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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 w1th 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 Extra Sheet

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 Authonty 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 mtematlonal search report covers
only those claims for which fees were paid, specifically claims Nos.:

4, 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.:
1,6,9

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 protest but the apphcab]e 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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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 need to be paid.

Group I+: Claims 1-9 and 30 are drawn to methods for treating a subject suffering from a TDP-43 proteinopathy, comprising
administering to the subject a therapeutically effective amount of a JNK or a MAPK inhibitor of Formula (1).

Group ll: Claims 10-20 are drawn to methods for identifying an agent that modulates TDP-43 aggregation, and human cell lines for use
thereof. ; '

Group ll1+: Claims 21-23 are drawn to methods for treating a subject suffering from a TDP-43 proteinopathy, comprising administering a
therapeutically effective amount of a compound having the structure of Formula (XIV). )

Group IV+: Claims 24-26 are drawn to methods for treating a subject suffering from a TDP-43 proteinopathy, comprising administering a
therapeutically effective amount of a compound having the structure of Formula (XV).

Group V+: Claims 27-29 are drawn to methods for treating a subject suffering from a TDP-43 proteinopathy, comprising administering a
therapeutically effective amount of a compound having the structure of Formula (XVI). :

The first invention of Group |+ is restricted to a method for treating a subject suffering from a TDP-43 proteinopathy, comprising
administering to the subject a therapeutically effective amount of a JNK inhibitor, wherein the inhibitor is a compound having the
structure of Formula (I) or a pharmaceutically acceptable salt or solvate thereof, wherein R1 is hydrogen; R2 is hydrogen; each R3 is
hydrogen; each Zis C; ais C; bis C, cis C; nis zero; and d is O. Itis believed that claims 1, 6, and 9 read on this first invention and
thus these claims would be searched to the extent that they read on a compound of Formula (1): or a pharmaceutically acceptable salt or
solvate thereof, wherein: R1 is hydrogen; R2 is hydrogen; each R3 is hydrogen; each Zis C; ais C; bis C, cis C; nis zero; and d is O.
Applicant is invited to elect additional compound(s), for each additional method to be searched in a specific combination by paying an
additional fee for each set of election. :

The first invention of Group llI+ is restricted to a method for treating a subject suffering from a TDP-43 proteinopathy, comprising
administering to the subject a therapeutically effective amount of a compound having the structure of Formula (XIV): or a
pharmaceutically acceptable salt or solvate thereof. An exemplary election would be a method for treating a subject suffering from a
TDP-43 proteinopathy, comprising administering to the subject a therapeutically effective amount of a compound having the structure of
Formula (XIV): or a pharmaceutically acceptable salt or solvate thereof, wherein: R is the first shown ring group; R1 is a sugar species;
R2 is independently OH; and W is O. It is believed that claims 21 and 22 read on this exemplary election and thus these claims would be
searched to the extent that they read on a compound of Formula (XIV). ’

The first invention of Group IV+ is restricted to a method for treating a subject suffering from a TDP-43 proteinopathy, comprising
administering to the subject a therapeutically effective amount of a compound having the structure of Formula (XV): or a
pharmaceutically acceptable salt or solvate thereof. An exemplary election would be a method for treating a subject suffering from a’
TDP-43 proteinopathy, comprising administering to the subject a therapeutically effective amount of a compound having the structure of
Formula.(XV): or a pharmaceutically acceptable salt or solvate thereof, wherein: R1 is hydrogen; R2 is hydrogen; L is not present; X is
0; and Y is OH. It is believed that claim 24 reads on this first named invention and thus this claim would be searched to the extent that.it
reads on a compound of Formula (XV). ) :

The first invention of Group V+ is restricted to a method for treating a subject suffering from a TDP-43 proteinopathy, comprising
administering to the subject a therapeutically effective amount of a compound having the structure of Formula (XVi): or a
‘pharmaceutically acceptable salt or solvate thereof. An exemplary election would be a method for treating a subject suffering from a
TDP-43 proteinopathy, comprising administering to the subject a therapeutically effective amount of a compound having the structure of
Formula (XVI): or a pharmaceutically acceptable salt or solvate thereof, wherein: R2 is hydrogen; R3 is hydrogen; R4 is hydrogen; and
W is O. ltis believed that claims 27 and 28 read on this exemplary election and thus these claims will be searched without fee to the
extent that they read on a compound of Formula (XVI).

Applicant is invited to elect additional species of Formulas |, XIV, XV, and XVI to be searched in a specific combination for each formula
by paying additional fees for each election. An exemplary election would be a method for treating a subject suffering from a TDP-43
proteinopathy, comprising administering to the subject a therapeutically effective amount of a compound having the structure of Formula
(): or a pharmaceutically acceptable salt or solvate thereof, wherein R1 is alkyl; R2 is hydrogen; each R3 is hydrogen; eachZisC;ais
C:bis C, cis C; nis zero; and d is O. 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 bé searched/examined.

<Continued in next Extra Sheet>

Form PCT/ISA/210 (extra sheet) (July 2009)
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The inventions listed in Groups | through VI+ 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 |, methods of treatment comprising administering specific inhibitors and/or antagonist, are not
present in Groups |I+ through V+; the special technical features of Group Il, methods for identifying an agent that modulates TDP-43
aggregation, are not present in Groups | and [ll+ through V+; the special technical features of Group II1+, methods of treatment
comprising administering a compound of Formula (X1V), are not present in Groups |, Il, IV+, and VI+; the special technical features of
Group |V+, methods of treatment comprising administering a compound of Formula (XV), are not present in Groups | through lli+ and V
+; and the special technical features of Group V+, a method of treatment comprising administering a compound of Formula (XVI), are not
present in Groups | through [V+.

