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ADD, - AG1K 31/416; AGTP 35/00; ABTP 27/02 (2023.02)
According to International Patent Clessification (IPC) or to both national classification and IPC

B.  FIELDS SEARCHED

Sea Saarch History document

Minimum documentation searched (elassification system followed by classification symbols)

See Ssarch History documant

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched

See Search History document

Electranie datebase consulted during the international search (name of database and, where practicable, search terms used)
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Category* Citation of documen, with indication, where appropriate, of the reievant passages

Relevant to claim No.

(18.03.2021) entire document

entire document

A Us 2021/0078070 A1 [RISEN (SUZHOU) PHARMA TECH CQ L'TD) 18 March 2021 1,27
A Us 2018/0243294 A1 (ALLGENESIS BIOTHERAPEUTICS INC) 30 August 2018 (30.068.2018) |1,27

A Us 2010/0082474 A1 (GALLAGHER et al) 15 Aprll 2010 {15.04,2010) entire document 1,27
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D Sce patent family annex.
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“A"  document defining the general state of the art which is ot considered
10 be of particular relevance

“D"  document cited by the applicant in the international application
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date and not in conflict with the application but cited w and
the principle or theory underlying the invention

“X" docoment of particular relevance; the claimed invention cannot be

ideted novel or cannot be considered to involve an inventive step

“E™ earlier application or patent but published on or after the int

filing date

“L" document which may throw doubts on pricrity claim(s) or which
is cited 1o establish the publication date of another citation or other
special reason (as specified)

“O"  documentreferringtoanoral disclosure, vse, exhibition or other means

“P"  document published prior to the intemationz] filing date but fater than
the priority date claimed

when the document is taken slone

“yY" document of particular relevance; the claimed inventior canngt
be considered to involve an inventive step when the document is
combined with ane or more other such documents, such combination
being obvious to 2 person skilled in the art

“&” document member of the same patent family

Date of the actual completion of the intemational search

05 March 2023

Drate of mailing of the international scarch report

MAR 23 2023

Name and mailing address of the ISA/

Mail Stop PCT, Attn: ISA/IS, Commissloner for Patents
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INTERNATIONAL SEARCH REPORT International application No.
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Box No. IT Observations wherg certain claits 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:

L D Claims Nos.:
because they relate to subject matter not required to be searched by this Authority, namely:

2, I:l Claims Nos.:
because they relate to parts of the international application that do not comply with the preseribed requirements to such an
extent that no meaningful international search can be carried out, specifically:

3. X Claims Nos.: 10-26, 28, 29, 31-40
beoause they are dependent claims and are not drafied in accordance with the second end 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 sheal(s).

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 ail searcheble claims could be searched without effort justifying additional fees, this Authority did not invite payment of
additional fees.

3. I:I As only some of the required additional search fees wers timely paid by the applicant, this international search report covers
only those claims for which fees were paid, specifically claims Nos.:

4, Ma 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 co by claims MNos.:
1,27
Remark on Protest D The additional search fees were accompanied by the applicant’s protest and, where applicable, the
payment of a protest fee,

I:‘ The sdditional 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.
D No protest accompanied the payment of additional search fees.
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INTERNATIONAL SEARCH REPORT International application Ne,

PCT/US2022/046750

Continuad from Box No. Il Observetions wherg unity of inventlon is lacking

Claims 1 and 27 have been analyzed subject to the restriction that the ¢lalma read on a compound of formula | wherein X11s N; X2 [s
NH: X3 is NY3; Y3 Is -CH20CO(OCH2CH2)n30M3; nd is 0; M3 Is H, and pharmaceutcally acceptable salts thereaf.

This appilcation contains the foliowing invantions or groups of inventions which are not so linked as to form a single ganeral inventive
concept under PCT Rule 13.1. Tn order for all Inventions 1o ba examinad, the appropriate additions] examination fees need %o ba pald.

