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INTERNATIONAL SEARCH REPORT Internntional application No.
PCT/US 15/48219

A. CLASSIFICATION OF SUBJECT MATTER
IPC(8) - ADIN 43/80 (2018.01)
CPC - CO7D 261/08; AG1K 31/42; CO7D 41312
According to International Patent Classification (IPC) or to both national classification and IPC

B.  FIELDS SEARCHED
Minimum documentation sean:)hed (classification system followed by classification symbols)

IPC{8): ADIN 43/80 (2016
CPC: CO7D 261/08; AB1K 31/42; CO7D 413112

Documentation searched othcr than minimum documentation to the extent that such documents are included in the fields searched
USPC: 514/378, 548/24

Electronic data base consulted during the international search (name of daia base and, where practicable, search terms used)

PatBase; Keyword limited: SMYD; SMYD blockade; Smyd treatment cancer; Smyd treating cancer; Smyd2; Smyd3; Smyd2 treat cancer;
Smyd3 treat cancer; Smyd2 treating cancer; Smyd3 trouling cancer: Smyd proteins; Substituted pyrroldine smyd; Pyrroldine
carboxamide smyd; Isoxazole carboxamide; Isoxazole carboxamide smyd; |soxazole carboxamida treat cancer

C. DOCUMENTS CONSIDERED TO BE RELEVANT

CRiegory* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.

Y .~ PubChemn-82378574 Create Liate: 22 October 2012 (22,10.2012), pg 3, Fig 1-2

Y | PubChem-58952603 Create Date: 19 August 2012 (19,08.2012), pq 3, Fig 1-2

A PubChem-72828190 Create Date: 28 February 2014 {28.02.2014), pg 3, Figy 1-2

A « PubChem-49688186 Cruule Date: 27 November 2016 {27.11.2010), pg 3, Fig 1-2

D Further documents are listed in the continuation of Box C. El

* Special calegonies of cited documents; “T" later document published after the international filing date or priority

“A*  document defining the general siate of the art which is not considered <ate and not in conflict with the application but cited to understand
to be of particular relevance the principte or theory underlying the invention

“E” earlier application or patent but published on or after the international =X document of particular relevance; the claimed invention cannot be
filing date considered novel or cannot be considered to involve an inventive

“L”  document which may throw doubts on priority claim(s) or which is step when the document is taken alone

cited 1o establish the pubhcat!on date of another cisation or cther ...,
Y" document of particular relevance; the claimed invention cannot be
— special reason (as specified) ' . considered Io involve an invenlive step when the document is
0" docurnent referring 1o an oral disclosure, use, exhibition or other combined with one or more other such documents, such combination
means being obvious {o a person skilied in the art
" ducwmnent published pﬂorto the international filing date but later than  « g i
the priority date chaimed &"  document member of the same patent family

Date of the actual completion of the international search Date of mailing of the international search report
19 January 2016 04 FEB 2016

Name and mailing address of the ISA/US Authorized officer;
Mail Stop PCT, Attn; 15AIUS, Commissioner for Patents Lee W. Young
P.0. Box 1450, Alexandria, Virginla 22313-1450 PGT Heppdosk: 571272-4200

Facsimile No. 571-273-8300 PCT OSP: 5712727774
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Box No. 11 Observations where tertain 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 Articte 17(2)(a) for the fotlowing reasons:

N D Claims Nos.:

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

2. I:I Claims Nos.:

becanse they relate to parts of the international application that do not comply with the prescribed requirements 4o such an
extent that no meaningful international search can be carried out, specifically:

v
3. X Claims Nos : 14-18, 2637
because they are dependent claims and are not drafted 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 Anthority found multiple inventions in this international application, as follows;
-5ge aftached exira sheet-—

1, l:] As all required additional search fies were timely paid by the applicant, this international search report covers all searchable
claims,

2. D As all searchable claims coutd be searched without effort justifying additional fees, this Authority did not invite payment of
additional fees.

3. I:] As only some of the required additional search fees were timely paid by the applicant, this international scarch 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. Consequenily, this international search report is
1rezstricted 1p the invention first mentioned in the claims; it is covered by claims Nos.:

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 pretest
fee was not paid within the time limit specified in the invitation.
D No protest accompanied the payment of additional search fees.

Form PCTASA/210 (continvation of first sheet (2)) (January 2015)
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INTERNATIONAL SEARCH REPORT Tutginativual applivation Nu,
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=Box Ml - Lack ef Unity of Invention—

This application contains the following inventions or groups of invantions which are not so linked as 1o form a single genaral inventive
concapt under PCT Rule 13.1.

Group i+ Claims 1-13 and 20-25 directed to a compound of Formula {1} or a pharmaceutically acceptable sat thereof. The compaound of
Formula {1} will be searched to the extent that it encomp the first species of claim 1, wherein B is the indicated substructure; X is -
8(=0)2-; Zis hydrogen; R1 is hydrogen; R2a, R2b, R3a, R3b, Rda and R4b are hydrogen; RS is hydrogen.

Itis belleved that claims 1-2 encompass this first named Invention, and thus these clalms will be searched without faa to the extant that
they ericompass the first species of claim 1.

Applicant is invited 1o elect additichal compounds of Formula (1), wheraein aach additional compound elactad will require one additicnal
invention fee. Applicants must specify the claims that encompass any additionally elected compound. Applicants must further indicate, if
applicable, the claimsg which encompass tha first named invention, if differant than what was indicated abova for this group. Failura to
clearly identify how any paid additiona! invention fees are to be applied ta the "+" group(s) will result in only the first claimed invention to
be searched.

Additicnally, an exemplary election wherein different actual variablas are selected is suggesied. An exemplary election would be a
compound of claim 1, wherein B is the indicatad substructure; X is -${=0}2-; Z is hydrogen; R1 is hydrogen; R2a and R2b taken
togethar with the carbon atom to which they are attached form a carbonyl; R3a, R3b, R4a and R4b are hydrogen; and RS is hydrogen
{i.e. claims 1 and 4).

The groups of inventions listed above do not relate to a single genaral inventive concept undar PCT Rule 13.1 because, under PCT Rule
13.2, they lack the same or corresponding special technical teatures for the following reasons:

Speclal Technical Features:

Group [+ includes the technical faatura of a unique compeound of Formula (1), which is not raquired by any other invention of Group 1+
Common technical faaturas:

The inventions of Groups |+ share the technical feature of 2 compound having the core structure of Formula (1).

These shared fechnical features, howsver, do not provide a contribution over the prior art, as baing anticipated by PubChem-CID-
86630893 (PubChem-883"), PubChem-893 teaches a compound having Formula |: wherein: B I the indicated substructure; X is absent;
Zishydrogen; R1 is G1 alkyl; and R2a, R2b, R3a, R3b, Rda, R4k and R5 are hydrogen (pg 3, Fig).

As said compound was known in the art at the time of the invention, this cannot be considered a special technical featurs that would
otherwise unify the inventions of Group |+.

The inventions of Group [+ thus lack unity under PCT Rule 13.

Note reg. item 4; Claims 14-19 and 26-37 are unsearcheble because they are dependent claims and are not drafted in accordance with
the second and third santences of Rula 6.4(a). Thase claims ara tharefora, not included in the above analysis.

Form PCT/ISA/Z10 (extra sheet) (January 2015)
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