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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:

1. D Claims Nos.:

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

2 I:I Claims Nos.:
because they relats 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 drafied in accordance with the second and third sentences of Rule 6.4(a).

Box No. 131 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:

-***.Plgase Sea Supplemental Page-"**-

l. 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 additiona) fees, this Autherity 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. ﬁ No required additional search fees were timely paid by the applicant. Consequently, this international search report is
restricled (o the invention first mentioned in the claims; it is covered by claims Nos.:

Groups I+, Claims 1-16; APX3330 (APE1/Ref-1 inhibiter), platinum drugs (additional therapsutic)

Remark on Protest El The additional search fees were accompanied by the applicant’s protest and, where applicable, the
D payment of o protest fee.

The additional search fees wers 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.

Form PCT/ISA/210 (continuation of first sheet {2)) (January 2015)
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-***.Continuation of Box MNo. IIf - Observations where unity of invantion is lacking:

This application contains the following inventions or groups of inventions which are not so linked as to form a single general inventive
concapt undar PCT Rule 13.1. In order for &l Inventions to be examined, the appropriate additional examination feas must be paid.

Groups I+, Claims 1-16, APX3330 (APE1/Ref-1 inhibitor), platinum drugs (additional therapeutic) ara directad toward methods
comprising administeting to a subject an effective amount of an apurinic/apyrimidinlc andonuclease 1 redox lactor 1 (APE1/Rel-1)
inhibitor.

The methods will be searched io the extent they encompass APX3330 (first exemplary APE1/Ref-1 inhlbitor}, and platinum drugs {first
exemplary additicnal therapeutic). Applicant is invited to elect additional APE 1/Ref-1 inhibitor{s}, and/cr additional tharapautic(s) to be
searched, Additional APE1/Ref-1 Inhibiter(s), and/or additional therapeutic{s) will be searched upon the payment of additional faes. It is
believed that claims 1, 2 (in-pant), 3, 4, 5 {in-part), 6, 7 {In-part), B, 9, 10 {in-part), 11, 12, 13 (In-part), 14, 15, 16 (In-part) ancompass this
first namad Invention and thus these claims will be searched without faa to the extent that they ancompass APX3330 (APE 1/Ref-1
inhibitor), and platinum drugs {additional therapeutic). Fallure to clearly identify how any paid additional invention fees ara to ba applied
to the "+ group(s) will result In only the first claimed i ion ta ba h inad. An gxemplary election would be an APE1/Ref-1
inhibitor encompassing APX2009 (APE1/Ref-1 inhibiter),

Groups II+, Claims 17, 18 and APX3330 {APE1/Ref-1 inhlbltor) are directed toward a method of treating chematherapy-induced
peripheral neuropathy (GIPN).

The method can be searched to the extent it encompasses APX3330 {first exemplary APE1/Raef-1 inhibitor). Applicant Is Invited to elect
additional APE 1/Ref-1 inhlbitor(s) to be searched. Additional APE1/Rel-1 inhibitor{s) can be searched upon the payment of additonal
fees. Itis beligvad that claims 17 and 18 (in-part) encompass this first named inventlon of Groups |1+ and thus these clalms can be
searched with payment of a fee for the search of Groups I1+, o the extent that they encompass APX3330 (APE1/Ref-1 inhibitor), Failure
to clearly idantify how any pald addltional Invention fees ara to be applied to the "+ group(s) can rasult In only the first claimed invention
af groups |+ to be searched/axamined. An exemplary election would be an APE1/Ref-1 inhibitor ancompassing APX2008 (APE1/Ref-1
inhibitor).

The inventions lisied as Groups I+ and |i+ do not relate to a single ganeral inventive concept under PCT Rule 13.1 because, undar PCT
Rule 13.2, they lack tha same or corrasponding speclal tachnical featuras for the following reasons: thae special tachnical features of
Groups |+ include treating inflammation and chronic pain, not present in Groups |1+; the special technical features of Groups |1+ include
treating chamotherapy-induced peripheral neuropathy, not present in Groups I+,

Groups |+ and ||+ share the technical features including: a method of treating a subject, comprising administering to the subject an
effective amount of an apurinic/apyrimidinic endonuclease 1 redox factor 1 (APE1/Ref-1) inhibitor, pharmnaceutically acceptable salts or
pharmaceutically acceptable solvates thereof, which selectively Inhiblts the amino terminal portion of APE1.

However, these shared technical faatures are previously disclosed by US 2014/0126398 A1 to Kellay st al. thareinafter "Kellay'398").

Kalley'398 discloses a method of treating a subject, comprising administaring to the subject an effactive amount of an
apurinic/apyrimidinic andenuclease 1 radox factor 1 (APE 1/Ref-1) inhibitor (a method of treating a subject, comprising administaring to
the subject an effective amount of an apurinic/apyrimidinic endonucleasa 1 redox factor 1 (APE1/Raf-1) inhibiter; paragraphs [0008],
(00081, [0023), [0025]) which selectively inhibits the amino terminal partion of APE1 {wherein the compound is APX3330 {which
setoctively inhibits the amino terminal portion of APE1); paragraph [0023], wherein, based on paragraphs [0009], [0010] and Claim 2 of
the instant application, since the compound disclosed by Kellay Is the same compound claimed by Applicants, it possesses all of the
qualities of said compound, including inhihiting the amine {erminal portion of APE1).

