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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:

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. I___I 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. IIl  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:

Claims 1 and 4 have been analyzed subject to the restriction that the claims read on the formula (1) as described in the Lack of Unity of
Invention (See Extra Sheet). The claims are restricted to a pharmaceutical composition comprising: a compound of formula (1): a
stereoisomer, pharmaceutically acceptable salt, oxide, solvate, or ester thereof wherein ------ is a single bond; Ris H; R1is H; R2is H;
R3isH;R4isH;RSisH; R6 is optional and absent; Xis S; Y is S; and a pharmaceutically acceptable carrier.

<See Extra Sheet>

1. EI As all required additional search fees were timely paxd by the apphcant 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. E] As only some of the required addmonal 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 international search report is
restricted to the invention first mentloned in the claims; it is covered by claims Nos.:

1,4

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

D The additional search fees were accompantied 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)) (July 2009)
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<Continued from Box lll: Observations where unity of invention is lacking>

This application contains the following inventions or groups of inventions which are not so linked as to form a single general inventi\(e
concept under PCT Rule 13.1. In order for all inventions to be examined, the appropriate additional examination fees need to be paid.

Group I+: Claims 1-6 are drawn to a pharmaceutical composition comprising: a compound of formula (1): a sterecisomer,
pharmaceutically acceptable salt, oxide, solvate, or ester thereof.

Group li+: Claims 7-13 are drawn to a pharmaceutical composition comprising: a compound of formula (I1): a stereoisomer,
pharmaceutically acceptable salt, oxide, solvate, or ester thereof.

Group lIi: Claims 14-41 are drawn to pharmaceutical compositions comprising formula (lil), (IV), and (V); and methods of treating cancer
or inhibiting SCF-Skp2 activity comprising administering a compound of formula (1), (I1), (11}, (IV), or (V).

Group IV: Claims 42-47 are drawn to é method of identifying inhibitors of SCF-Skp2 activity.
Group V: Claims 48-52 are drawn to a method of inhibiting SCF-Skp2 activity in a subject.

The first invention of Group I+ is restricted to a pharmaceutical composition comprising: a compound of formula (1): a stereoisomer,
pharmaceutically acceptable salt, oxide, solvate, or ester thereof wherein --—---- is a single bond; R is H; R1is H; R2is H; R3is H; R4 is
H; R5is H; R6 is optional and absent; X is S; Y is S; and a pharmaceutically acceptable carier. It is believed that claims 1 and 4 read on
this first named invention and thus these claims will be searched without fee to the extent that they read on the above embodiment.

The first invention of Group |I+ is restricted to a pharmaceutical composition comprising: a compound of formutla (ll): a stereoisomer,
pharmaceutically acceptable salt, oxide, solvate, or ester thereof wherein Ais C; B is C; G is C; Wis C; L1is (1) absent; L2 is NH; L3 is
(1) absent; L4 is (1) absent; L5 is (1) absent; R9 is H; R10 is H; R11is H; R13is H; R14 is H; R15 is H; R16 is H; R17 is H; R18 is H;
and a pharmaceutically acceptable carrier in an exemplary election.

Applicant is invited to elect additional species of the formulas (1) and (Il} to be searched in a specific combination for each formula by
paying additional fees for each election. An exemplary election would be a pharmaceutical composition comprising: a compound of
formula (1): a stereoisomer, pharmaceutically acceptable salt, oxide, solvate, or ester thereof wherein ------ is a double‘bond; Ris H; R1
is H; R2is H; R3is H; R4 is H; R5 is H; R6 is optional and absent; X is S; Y is S; and a pharmaceutically acceptable carrier. Additional
inventions will be searched upon the payment of additional fees. Applicants must specify the claims that read on any additional elected
inventions. Applicants must further indicate, if applicable, the claims which read on the first named invention if different than what was
indicated above for this group. Failure to clearly identify how any paid additional invention fees are to be applied to the “+" group(s) will
result in only the first claimed invention to be searched/examined.

The inventions listed in Groups |+ through V 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 |+, pharmaceutical compositions comprising a compound of formula (1), are not present in
Groups iI+ through V; the special technical features of Group I+, pharmaceutical compositions comprising a compound of formuta (I1),
are not present in Groups I+ and Ill through V; the special technical features of Group IIl, pharmaceutical compositions comprising
formula (111}, (IV), and-(V); and methods of treating cancer or inhibiting SCF-Skp2 activity, are not present in Groups |+, I+, IV, and V; the
special technical features of Group 1V, methods of identifying inhibitors of SCF-Skp2 activity, are not present in Groups I+ through Hll and
V; and the special technical features of Group V, methods of inhibiting SCF-Skp2 activity in a subject comprising administering the
compound under conditions effective to inhibit SCF-Skp2-mediated p27 degradation activity, are not present in Groups I+ through IV.