Group |+: claims 1-9, 27, and 30 are drawn to compaunds of fermula |, and pharmaceutically accaptable salts thereof.

The first jnvention of Group 1+ Is estricted based on the proviso that wharein at least one of X1, X2 and X3 is not N or NH, and s
restricted to a compound of formula | wherein X1 is N; X2 is NH; X3 is NY3; Y3 is -CH20CO(CCH2CH2In30M3; nd is 0; M3 is H, and
pharmaceutically acceptable salts thereof. It Is belleved that claims 1 and 27 read on this first named invention and thus thesa clalms wili
be searched without fea fo the extant that they read on the above embodiment,

Applicant is invited to elect additional formuta(e) for each additional compound to be searched In a spaclfic combination by paying an
additional fee for sach set of slecilon, Each adgitional elected formulale) requires the saloction of a single definilion for gach compound
varlable. An exemplary slection would be a compound of formula | wherein X1 is N; X2 Is NY2; X3 is NN; Y2 is -CH20CO{OCH2CH2)
n20M2; n2 is 0; M2 is H, and pharmaceutically acceptable salts thereof. Additlonal formula{e) will be searched upon the payment of
additional fees. Applicants must specify the dalms that read on any addltlonal elected inventions. Applicants must further indicate, if
appllcable, the claims which read a the first namad invention if differant than what was indicated abave for this group. Failure to clearly
identify how any pald additional invertion fees are to be applled to the “+" group(s) will result in only the firet ¢laimed invention to be
searched/axamined.

The inventions listed in Groups [+ do nat ralate to a single genéral invantive concapt under PCT Rule 13.1, because undar PCT Rule
13.2 they lack the same ¢r comresponding special technical features for the following reasons:

The Groups I+ formulae do not share a significant structural elernent requiring the selection of akternatives for the compound variables
X1, X2, X3, and accordingly these groups lack unity a priari,

Additionally, even if Groups |+ ware considered to share the technical features of a compound having the core structure of fermula |, and
pharmaceutically acceptable salts thereof; and a compeund that Is more hydrophilic than the compound of formula |) [formula Il Is axitinly
as indicated in the current specification, PCT/US22/4676D, Pg. 9, last paragraph] that I8 convertible in viva to the compound of formula
Il, these shared technical featuras do not represent a contribution over the prior art as disclosed by US 2018/0243284 A1 to Allgenasis
Biotherapautica Inc. (herelnafter, “Aliganesls”).

Allgenesis teaches a compound having the core structure of formula |, and pharmaceutically acceptable salte thereof (Para. [0035], fe]
xamples of tyrosine kinase inhibitors suitable for use with the invention includs, but are not limited to, Nintedanib, Sorafenlb, Axitinlb,
Pazopanin, pharmaceutically acceptable prodrugs thereof, anc pharmaceutically acceptable salts theracf, wherein Axitinib comprises the
core struciure of formula 1); and a compotind that |s more hydrophilic than the compound of formufa If [formula If is axithib as Indicated
in the curment spacification, PCT/US22/6750, Pg. 9, last paragraph] that Is eonvertible in vive to the compound of formula Il (Para.
[0035], [ejxamples of tyrosine kinase inhibitare suitable for use with the invention include, but are not limited to, Nintedanib, Sorafenib,
Axitinib, Pazopanib, pharmaceutfically acceptable prodrugs thereof, and pharmaceulically acceptable salts thereof; Para, [0037], [s]s
illustrative examplas of prodrugs In accordance with embodiments of the inventlen, if @ compound of Formula (1), {11}, Q11), or (V)
incorporates an amina functional group, & prodrug can be formed by replacing a hydrogen atom of the amine, urea or amide group with
a functional group such as, for example, ~G{O)R or OR).

The inventions listed In Groups |+ therefora lack unity under Rule 13 because thay do net share a sama or corrasponding speclal
tachnical feature. '
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