No tachnical features ara sharad between tha APE1/Ref-1 inhibitors andfor additional therapeutics of Greups I+ and, accordingly, these
groups lack unity a priori.

Additionalky, even if Groups |+ were considerad to share the technical features including: a method of reducing neuronal sensitivity,
enhancing neurenal DMA repair function, and treating inflammation and chronic pain in a subjest in need thergof, the methed comprising
administering to tha subject an effectiva amount of an apurinic/apyrimidinic endonuclease 1 redox factor 1 {APE1/Raf-1) inhibitor,
pharmacautically acceptable salts or pharmacautically acceptable solvates thereof, which selactively inhlblts the amino taminal portion
of APE1; these shared tachnieal features are provigusly disclosed by Kelloy'298 in view of the article 'Challenges and oppertunities
Idantifying therapeutic agents for chemotharapy-Induced paripheral neuropathy resulting from oxidative DNA damage’ by Kelley, et al,
(harainafter "Kallay17").
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Kelley'398 disclosas a method of enhancing neuronal DNA repair function (a method of enhancing neuronal DNA repair function;
paragraphs [0007], [DQ25]) in a subject In need thereof (to an animal with an injury or defact {in a subject in need thereof); paragraphs
[0025], [0131]) the method comprising administering to the subject an effective amount of an apurinic/apyrimidinic endonuclease 1 redex
factor 1 (APE1/Ref-1) inhibitor (administering to the subject an effactive amount of APX3330 {an apurinic/apyrimidinic endonuclease 1
radox factor 1 (APE1/Ref-1} inhibitor); paragraphs [0008], [0009], [0023], [0025]}, which selectively inhibits the amino terminal portion of
APE1 {whergin the compound is APX3330 (which selectively inhibits the amino terminal portion of APE 1); paragraph [0023), wherein,
based on paragraphs [0008], [0010] and Claim 2 of the instant application, since the compound disclosed by Kelley is the sama
oorEpound daimed by Applicants, it possesses all of the qualities of said compound, including inhibiting the aming terminal portion of
APE1).

Kelley'398 doos not disclose a mathed of reducing neuronal sensitivity and treating inflammatien and chronic pain.

Kaelley"17 discloses wherein chemotherapy-induced peripheral neuropathy results in increased sensations of burning pain and
hypersensitivity to touch {chemotherapy-induced peripheral neurcpathy results in increased sensations of buming pain and
hypersensitivity to touch; page 2, secend paragraph); and wherein APX3330 inhibits redox signaling and enhancas DNA repair in
sansory neurens, and provides neuroprotection against the deleterious effects of anticancar treatmant (wherein APX3330 Inhibits redox
signaling and enhances DNA repair in sensory neurons, and provides neuroprotection against the deleterious sffects of anticancer
treatment; page 3, third paragraph - fourth paragraph).

It would have been obvious to a person of ordinary skill in the art at the time of the invention was mexds k have modifisd the disclosure
of Kelley'398 to have included wherein the administration of APX3330 to a subject reduces neurcnal sensitivity and treats inflammation
and chronic pain, based on the disclosure of Kelley'17, In order to demonstrate the effectivensss of the compound at ameliorating a
plurality of effects of chemotherapy-induced peripheral neurogathy and its assoclated symptoms.

No technical features are shoared botween the APE1/Ref-1 inhibitors of Groups 1+ and, accordingly, these groups lack unity a priori.

Additionally, even if Groups ||+ were considered to share the technical features including: @ method of treating chemotherapy-induced
peripheral neuropathy (CIPN) in a subject in need thereof, the method comprising administering te the subject an aflective ameunt of an
apurinic/apyrimidinic endonuclease 1 redox factor 1 (APE 1/Ref-1} inhibitor, pharmaceutically acceptable salts or pharmaceutically
acceptable solvates thereof, which selectively inhibits the amino tamminal portion of APE1; these shared technical features are praviously
disclosed by Kelley't7, as above.

Kelley'17 digcloses @ mathod of treating chamotherapy-induced peripheral neuropathy (CIPN} in a subject in need thereof (a method of
treating chemotherapy-induced peripheral neuropathy (CIPN) in a subject having CIPN and symptoms thereof {in nead thereof); page 2.
sacond paragraph; page 3, third paragraph - fourth paragraph) the method comprising administering to the subject an effective amount
of an apurinic/apyrimidinic endonuctease 1 redox factor 4 {APE1/Ref-1} inhibitor (the method comprising administering to the subject an
affective amount of APX3330 (an apurinicfapyrimidinic endenuclease 1 redox factor 1 {APE1/Ref-1) inhibitor); page 3, third paragraph -
fourth paragraph), which selactively inhibits the amino terminal portion of APE1 (wherain the compound is APX3330 (which selactivaly
inhibits the aming ferminal portion of APE1); page 3, fourth paragraph, wherein, based on paragraphs [0005]), [0010] and Claim 2 of the
instant application, since the compound disclosed by Kelley is the same compound claimed by Applicants, it possesses all of the
qualities of said compound, including inhibiting the amino terminal portion of APE1).

Sinca none of the special tachnical features of the Groups |+ and I inventions is found in more than one of the inventions, and since all
of the shared technical features ara previously disclosed by the Kelley'398 and Kalley'17 refarences, unity of invention is lacking.
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