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INDAZOLESASHEMATOPOTETICPROGENITORKINASE1(HPK1~INHIBITORSAND 

METHODSOFUSINGSAME 

CR0SS-REFERENCETORELATEDAPPLICATIONS 

100011 ThisapplicationclaimsthebenefitandprioritytoU.S.ProvisionalPatentApplicationNo.  
5 63/084,059,filedon28September2020.Theentiredisclosureoftheapplicationidentifiedinthis 

paragraphisincorporatedhereinbyreference.  

FIELD 

[0002J Thepresentdisclosureisdirectedtoinhibitorsofhematopoieticprogenitorkinase1 
10 (HPK1),pharmaceuticalcompositionscomprisingtheinhibitorsmethodsofusingtheinhibitorsforthe 

treatmentofvariousdisordersassociatedwithHPK1,andmethodsofpreparingthesecompounds.  

BACKGROUND 

[0003J Immunotherapyistreatmentthatusesthehumanbody'sownimmunesystemtohelpfight 
15 cancerandotherdisorders.Thisrelativelynewapproachhasachievedremarkableclinicalsuccessesinthe 

treatmentofavarietyoftumortypesinrecentyearsespeciallywiththetreatmentofimmunecheckpoint 
inhibitorsandchimericantigenT-celltherapy.Themostinvestigatedcheckpointinhibitorsincluding 
CTLA4,PD-iorPD-Liinhibitorshavedemonstratedsignificantantitumoractivitybyovercoming 
immunosuppressivemechanismsatthetumorsite.  

20 [0004J Hematopoieticprogenitorkinase1(HPK1MAP4K1)isaserine/threoninekinaseanda 
memberofMAP4K.HPK1isprominentlyexpressedinsubsetsofhematopoieticcelllineages.HPK1isa 
newlyidentifiedasacriticalnegativeregulatorintheactivationofTlymphocytesanddendriticcells.It 
hasbeenrecentlydemonstratedthattheimportantrolesforkinaseactivityofHPK1inanti-cancer 
immunityasanewintracellularcheckpointmoleculeaswellaspotentialadvantagesofcombination 

25 therapywithcurrentcheckpointregimens.HPK1inhibitionisexpectedtohavedualfunctions,1. prolonged 
activationofTcellw2.enhancedAPCfunctionsbydendriticcells.Thisdualtargetingmaysynergistically 
worktogetherforefficientimmuneresponsesintumormicroenvironment.ThusHPK1hasbeenvalidated 
asanoveltargetforanticancerimmunotherapy.Examplesofcancersthataretreatableusingthecompounds 
ofthepresentdisclosureincludebutarenotlimitedtoallformsofcarcinomasmelanomasblastomas, 

cancercervicalcancercolorectalcanceresophagealcancerendometrialcancerhepatocellularcarcinoma, 
laryngealcancerlungcancerosteosarcomaovariancancerpancreaticcancerprostatecancerrenal 
carcinomaandthyroidcanceracutelymphocyticleukemiaacutemyeloidleukemiaependymoma, 
Ewingssarcomaglioblastomamedul1oblastomaneuroblastomaosteosarcomarhabdomyosarcoma, 

35 rhabdoidcancerandnephroblastoma(Wilm'stumor).  
100051 InhibitionofHPK1withsmallmoleculeinhibitorshasthepotentialforthetreatmentof 
cancerandotherdisorders[HemandezS.,et.al.,(2018)CellReports25,80-94].  

SUMMARY 
40 [0006J Thepresentdisclosureprovidesnovelindazolecompoundsandpharmaceutically 

acceptablesaltsaseffectiveHPK1inhibitorsanddualactivatorsofTcellanddendriticcell.  

