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(57) Abstract: Provided are compounds, compositions and methods for improving resistance to skeletal muscle fatigue comprising
administering an effective amount of a skeletal muscle troponin activator. Also provided are methods for improving resistance to fa-
tigue, improving physical endurance, or reducing exercise intolerance in a subject suffering from a condition associated with muscle
fatigue or weakness, such as heart failure.
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Box No. 11 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. L__I Claims Nos.:

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

2. I:] 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:

<
3. Claims Nos.: 6, 22-27
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

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 form a single general inventive
concept under PCT Rule 13.1. In order for all inventions to be examined, the appropriate additional examination fees must be paid.

Group I: Claims 1-4, 5/1-4, 7/1-3, 8-17, 18/14-17, 19/18/14-17, 20/19/18/14-17 and 21/18/14-17 are directed to improving skeletal muscle
fatigue.

Group |I: Claims 28-34 are directed to determining the efficacy of a skeletal muscle troponin activator.

-***.Continued Within the Next Extra Sheet Below-*""-

A
1. }A As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims.

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

O

3. D As only some of the required additional search fees were timely paid by the applicahl, 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 and, where applicable, the
payment of a protest fee.

D 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.

I:] No protest accompanied the payment of additional search fees.
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-+**_Continued From Box Ill: Observations where unity of invention is lacking-***-

The inventions listed as Groups I-Il 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 special technical features for the following reasons: the special technical features of Group |
include treating exercise intolerance, improving physical endurance performance, increasing the function, activity, efficiency, sensitivity
to calcium of a patient suffering from heart failure, which are not present in Group II; and the special technical features of Group IlI
include determining the efficacy of a skeletal muscle troponin activator in a subject, comprising; instructing the subject to perform heel
raises at regular intervals; and measuring one or more parameters selected from time to claudication onset, number of heel raises to
claudication onset, work to claudication onset, time to maximal claudication fatigue, number of heel raises to maximal claudication
fatigue, and work to maximal claudication fatigue, wherein an increase in one or more of the parameters indicates an improvement in
resistance to skeletal muscle fatigue in the subject, which are not present in Group 1.

The common technical features of Groups I-Il are improving resistance to skeletal muscle fatigue; and administering to the subject a
therapeutically effective amount of a skeletal muscle troponin activator.

These common technical features are disclosed by US 2009/0029345 A1 to Russell, et al. (hereinafter ‘Russell’). Russell discloses
improving resistance to skeletal muscle fatigue (methods for increasing time to skeletal muscle fatigue and enhancing skeletal muscle
efficiency; paragraph [0075), [0077]); and.administering to the subject a therapeutically effective amount of a skeletal muscle troponin
activator (administered to a human or non-human patient, a therapeutically effective amount sufficient to treat a disease responsive to
activation of skeletal muscle, including administering to said patient an effective amount of a compound that selectively binds the
troponin complex of fast skeletal muscle fiber or sarcomere (skeletal muscle troponin activator); abstract; paragraph [0039], [0075]).

Since the common technical features are previously disclosed by the Russe!l, these common features are not special, and thus Groups |
and Il lack unity.
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