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(57) Abstract: The subject invention concerns compositions and methods for blocking cancer cell growth or proliferation and/or
inducing cancer cell death. Compositions of the present invention are compounds that inhibit Rho - protein associated kinase func-
tion. Compounds of the invention include piperazinyl pyridines, piperazinylmethyl pyridines, piperazinyl ureas and carbamates,

piperazinyl pyridines and quinoilines (including isoquinliones) as well as piperazinyl (including piperazinylmethyl) pyridines and
quinolines (including isoquinolines). Compounds of the invention disrupt Rho-kinase activation and function and significantly in-
hibit tumor cell growth and induce tumor cell death.
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Box No. Il Observationswher e certain claimswer efound unsear chable (Continuation of item 2 of fir st sheet)

This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

l.D

]

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

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, specificaly:

ClaimsNos.:
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. Ill  Observations whereunity of inventionislacking (Continuation of item 3 of fir st sheet)

This International Searching Authority found multiple inventions in this international application, asfollows:
see exira shest

Asall required additional search fees weretimely paid by Hie applicant, this international search report covers all searchable
claims.

Asall searchable claims could be searched without effortjustifying additional fees, mis Authority did not invite payment of
additional fees.

Asonly some of the required additional search fees weretimely paid by the applicant, this international search report covers
only those claims for which fees were paid, specifically claims Nos.:

No required additional search fees were timely paid by the applicant. Consequently, mis international search report is

restricted to the invention first mentioned in the claims; it is covered by claims Nos.:
1-4 and 19-20 (in part).

~
Remark on Protest |__| Theadditional search feeswere accompanied by the applicant's protest and, where applicable, the
~, Payment of aprotest 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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This application contains the following inventbns 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 1-4 and 19-20 (in part) are drawn to the compounds and the methods of use of compounds represented by the formula
I (as shown in claim 1),

Group Il Claims 5-8 and 19-20 (in part) are drawn to the compounds and the methods of use of compounds represented by the formula
11 (as shown in claim 5),

Group lIl Claims 9-1 1and 19-20 (in part) are drawn to the compounds and the methods of use of compounds represented by the
formula 11l (as shown in claim 9),

Group IV Claims 12 and 18-20 (in part) are drawn to the compounds and the methods of use of compounds represented by the formula
IV (as shown in claim 12) wherein R1 is as specified in claim 12,

Group V Claims 13-14 and 18-20 (in part) are drawn to the compounds and the methods of use of compounds represented by formula
IV and V (as shown in claim 13) wherein R1 is specified by formula V,

Group VI Claims 13-14 and 18-20 (in part) are drawn to the compounds and the methods of use of compounds represented by formula
IV and VI (as shown in claim 13) wherein R1 is specified by formula VI,

Group VIl Claims 15-16 and 18-20 (in part) are drawn to the compounds and the methods of use of compounds represented by formula
IV and VII (as shown in claim 15) wherein R1 Is specified by formula VII, and

Group VIII  Claims 17 and 18-20 (in part) are drawn to the compounds and the methods of use of compounds represented by formula
IV and VIII (as shown in claim 17) wherein R1 is specified by formula VIl

The inventions listed as Groups | - VIII 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

Although all of the compounds of groups I-VIII may share a common activity for inhibiting Rho-associated protein kinase in a target cell,
the compounds of groups I-VIII do not share a common structure which is a significant structural element Because of the variables in

the ring structures and subsbtuents, there is no shared core structural characteristic required for all the instant compounds of groups I-

VIIl and so groups I-VIII lack unity of invention

The inventions listed as Groups I-VIIl 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 feature

In this case the first named invention that will be searched without additional fees is Group | represented by claims 1-4 and 19-20 (in
part)
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