The Group |+ compounds of formula (1) do not share a significant structural element, requmng the selection of alternatives for the
compound variables R, R1, R2, R3, R4, R5, R6, X, and Y.

The Group I+ compounds of formula (!1) do not share a significant structural element, requiring the selection of alternatives for the
compound variables A, B, G, W, L1, L2, L3, L4, L5, R9-R13, and R14-R18. .

The Groups I+ through Ill share the technical features of pharmaceutical compositions comprising compounds of formula (1) or formula
(1), a sterecisomer, pharmaceutically acceptable salt, oxide, solvate, or ester thereof; and a pharmaceutically acceptable carrier.
However, these shared technical features do not represent a contribution over the pnor art.

Specmcally, US 2011/0269954 A1 to Cho et al. teach a pharmaceutical composmon comprising: a compound of formula (I):a
stereoisomer, pharmaceutically acceptable salt, oxide, solvate, or ester thereof wherein ----- is a single or double bond; Ris H; R1is H;
R2is H; R3 is OR8; R4 is H; R5 is H; R8is C1 alkyl; Xis O; Y is S (see Paras. [0277]-{0278], Derivative 40 having the following formula
was prepared as follows...Derivative 40 having the above formula, 5-(4-methoxybenzylidene)thiazolidine-2,4-dione), and a )
pharmaceutically acceptable carrier (see Para. [0074), pharmaceutical composition containing the derivative having formula (I) according
to the present invention as an active ingredient may be manufactured by mixing the derivative with a pharmaceutically acceptable
carrier).

Additionally, WO 2004/006906 A2 to Lee et al. teach a pharmaceutical composition comprising: a compound of formula M):a
stereoisomer, pharmaceutically acceptable salt, oxide, solvate, or ester thereof wherein A is C; Bis C; G is C; Wis C; L1 is (1) absent;
L2 is NH; L3 is (1) absent; L4 is (1) absent; L5 is (1) absent; R9 is H; R10 is H; R11 is OC(O)R23; R12is OR23; R13is H; R14 is
COOR23; R15is H; R16 is H; R17 is halogen; R18 is H; R23 is H or C1-6 alkyl (see Pg. 175, Table 4-continued, Compound No. 10}
and a pharmaceutically acceptable carrier {(see Pg. 97 Right Col., 5. Pharmaceutical Compositions; Para. [1353], The sirtuin-modulating
compounds described herein may be formulated in a conventional manner using one or more physiologically acceptable carriers).

<Continued in next Extra Sheet>

Form PCT/ISA/210 (extra sheet) (July 2009)
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The Groups Il through V share the technical features of methods of inhibiting SCF-Skp2 activity in a subject comprising selecting a
subject in need of inhibiting Skp2-mediated p27 degradation; providing a compound which binds to and/or fits in a p27-binding interface
of a Skp2-Cks 1 complex; and admlnlstenng the compound to the selected subject under conditions effective to inhibit SCF-Skp2- .
mediated p27 degradation activity in the subject. However, these shared technical features do not represent a contnbutlon over the prior -
art.

Specifically, US 2009/0054312 A1 to Wolf et al. teach a method of inhibiting SCF-Skp2 activity in a subject comprising selecting a
subject in need of inhibiting Skp2-mediated p27 degradation (see Para. [0004], deployed a screening assay to identify SMIPs, synthetic
small molecules able to interfere with the depletion of the tumor suppressor p27 from human cancer cells); providing a compound which
binds to andfor fits in a p27-binding interface of a Skp2-Cks 1 complex (see Para. [0004], ...screened 7368 chemical compounds from a
variety of different libraries and identified 60 that show strong and reproducible SMIP activity. These compounds are useful for treating
cancers and other proliferative diseases displaying p27 depletion; Para. [0159], SCFSKP2. Biochemical studies identified SKP2 as a
subunit of a ubiquitin ligase complex, SCFSKP2, that mediates p27 degradation at the beginning of the S phase...and consists of five
proteins: ... CKS1, and SKP2. SKP2 contains a so-called F-box which mediates binding to SKP1, and C-terminal leucine-rich repeats
that recognize p27 in complex...); and administering the compound to the selected subject under conditions effective to inhibit
SCF-Skp2- mediated p27 degradation activity in the subject (see Para. [0028], methods are provided for treating a cancer in a patient in
need of such treatment comprising administering to the patlent an effective amount of a composition comprising any of the
aforementioned compounds).

Since none of the special technical features of the Groups I+ through V inventions are found in more than one of the inventions, unity is
lacking.

<End Box Ill: Observations where unity of invention is lacking>
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