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Box No. 1l Observations where certain claims were found unsearchable (Continuation of item 2 of first shee)

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. l:l 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 meaningfid intemational search can be carried out, specifically:

3 & Claims Nos.: 57.72-81
because they are dependent claims and are not drafled in accordance with the second and third sentences of Rule 6.4(a).

Box No. [II  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 singla general Inventive
concept under PCT Rule 13.1.

Group |: claims 1-14, drawn to a methed for increasing pS3 activity in a cell, the method comprising:

obtaining a cell that encodes or axpreases p53 (a.g., functional p53);

detarmining whather HDMX is exprassad in the csll; and

if HDMX is expressed, contacting the call with 8 HDMX modulating agent, thereby incraasing p53 activity in the call.

Group II: claims 15-50, 55-56, 58-68, drawn to a method for increasing p53 activity in a call by obtaining a cell in which p&3 activity is
not substanfially increased upon freatment with a HDM2 modulating agent {e.g.. Nutlin-3); and contacting the call with a HDMX
modulating agent, thereby increasing pS3 activity in the cell.

See Supplemental Sheet to continue

1. I:I 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 eould 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 international search report covers
only those claims for which fees were paid, specifically claims Nos.:

4. E No required additional search fees were timely paid by the applicant. Consequently, this intermational search report is
1r=152'icted to the invention first mentioned in the claims; it is covered by claims Nos.:

Remark on Protest I:] 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 invitalion.
D No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (2)) (uly 2009)
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Supplemental Sheet
In Continuation of Box Ill. Observaions whare unity of invention is lacking:
Groug |Il; claims 51-54, drawn to an isolated protein complex consisting of pS3 and HDMX.

Group [V: claims 63-71, drawn to an intemnally cross-linked polypeptide comprising at least six contiguous amino acids of the amino acid
saquence SECQ D NO: 22,

The inventions listed as Groups |-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 comesponding spacial technical features for the following reascns:

The inventions of Groups I-Hl do not include the inventive concept of an internally cross-liinked polypeptide comprising at least six
contiguous amino acids of the amino acid sequence SEQ ID NO: 22, as required by Group V.

Tha inventions of Greups -1l do not include the inventive concept of an isolated protein complex consisting of p53 ard HDMX, as
raquired by Group iil.

The inventions of Group | do not incuda the invantive concept of a method for increasing p53 activity In a cell by obtaining a cell in which
p53 activity is not substantially increased upon treatment with a HDM2 modulating agent {e.g., Nutiin-3); and contacting the cefl with a
HDOMX modulating agent, theraby increasing p53 activity in the call, as required by Group |I.

In addition, a mathod of claim 1 does not represant a contribution aver prior art as being anticipated by an article titled "Identification and
characterization of the first small molecule inhibitor of MDMX" by Reed, et al. {J Blol Chem, April 2010, 285(14):10786-98) (herainafter
“Reead") that disclosas a method forincreasing pS3 activity in a cell, the method comprising:

obtaining a cell that encodes or expresses p53 {e.g., functional p53) (Abstract, "jo]ne commaon mechanlsm for inactivation of the p53
pathway in turnors that exprass wikl-type p53 is increased exprassion of MDM2 or MDMX.MDM2andMDMXbind p53 and inhibit its
function by distinct nonredundant mechanisms");

datermining whether HOMX is expressad in the cell (pg 10787, col 2, "From these curves, the ECEO for p53 peptide-MDMX was 0.36
mkM and that for p53 peptide-MDM2 was 0.23mkM (Fig. 1B)"; Fig 18); and

IFHDMX Is expressed, contacting the cell with a HDMX modulating agent, thereby increasing p53 activity in tha cell {Abstract, MDMX
inhibitar SJ-172550, *This compound binds reversibly toMDMXand affectively kills retinoblastoma cells in which the expression of MDOMX
is amplified. ... This lead compound is a useful chemical scatfold for further optimization of MDMX inhibitors that may eventually be used
to treat padiatric cancers and various adult tumors thal overexpress MDMX or have similar genetic lesions. When combinad with
sslective MDM2 inhlbltors, SJ-172550 may also be useful for treating tumaors that express wild-type p53" {(Abstract), wherein MDMX is a
synonym for HDMX, as evidenced by an IHOP entry titled "MDM2 Mdm2 p53 binding protein homolog (mouse)" [Retrieved from the
Internat 20 April 2012: <http:/fwww.ihop-nat.org/UniPub/iHOP/gs/20034 htmi=].

Groups |-V therefora lack unity under PCT Rule 13 bacausa they do not share a same or comesponding special technical featurs.

Form PCT/ISA/210 {extra sheet) {Tuly 2009)
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