The Group I+ compounds of Formula (1) do not share a éigniﬁcant structural element that is responsible for the represented effect of
treating TDP-43 proteinopathy requiring the selection of alternatives for the compound variables R1, R2, R3, Z, a-b, and n.

The Group Il1+ compounds of Formula (XIV) do not share a significant structural element that is responsible for the represented effect of
treating TDP-43 proteinopathy requiring the selection of alternatives for the compound vaﬂables R, R1, R2,and W.

The Group IV+ compounds of Formula (XV) do not share a significant structural element that is responsible for the represented effect of
treating TDP-43 proteinopathy requiring the selection of alternatives for the compound variables R1, R2, L, X,and Y.

The Group V+ compounds of Formula (XVI) do not share a significant structural element that is responsif)le for the represented effect of
treating TDP-43 proteinopathy requiring the selection of alternatives for the compound variables R2, R3, R4, and W.

The Groups I+ through V+ share the technical features of a method for treating a subject suffering from a TDP-43 proteinopathy or
modulating TDP-43 aggregation, comprising administering to the subject a therapeutically effective amount of a compound; optionally a
JNK inhibitor. However, these shared technical features do not represent a contribution over the prior art. Specifically, WO 2010/111587
A1 to Gitler et al. teach a method for treating a subject suffering from a TDP-43 proteinopathy or modulating TDP-43 aggregation,
‘comprising administering to the subject a therapeutically effective amount of a compound (see Pgs. 2-3 Lns. 23-32 and 1-7, methods are
provided for the treatment and prevention of proteinopathy disorders. The present inventor has identified a variety of TDP-43 toxicity
modulators via overexpression assays and deletion assays. The modulators act to suppress or enhance TDP-43 mediated toxicity
and/or aberrant protein aggregation in TDP-43 expressing cells...method for treating or inhibiting development of a proteinopathy in a
subject in need thereof comprises administering an effective amount of a pharmaceutical composition comprising a therapeutic amount
of an agent which inhibits expression or activity of at least one gene). Further, "C-Jun N-terminal kinase controls TDP-43 accumulation in
stress granules induced by oxidative stress” to Meyerowitz et al. teach administering to the subject or contacting a population of cells
with a therapeutically effective amount of a JNK inhibitor (see Abstract, co-localization of TDP-43 with. SGs could be fully prevented by
inhibition of c-Jun N-terminal kinase (JNK)...JNK inhibition also inhibited TDP-43 SG localization in cells acutely treated with

sodium arsenite and reduced the number of aggregates per cell in cultures transfected with C-terminal TDP-43).

The Group I+ claims share the technical features of a compound of Formula (|): or a pharmaceutically acceptable salt or solvate thereof.
However, these shared technical features do not represent a contribution over the prior art. Specifically, US 2010/0331328 A1 to Collins
et al. teach a compound of Formula (I); or a pharmaceutically acceptable salt or solvate thereof, wherein: R1 is hydrogen; R2 is
hydrogen; each R3 is not present or hydrogen; each Zis C; ais C; bis N; cis C; nis one; and d is N (see Para.

[0041], ...Isoquinolin-3-yl-pyrazin- 2-yl-amine...).

The Group llI+ claims share the technical features of a compound of Formula (XIV): or a pharmaceutically acceptable salt or solvate
thereof. However, these shared technical features do not represent a contribution over the prior art. Specifically, US 5,891,855 A to
Florkiewicz teaches a compound of Formula (XIV): or a pharmaceutically acceptable salt or solvate thereof, wherein: R is the first shown
ring group; R1 is a sugar species; R2 is independently selected from OH, alkyl, and hydrogen; and W is O (see Fig 1A, formulas | and II;
Col. 2 Lns. 33-34 and 59-67, FIG. 1 is a drawing of the general structure of the aglycone nucleus of various cardiac glycosides..."Cardiac
glycoside” refers to a group of compounds which are structurally related. Structurally, these compounds are derived from the
cyclopentanoperhydro-phenanthrene nucleus characteristic of steroid compounds, have a five-membered unsaturated lactone ring or a
six-membered doubly unsaturated lactone ring at C17 of ring D...a hydroxyl group at C3 in ring A for joining by an ether linkage to one
or more sugar residues...).

The Group IV+ claims share the technical features of a compound of Formula (XV): or a pharmaceutically acceptable salt or solvate
thereof. However, these shared technical features do not represent a contribution over the prior art. Specifically, US 2006/0173020 A1 to
Huang et al. teach a compound of Formula (XVa) (from instant claim 25): or a pharmaceutically acceptable salt or solvate thereof,
wherein: R1 is SO2Rx; R2 is halogen; each Rx is substituted amino; and L is -C(O)- (see Para. [0116}, another embodiment of this
invention, there is provided a compound of formula (1) shown). .

The Group V+ claims share the technical features of a compound of Formula (XVI): or a pharmaceutically acceptable salt or solvate
thereof. However, these shared technical features do not represent a contribution over the prior art. Specifically, US 2007/0244080 A1 to
Fidler et al. teach a compound of Formula (XVI): or a pharmaceutically acceptable salt or solvate thereof, wherein: R2 is alkyl; R3R4
taken together is =O; and W is O (see Paras. [0058]-[0059], ...a solution of triptonide (designated PG492)).

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.

Form PCT/ISA/210 (extra sheet) (July 2009)
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