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Box No. I  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:

---See supplemental Box----

1. 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 international 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.:
1-5 ‘

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 protést 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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Box IlI

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 I+, claims 1-157, directed to a method to improve the efficacy and/or reduce the side effects of suboptimally administered drug
therapy. Group I+ will be searched to the extent that it reads on indirubin (1st option in claim 1; indirubin, Formula |, see specification,
para [0031]), dose modification (1st option in claim 2) and acute myelogenous leukemia (1st option in claim 5), without fee. It is believed
that claims 1-5 read on this restricted invention. Applicants must 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 will result in only the first claimed invention to be examined. An exemplary election would be indirubin (1st
option in claim 1), dose modification (1st option in claim 2) and chronic myelogenous leukemia (2nd option in claim 5), claims 1-5 and 8
(in part).

Group II+, claim 158-192, directed to a composition to improve the efficacy and/or reduce the side effects of suboptimally administered
drug therapy. An exemplary election would be indirubin, claim 158.

The inventions listed as Group i+ and 11+ do not relate to a single special technical feature 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
Each invention in Group I+ is a unique and distinct method comprising administration of a therapeutically active agent having a unique
isomeric or structural analog, not required by any other invention in the Group I+, : ~

Each invention in Group I+ is a unique and distinct composition comprising administration of a therapeutically active agent having a
unique isomeric or structural analog, not required by any other invention in the Group II+.

The special technical feature of Group I+ is a method comprising identifying at least one factor or parameter associated with the efficacy
and/or occurrence of side effects of the drug therapy, modifying the factor or parameter, not required in Group |l+.

Common Technical Features )

* The inventions of Group I+ share the common feature of (claim 1) a method to improve the efficacy and/or reduce the side effects of
suboptimally- administered drug therapy comprising the steps of identifying at least one factor or parameter associated with the efficacy
and/or occurrence of side effects of the drug therapy; and modifying the factor or parameter to improve the efficacy and/or reduce the
side effects of the drug therapy, wherein the suboptimally administered drug therapy comprises administration of a therapeutically active
agent.

The inventions of Group 11+ share the common feature of (claim 158) a composition to improve the efficacy and/or reduce the side
effects of suboptimally administered drug therapy comprising a therapeutically effective quantity of a modified therapeutic agent
increased therapeutic efficacy or reduced side effects as compared with an unmodified therapeutic agent.

Groups I+-11+ are related to each other as method of using (Group I+) a composition (Group |1+), and share the technical feature of
(claim 158) a composition to improve the efficacy and/or reduce the side effects of suboptimally administered drug therapy comprising a
therapeutically effective quantity of a modified therapeutic agent increased therapeutic efficacy or reduced side effects as compared with
an unmodified therapeutic agent. However, these shared technical features do not unify the inventions, because they do not represent a
contribution over prior art, US 2010/0173954 A1 to Wilhelm et al. (hereinafter ?Wilhelm?).

Wilhelm teaches a method to improve the efficacy of drug therapy (abstract) comprising the steps of: (a) identifying at least one factor or
parameter associated with the efficacy and/or occurrence of side effects of the drug therapy (para [0006]- [0009], "acquired resistance”;
[0018])- acquired resistance to a kinase inhibitor; [0030]- reduce undesirable side effects and/or to alter the pharmacokinetic and
pharmacodynamic properties of the active agent); and (b) modifying the factor or parameter (para [0030}-DAST can be further
modified?.) to improve the efficacy and/or reduce the side effects of the drug therapy (para [0030}- reduce undesirable side effects
and/or to alter the pharmacokinetic and pharmacodynamic properties of the active agent), wherein the suboptimally administered drug
therapy comprises administration of a therapeutically active agent indirubin, an analog of indirubin, or a derivative of indirubin or of an
analog of indirubin (para [0014]}- indirubin-3"-oxime; [0017]-indirubin derivative E804).

Wilhelm further teaches a composition to improve the efficacy and/or reduce the side effects of suboptimally administered drug therapy
(abstract, para [0018]- acquired resistance to a kinase inhibitor; [0030]- -DAST can be further modified? reduce undesirable side effects
and/or to alter the pharmacokinetic and pharmacodynamic properties of the active agent) comprising a therapeutically effective quantity
of a therapeutic agent (para [0006])- administering an effective amount of DAST to a subject having a cancer, wherein said cancer has
acquired resistance to a kinase inhibitor.), wherein the therapeutic agent is a derivative of indirubin or of an‘analog of indirubin (para
[0014]- indirubin-3'-oxime; [0017]-Indirubin Derivative E804).

In addition, US 2007/0161694 A1 (Marchewitz) discloses a method of administering indirubin or its derivatives (abstract), in various
dosage amounts and forms (para [0008]-{0009)).

Therefore, inventions of Groups I+-1l+ lack unity under PCT Rule 13.
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