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Box No. II 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 1-13, 36(in part), 37(in part) and 38, directed to a tinued ipanel/method for determining the molecular profile of a
glioblastoma.

Group H, claims 14-19, 36(in part) and 37(in part), directed to a method of monitoring a subject during or following treatment for
glioblastom/characterizing the efficacy of a therapeutic regimen.

Group |iI, claims 20-27, directed to a method for obtaining an induced tumor propagating cell and the use of said cell in identifying
agents that inhibit glioblastoma survival. ’

--continued on first blank sheet attached hereto-- -

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

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

3. I:l 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
{ﬁsglgg% éo the invention first mentioned in the claims; it is covered by claims Nos.:

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

[:] 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 No Il

Group IV, claims 28-35, 36(in part) and 37(in part), directed to a method for treating a subject diagnosed as having a glioblastomaffor
reducing the survival or proliferation of a subpopulation of tumor propagating cells present in a glioblastoma.

The inventions listed as Groups I-IV 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: .

Special technical features
Group | includes the special technical feature of a method/pane! for determining the molecular profile of a glioblastoma, which is not

required by Groups II-IV.

Group |l includes the special technical feature of a method of monitoring a subject during or following treatment for glioblastoma, which
is not required by Groups |, lll or IV.

Group lll.includes the special technical feature of a method for obtaining an induced tumor propagating cell, the method comprising
recombinantly expressing LSD1, RCOR2, POU3F2, SOX2, SALL2, and/or OLIG2 in a cell, thereby obtaining an induced tumor
propagating cell, which is not required by Groups |, Il or IV.

Group IV includes the special technical feature of a method for treating a subject diagnosed as having a glioblastoma, a method for
reducing the survival or proliferation of a subpopulation of tumor propagating cells present in a glioblastoma, the method comprising
contacting the cells with an agent that inhibits POU3F2, SOX2, SALL2, OLIG2, RCOR2 and/or LSDI, thereby inhibiting the survival or
proliferation of said subpopulation of tumor propagating cells present in a glioblastoma, which is not required by Groups I-lil.

Common technical features :

Groups I-IV share the technical feature of LSD1, RCOR2, POU3F2, SOX2, SALL2, and/or OLIG2 expression in a cell related to tumor
propagation/growth present in a glioblastoma. Groups | and Ii further share the technical feature of a method of measuring the levels of
LSD1, RCOR2, POU3F2, SOX2, SALL2, and/or OLIG2 proteins or a nucleic acid molecule encoding said proteins in a biclogic sample
from a subject relative to the levels in a reference, wherein said levels are related to glioblastoma status. Groups il and IV further share
the technical feature of tumor propagating cells.

However, these shared technical features do not represent a contribution over prior art, because these shared technical features are
anticipated by US 2010/0167939 A1 to Aldape et al., (hereinafter Aldape). ’

Aldape teaches a method for determining the molecular p‘roﬁle of a glioblastoma, the method comprising measuring the levels of OLIG2
protein or a nucleic acid molecule encoding said protein in a biologic sample from a subject (para [0015], [0017]-[0019]), relative to the
levels in a reference (para [0015]), wherein said levels are related to glioblastoma status (para [0015]).

Aldape further teaches tumor propagating cells (para [0149] glioblastoma tumor cells with malignant potential comprise tumor
propagating cells).

Therefore, Groups I-IV lack unity of invention under PCT Rule 13.°

NOTE:
Claim 25 refers to "induced tumor propagating cell of claim 10" which lacks antecedent. For the purpose of this invitation, claim 25 is

interpreted as incorporating 'the induced tumor propogating cell obtained by the method of claim 20.'
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