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Box No. I1 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. D . Claims Nos.:

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

2. D Claims 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:

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

3. D Claims Nos.:

Box No. III  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:

This application contains the following inventions or groups of inventions which are not so linked as to from a single general inventive
concept under PCT Rule 13.1. In order for all inventions to be éxamined, the appropriate additional examination fees must be paid.

Group I: claims 1-5, 14, 15 directed to a method of treating insulin resistance in a subject comprising administering to the subject a
. composition that inhibits PASK (claims 1-4 and 15); a method of increasing mitochondrial metabolism a cell, comprising

inhibiting PASK (claim 5); a method of treating diabetes type | in a subject, comprising administering to the subject a
composition that inhibits PASK (claim 14).

Group II: claims 6-9, 11, directed to a method of screening for a test compound that modulates PASK. .

Group llI: claims 10 and 12 directed to a compound identified by the method of claim 6.

Group IV: claims 13, directed to a method of treating cancer in a subject administering to the subject an effective amount of a
composition that inhibits PASK.

> SEE SUPPLEMENTAL BOX TO CONTINUE*"**** ¥ * >

—

|:| As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims. '

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

3. [:' 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. @ 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.:
1-56 and 14-15

Remark on Protest D The additional search fees were accompanied by the applicant’s protest and, where applicable, the
payment of a protest fee. .

[:I The additional search fees were accompanied by the applicant’s protest but the applicable protest
fee was not paid within the time limit specified in the invitation.

D No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (2)) (April 2007)
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SUPPLEMENTAL BOX
Continuation of Box IlI:
This International Searching Authority found multiple inventions in this international application, as follows:

The inventions listed as Groups I-1V do not relate to a single general inventive concept under PCT Rule 13.1 because under PCT Rule
13.2 they lack the same or corresponding technical features for the following reasons: :

As to Groups |, I and IV, the inventions of said groups do not relate to a single general inventive concept under PCT Rule 13.1 because
under PCT Rule 13.2, unity of invention exists only when there is a shared same or corresponding special technical feature is a
contribution over the prior art. '

The common technical feature of said Groups |, H and IV is modulating PASK activity. However, this is not an improvement over the
article entitied "Involvement of Per-Arnt-Sim (PAS) kinase in the stimulation of preproinsulin and pancreatic duodenum homeobox 1
gene expression by glucose” by Xavier et al. (PNAS 01 Jun 2004, 101(22):8319-8324), disclosing that PASK is regulated by glucose,
both posttranscriptionally and at the level of the gene expression, and that PASK activity is required for glucose-stimulated insulin
expression in Min-6 cells. Thus, the shared technical feature cannot function as a novel (special) technical feature to maintain unity of
invention among Groups |, If, and IV. : '

As to Groups Il and IlI, the technical feature of said groups resides in the step of observing the effect of the candidate compounds on
PASK activity in a screening assay. As the nature of the candidate compounds is not disciosed, there is no teaching whether the same
or a corresponding special technical feature is present in any of said candidate compounds. In addition, no manufacturing relationship
exists between the screening method and the claimed compounds. Thus, unity of invention among groups l and Il is lacking. .

Finally, the screening methods of Group Il are not methods of using claimed compounds. In the absence of any teaching as to the
structure required for a compound to act as a modulator of PASK , there is no single general concept that links the method to the
claimed compounds. Thus, Groups I-IV do not relate to a single general inventive concept because they do not share a same or
corresponding special technical feature, and unity of invention is lacking.

Form PCT/ISA/210 (patent family annex) (April 2007)
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