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2, I:I Claims Nos.:
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3. |Z Claims Nos.; 7-41
becanse they are dependent claims and are not drafied in accordance with the second and third sentences of Rule 6.4(a).

Box No. IIE  Observations where unity of invention is lacking (Continuation of item 3 of first sheet}

This Enternational Searching Authority found multiple inventions in this intemational application, as follows:
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INTERNATIONAL SEARCH REPORT Tnieational application No.

PCT/US20/32939

-*=*-Continued from Box No. 1Il Observations where unity of invention is lacking -*==-

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 must ba pald.
Groups |+, Claims 1-8; and a compound of Formula | wherein X is C-H; Y is C-H; Z is -C{O)C(R3)=C(R1}{R2) whersein R1, R2, and R3
are each hydrogen; R4 is an optionally substituted C6 anyl; U is -CH2-; and R is optionally substituted C1-C§ alkyl {cornpound structure)
are directed toward compounds.

Thae compounds will be searched to the extant they encompass a compound of Fermula i, whereln X is C-H; Y Is C-H; Z is -C(O)C(R3)=C
(R1}R2) wherein R1, R2, and R3 are aach hydrogen; R4 is an optionally substituted C6 aryl; U Is -CH2-; and R Is optionally substituted
C1-C6 alkyt (first exemplary compound structure). Applicant is invited to elect additional compoundis), with Rully spacified structure(s)
theraof {&.9. no optional or variable atoms, bors, or substituents) for each, where available as an option within at least one searchable
claim, to be searchad. Additlonal compound(s) will be searched upon the payment of additional fees. It is balisved that ¢lalmsg 1-2
(in-part} and 6 (in-part) encompass this first named Inventlon and thus these daims will be searched without fee to the extent that they
encompass a compound of Formula I, whereln X is C-H; ¥ is C-H; Z is -C{Q)C(R3)=C(R1)}{R2) wherein R1, R2, and R3 are each
hydrogen; R4 is an optionally substituted C6 aryl; U is -CH2-; and R is optionally substituted C1-C6 alkyl {compound structure).
Applicants must specify the searchable ¢laims that encompass any additionally elected compound structure(s). Applicants must further
indicate, if applicabla, the ¢laims which sncompass 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 lo be searched/examined. An exemplary election would be a compound of Formula |, wherein X is N; Y is C-H; £ is -C{O)C(R3)
=C{R1)(R2) wherein R1, R2, and R3 ars each hydrogen; R4 is an optionally substituted C6 aryl; U is -CH2-; and R is optionally
substituted G1-C6 alkyl {compound structura).

Groups I+ share the technical features Including: a compound, or pharmaceutically acceptable salt or solvate thereof, having the
struclure of Formula (I): as shown, whereln Xis C-H or N; Y is C-H or N; Z is selected from a group having the structure: any of the
shown moielies; tis 1 or 2; R1, R2, and R3 are sach indepandanily sefected from hydrogen, optionally substituled C1-C4 alkyl, or
optional substituted heterocyclylalkyl; R4 is an optionally substituted C6 anyl; U is -CH2-, or & bond; R Is selacted from optionally
substituted C1-CB alkyl, optionally substitutad C3-C7 carbocycly, optionally substituted C3-C7 carbocycivialkyl, optienally substituted
C3-C7 heterocyclyl, aptionally substituted C3-C7 heterocyclylalkyl, optionally substituted C2-C7 alkanyl, -CO2RS, -CONHRS, or-CON
(R5)2; and each R5 is Independanitly sslectad from optionally substituted C1-C6 alkyl, optionally substituted C3-C7 carbocyclyl, optionally
substituted C3-C7 carbocyclylalkyl, optionally substituted C3-C7 heterocyclyl, or optionally substituted C3-C7 heteracyclylatkyl.

However, these shared lechnical features are previously disclosed by US 2013/0190496 A1 (OSI Pharmaceutlcals. LLC) (hereinafter
'O&!') in viow of US 2008/0045536 A1 to Vaccearo, et al, (herginafter “Vacearp').

