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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:

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 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 |: claims 1-12 and 16-63 directed to a method of controlling hair growth or loss of pigmentation in a subject, comprising
administering an effective amount of an APCDD1 modulating compound, a method of identifying said compound, and a method for
detecting whether a subject may benefit from administration of said compound with regard to hair loss.

- Please see extra sheet for continuation -

l. D 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. D As only some of the required additional search fees were timely paid by the applicant, this intemational search report covers
only those claims for which fees were paid, specifically claims Nos..

4. x 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.:
1-12 and 16-63

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.

D No protest accompanied the payment of additional search fees.
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Continuation of Box llI: Lack of Unity of Invention

Group |I: claims 13-15 and 21-25, directed to a composition for modulating APCDD1 protein expression or activity in a subject,
comprising an siRNA that targets and APCDD1 gene, wherein the sequence of the siRNA is selected from SEQ ID NOs: 112-3776;
limited to SEQ ID NO: 112. (Applicants may elect for additional sequences to be searched by specifying the SEQ ID NO, and paying an
additional invention search fee for each sequence.)

Group lli: claims 64-66, directed to a diagnostic kit for determining whether a sample from a subject exhibits reduced APCDD1
expression or APCDD1 mutation, wherein the kit comprises nucleic acid primers that are capable of priming a polymerase reaction from
APCDD1.

The inventions listed as Groups | - Ill 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 technica! features for the following reasons:

The special technical feature of the Group | claims is a method of controlling hair growth or loss of pigmentation in a subject, comprising
administering an effective amount of an APCDD1 modulating compound, a method of identifying said compound, and a method for
detecting whether a subject may benefit from administration of said compound with regard to hair loss - not required by the claims of
Groups Il or lll. The special technical feature of the Group |l claims is a composition for modulating APCDD1 protein expression or
activity in a subject, comprising an siRNA that targets and APCDD1 gene. The special technical feature of the Group Ill claims is a
diagnostic kit for determining whether a sample from a subject exhibits reduced APCDD1 expression or APCDD1 mutation.

The only common technical element shared by the above groups is that they are related to APCDD1 expression in a subject. Groups |
and |l share a further common technical element of being related to compositions that modulate APCDD1 expression. These common
technical elements do not represent an improvement over the prior art of US 2008/0207549 A1 to Nakamura et al. (see abstract, para
[0011], [0024], [0030], [0063], and SEQ D NO: 7 in comparison to Applicants' SEQ ID NO: 112). Therefore, the inventions of Groups | -
Hl lack unity of invention under PCT Rule 13 because they do not share a same or corresponding special technical teature.
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