologic
cgndit}ons/diseases involving T-cells and compositions
thereof.

1.1. claims: 1-17, 22-25 (all partially), 18

Use of HIP, cyclopamine, Frzb, Cerberus, WIF-1, Xnr-3,
Gremlin, Follistatin, Ptc, Cos2, PKA for treating pathologic
conditions/diseases involving T-cells

1.2. claims: 1-17, 22-25 (all partially) 20

Use of antibodies modulating a Hedgehog signalling pathway
or one of its target signalling pathways for treating
pathologic conditions/diseases involving T-cells

1.3. claims: 26-28

Composition for use in the treatment of pathologic
conditions/diseases involving T-cells

2. claims: 1-17, 22-25 (all partially), 19, 26-28

Use of a member of the TGF-beta family, interleukins, an
FLT-3 ligand or a member of the BMP superfamily for treating
pathologic conditions/diseases involving T-cells

3. claims: 29-47, 49-56
Methods for detecting modulators of Hedgehog signalling
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