05| discloses a compound similar to & compound having the structure of Formula (4): as shown, wherein X is C-H; Y is C-H; Z is -G{O)C
{R3)=C(R1){R2) wherein R1, R2, and R3 are each hydrogen; U is -CH2-; and R is optionally substituted C1-CE alkyl (compound of
formula | whersin X1 is C-{E1)aa whargin aa is 1 and E1is hydrogen, X2 is C-(E1)aa wherein aais 1 and E1 is hydrogen {Xis C-H}, X3
s N, X4 1s C, X5 is C-(E1)aa wherein aa is 1 and E1 is hydrogen (Y is C-H), X6 Is C, R1is a 5-membered saturated ring containing ona
nitrogen (U is -CH2-) substituted by two G11 substituents wherain one G11 (R) is C0-10alkyl and ons G11 {2} is -C(=0)R21 wharein R21
is C2 alkenyl (R1, R2 and R3 are aach hydrogen); paragraphs [0022]-[0027], [0031]-[0032], [0035), [0038], [0051), [0TE0]), but OS| does
not disclose wherein the compound comprises the shown —Ctriple bond)-R4 moiety wharain R4 Is an optionally subkstituted C6 aryl,
However, Vaccaro discloses wherain a compound comprises a ~C(iripla bond)-R4 moiety whargin R4 is an optionally substituted C6 aryl
{compound of formula | wherain R2 is alkynyl substituted by phenyl: paragraphs [0009], {0015], [00:33], [0037], [0061)). It would have
been obvious to a person of ordinary skill in the art, at the time of the Invention, to have madified the compound, as previously disclosed
by OS4, in order to have provided wherein a compaund comprises a-GC{iriple bond)-R4 molety wherein R4 is an oplionally substituted C6
aryl, as previously disclosed by Vaccaro, for providing bieyclic heteroaryl compounds useful as kinase modulators in the treatment of
inflammatory conditions (OSI; abstract; paragraph [0373]; Vaccare; abstract; paragraph {0009]).

Since none of the special technical features of the Groups I+ Inventions is found in more than one of the inventions, and since all of the:
shared technical features are previcusly disclosed by the O8I and Vaccaro references, unity of invention is lacking.
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,RW,SD,SL,ST,SZ,TZ,UG,ZM,ZW),EA(AM,AZ, BY ,KG,KZ,RU,TJ, TM),EP(AL,AT,BE,BG,CH,CY,CZ,DE,D
K,EE,ES,FI.,FR,GB,GR,HR,HU,IE,IS,IT,LT,LU,LV,MC,MK,MT,NL,NO,PL,PT,RO,RS,SE,SI,SK,SM,TR),O
A(BF,BJ,CF,CG,CI,CM,GA,GN,GQ,GW,KM,ML,MR,NE,SN,TD,TG),AE,AG,AL,AM,AO,AT ,AU,AZ,BA B
B,BG,BH,BN,BR,BW,BY,BZ,CA,CH,CL,CN,CO,CR,CU,CZ,DE,DJ,DK,DM,DO,DZ,EC EE EG,ES,FI,GB,GD
,GE,GH,GM,GT,HN,HR,HU,ID,IL,IN,IR,IS,JO,JP KE,KG,KH,KN,KP,KR,KW ,KZ LA LC,LKLR,LSLU,LY,
MA,MD,ME,MG MK,MN, MW ,MX,MY,MZ,NA,NG,NI,NO,NZ,0M,PA,PE,PG,PH,PL,PT,QA,RO,RS,RU,
RW,SA,SC,SD,SE,SG,SK,SL,ST,SV,SY, TH,TJ,TM, TN, TR, TT,TZ,UA UG,US,UZ VC VN,WS,ZA,ZM,ZW
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00000000 4C050 AAO01BBO4 CCO7 EEO3 FFO2 GGO4 HHO4

4C086 CBO5 MAO1 MAO4 NA14 ZB26 ZC42
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