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Box No. I1 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:

N/
3. Claims Nos.: 56,74
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. II  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--

I. I:l As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims.

2. I_—_l 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, m 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.:
1-13, 57, 59, 62, 66, 70-73, 75-78

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 applicable protest
fee was not paid within the time limit specified in the invitation.

I:] No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (2)) (July 2009)
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Continuation of:
Box NO lil. Observations where unity of invention is lacking

Group I+: claims 1-19, 52-55, 57-59, 61-68, 70-73 and 75-79, drawn to a compound having the formula (1), (I1), (V1) and (VII). The first
invention is restricted to the first compound of Claim 13. Should an additional fee(s) be paid, Applicant is invited to elect an additional
compound(s) to be searched. The exact claims searched will depend on Applicant's election.

[Claims 14-19, 52-55, 58, 60-61, 63-65, 67-68 and 79 are excluded from Group |, because they are drawn to a non-elected subject
matter.]

Group |l: claims 20-47, 58-59, 69, 70-73 and 76-79, drawn to a compound having the formula (111}, (IV) and (Vill).
Group IlI: claims 20, 48-51, 58-60, 70-73 and 76-79, drawn to a compound having the formula (V).

The inventions listed as Groups |+ through Il 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 inventions of Groups |+-1ll do not share a single general inventive concept. Formula | and VII of Group |+ share a common
pharmacophore. Formula Il and VI of Group I+ share a common pharmacophore. Formula |li, IV and Vill of Group !l share a commone
pharmacophore. However, no significant structural similarities can readily be ascertained between Formula | and Formula Il of Group 1+.
In addition, no significant structural similarities can readily be ascertained among formula | and il of Group I+; Formula Ii, IV and VIII of
Group |l, and Formula V of Group ill. Without a shared special technical feature, the inventions lack unity with one another.

The inventions of Group I+-Il share the technical feature of a proteostasis regulator. However, this shared technica! feature does not
represent a contribution over prior art as being anticipated by US 2009/0203605 A1 to Segatori et al. (hereinafter 'Segatori'). Segatori
discloses methods for treating conditons characterized by dysfunction in protein homeostasis in a patient in need thereof comprising
administering to the patient a proteostasis regulator in an amount and dosing schedule effective to improve or restore protein
homeostasis. The proteostasis regulator can act via a cellular mechanism that upregulates signaling via a heat shock response pathway
and/or an unfolded protein response pathway (para [0012] and [0020]). As said composition was known in the art at the time of the
invention, this cannot be considered a special technical feature that would otherwise unify the groups.

The inventions of Group I+ share the technical feature of a compound having formula (I) and (Vi1). However, this shared technical
“feature does not represent a contribution over prior art as being anticipated by US 2007/0112015 A1 to Hurt et al. (hereinafter ‘Hurt').
Hurt discloses a compound having formula (Vil), wherein R1 is selected from optionally substituted aryl, R2a is selected from C(O)OR5
wherein R5 is selected from optionally substituted C3-C10 cycloalkyl, R2b is selected from optionally substituted C1-C10 alkyl, R4a and
R4b at each occurrence are each independently selected from hydrogen, R22 at each occurrence is independently selected from
optionally substituted aryl, Y at each occurrence is selected from C(R4a)(R4b) wherein R4a and R4b are each independently selected
from hydrogen (Fig. 1, col 1, 6th compound). As said composition was known in the art at the time of the invention, this cannot be
considered a special technical feature that would otherwise unify the groups.

The inventions of Group I+ share the technical feature of a compound having formula (il) and (VI). However, this shared technical
feature does not represent a contribution over prior art as being anticipated by PubChem compound CD 3149274 (first creasted 2005-08
-01) (retrived from http://pubchem.ncbi.nim.nih.gov/summary/summary.cgi?cid=3149274&loc=ec_rcs on 06 Marh 2012). CID 3149274
is a compound having claimed formula (Vi) wherein R6a and R6b at each occurrence are each independently selected from hydrogen,
R21a is selected from optionally substituted aryl, R21b is selected from hydrogen. As said composition was known in the art at the time
of the invention, this cannot be considered a special technical feature that would otherwise unify the groups.

Groups 1+ through Ill therefore lack unity under PCT Rule 13 because they do'not share a same or corresponding special technical
feature.

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