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Continuation of Box II.1

Although claims 1-11, 18-20, 24-29 are directed to a method of treatment
of the human/animal body, the search has been carried out and based on
the alleged effects of the compound/composition.

Continuation of Box II.1

Claims Nos.: -

claims 37-39 and 45-47 relate to subject-matters considered by this
Authority to be covered by the provision of Rule 67.1(iv) PCT. They are
considered to be diagnostic methods practised on the human/animal body
as GLP-1 secretagogues are intended to be administered to a mammal and
the resulting increase of GLP-1 level in blood is intended to be
measured. Hence, it is clear that these Tatter methods would be
performed by skilled medical practitioners. It is also apparent that
these methods may be directed to the diagnosis of medical conditions.
Thus, it is considered that claims 37-39 and 45-47 include diagnostic
methods practised on the human/animal body. Consequently, no
pretiminary examination will be formulated for the subject-matters of
these claims (Article 34(4) (a) (I) PCT).

Continuation of Box II.2

Invention 1: Claims 1-34 have been searched incompletely due to a lack
of support and disclosure in the sense of Article 6/5 PCT rending
impossible a meaningful search over their whole scope for the following
reasons :

1. The present claims encompass compositions of compounds defined only
by their desired function (namely "GPR119 agonist", "DPP-IV inhibitor")
contrary to the requirements of clarity of Art. 6 PCT, because the
result-to-be-achieved type of definition does not allow the scope of the
claim to be ascertained. In addition, dosage to be administered are
defined by a desiderata, "amounts sufficient..” "..to Tower a blood
glucose Tevel" or "..to increase a blood GLP-1 Tevel" and are therefore
not clearly defined (Art.6 PCT). Considering the examples of present
application, which involve compositions containing either AR231453 and
AR247810 or AR244061 as GPR119 agonist with one DPP-IV inhibitor among
MK-0431, LAF237 and FE107542 and their use in the treatment of type II
diabetes, the subject-matter of claims 1-34 lacks support and the scope
of said claims might be broader than justifyed (Art. 6 PCT).

2. Additionally, none of the following denominations "AR231453",
"AR247810", "AR244061" and "FE107542" has a generally acknowledged
meaning. A skilled person would not be able to determine which
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compositions are provided to illustrate and support the subject-matter
of present application. He would not even be able to determine which
class of GPR 119 agonist and which class of DPP-IV inhibitor are used in
compositions providing the reported effect. Because said effect is only
reported for four specific compositions (examples 1-3, 14) it is not
plausible that all possible combinations intended to be protected
involve the same effect. Therefore, the application is considered to
lack disclosure (Article 5 PCT). AR231453 and AR244060 being not
defined, no meaningful search of the specific examples can be done.

3. A skilled man would not be able to determine which combinations lead
to compositions entitled to protection by considering the infinite
number of possible compounds intended to be used and defined in pages
109-112, 29-106 and 116-126, table B. Considering the lack of support
and disclosure (Article 6/5 PCT), a meaningful search over the whole
scope of the claims is impossible. The search of claims 1-34 was
restricted to the claimed compositions which appear to be clear and
supported, namely to compositions involving a compound already known as
GPR 119 or RUP3 inhibitor and a DPP-IV inhibitor being preferably
LAF237, MK-0431, BMS-477118, PSN-9301 and SYR-322 as supported by pages
1 and 2 of the description.

In addition, the first composition among the 11718 possibilities
implied by the 1ist of table B has been searched, namely a composition
comprising [6
-(4-benzenesulfonyl-piperidin-1-y1)-5-nitro-pyrimidin-4-y1]-(4-methanesulf
onyl-pheny1)-amine and valine-pyrrolidide and its use in the treatment
of type 2 diabetes.

Because of the huge panel of GPR 119 agonists and DPP-IV inhibitors, an
objection to lack of unity (Rule 13.1 PCT) could theoretically arise
against claims 1-34 because there is no novel or/and inventive feature
that could Tink the single inventions encompassed by said claims so as
to form a general inventive concept. However, in this case, given the
non limitative nature of both GPR 119 agonists and DPP-IV inhibitors, a
meaningful non-unity objection could not be raised.

Invention 2: Claims 35-47 have been searched incompletely due to a lack
of support and disclosure in the sense of Articie 6 and 5 PCT, thus
rending impossible a meaningful search over their whole scope.

The use of the expression "treating or preventing a condition
ameliorated by increasing a blood GLP-1 level" (claims 35-37, 43-45)
does not provide a clear list of diseases for which said
screening/diagnostic methods are intended to be used. The augmentation
of a biological factor in response to the occupation of a receptor
cannot be considered itself as a therapeutic application, even if
representing an important piece of scientific knowledge. Such a
discovery still needs to find a practical application in the form of a
diagnostic method Tinked to a defined, real pathology or condition.
Therefore, the subject-matter of said claims lacks clarity in the sense
of Article 6 PCT.

The subject-matter of said claims are considered to Tack disclosure in
the sense of Article 5 PCT as all the examples of present application
solely refer to Type 2 diabetes as disease. The non-compliance with the
substantive provisions is to such an extent, that the search was
performed taking into consideration the non-compliance in determining
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the extent of the search of claims 35-47 (PCT Guidelines 9.19 and 9.23).
The search has been Timited to screening methods to identify agents
enabling the secretion of GLP-1 and/or the treatment of conditions such
as diabetes and conditions listed in claims 8 and 10 and in page 18,
Tines 20-24.

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 Ted to the Article 17(2) declaration be
overcome.
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Box Il Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This International Search Report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

1. Claims Nos.: -

because they relate to subject matter not required to be searched by this Authority, namely:

Although claims 1-11, 18-20, 24-29 are directed to a method of treatment of
the human/animal body, the search has been carried out and based on the
alleged effects of the compound/composition.

V
2. [X] craims Nos.
because they relate to parts of the international Application that do not comply with the prescribed requirements to such
an extent that no meaningful International Search can be carried out, specifically:

see FURTHER INFORMATION sheet PCT/ISA/210

3. D Claims Nos.:
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box lil Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:

see additional sheet

-t

. m As all required additional search fees were timely paid by the applicant, this Interational Search Report covers all
searchable claims.

2. D As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment
of any additional fee.

3. D As only some of the required additional search fees were timely paid by the applicant, this International Search Report
covers only those claims for which fees were paid, specifically claims Nos.:

4, D No required additional search fees were timely paid by the applicant. Consequently, this International Search Report is
restricted to the invention first mentioned in the claims; it is covered by claims Nos.:

Remark on Protest D The additional search fees were accompanied by the applicant’s protest.

No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (2)) (January 2004)
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This International Searching Authority found multiple (groups of)
inventions in this international application, as follows:

1. claims: 1-34

a composition comprising a GPR 119 agonist and a DPP IV
inhibitor and use thereof in therapy

2. claims: 35-47

A method for identifying GLP-1 secretagogues or compounds
useful for treating/preventing a condition ameliorated by
increasing a blood GLP-1 level
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