[0007J OneembodimentoftheinventionisacompoundofFormula(I): 

1 

30 sarcomaslymphomasandleukemiasincludingwithoutlimitationbladdercarcinomabraintumorsbreast
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orapharmaceuticallyacceptablesalthydratesolvatethereofwhereinK',P3,K 3 ,K4 ,BYHetMandL 
areasdefinedinthedetaileddescriptions.  
1000811 Inanotherembodimentthereisprovidedapharmaceuticalcompositioncomprisinga 

5 pharmaceuticallyacceptablecarrierordiluentandacompoundofFormula(I)orapharmaceutically 
acceptablesaltthereof 

[0009J Inyetanotherembodimentthereisprovidedamethodoftreatingasubjectwithadisease 
ordisorderassociatedwithmodulationofHPK1comprising:administeringtothesubjectatherapeutically 
effectiveamountofacompoundofFormula(I)orapharmaceuticallyacceptablesaltthereof 

10 
DETAILEDDESCRIPTION 

[OO1OJ Thefollowingdescriptionismerelyexemplaryinnatureandisnotintendedtolimitthe 
presentdisclosureapplicationoruses.  
[OO11J Definitions 

15 [0012J Thegenerictermsusedinthepresentdisclosurearehereindefinedforclarity.  
" 'I~ 

[0013J Thisspecificationusesmeterms su~srituent raciicai, group, moiety, and 
'Tragment'' interchangeably.  

[0014J Asusedhereintheterm"alkenyl"referstoastraightorbranchedhydrocarbonylgroup 
withatleastonesiteofunsaturationi.e.,acarbon-carbonsp2doublebond.Inanembodimentalkenyl 

20 hasfrom2to12carbonatoms.InsomeembodimentsalkenylisaC 2 -C1 oalkenylgrouporaC 2 -C6 alkenyl 
group.Examplesofalkenylgroupincludebutarenotlimitedtoethyleneorvinyl(CH=CH 2 ),allyl( 
CH2 CHCH2 ),cyclopentenyl(C 5 H7 ),and5-hexenyl(CH 2 CH2 CH2 CH2 CHCH2 ).  

[OO1SJ Asusedhereintheterm"alkoxyisRO whereKisalkyl.Non-limitingexamplesof 
alkoxygroupsincludemethoxyethoxyandpropoxy.  

25 [0016J Asusedhereintheterm"alkoxyalkyl"referstoanalkylmoietysubstitutedwithanalkoxy 

ethoxyethyl.  

[0017J Asusedhereintheterm"alkoxycarbonyl"isROC(O) whereKisanalkylgroupas 
definedherein.InvariousembodimentsRisaC 1 -C1 0 alkylgrouporaC 1 -C6 alkylgroup.  

30 [0018J Asusedhereintheterm'~alkyl"referstoastraightorbranchedchainhydrocarbonylgroup.  
Inanembodimentalkylhasfrom1to12carbonatoms.InsomeembodimentsalkylisaC 1 -C1 0 alkyl 
grouporaC1 -C6 alkylgroup.Examplesofalkylgroupsincludebutarenotlimitedtomethylethylpropyl, 
isopropylbutylisobutylt-butylpentylhexylheptyloctylnonylanddecyl."loweralkyl"meansalkyl 
havingfrom1to4carbonatoms.  

35 [0019J Asusedhereiniftheterm"C 1 -C6 "isuseditmeansthenumberofcarbonatomsisfrom 
1to6.ForexampleC 1 -C6 alkylmeansanalkylwhichcarbonnumberisanyintegeroffrom1to6.  
[0020J Asusedhereintheterm'~alkylamino"referstoanaminogroupsubstitutedwithoneor 
morealkylgroups."N-(alkyl)amino"isRNH and"NN-(alkyl) 2 amino"isR2 N wheretheRgroups 
arealkylasdefinedhereinandarethesameordifferent.InvariousembodimentsRisaC 1 -C1 0 alkylgroup 

40 oraC1 -C6 alkylgroup.Examplesofalkylaminogroupsincludemethylaminoethylaminopropylamino, 
butylaminodimethylanPnodiethylaminoandmethylethylamno.  

[0021J Asusedhereintheterm"alkylaminoalkyl"referstoanalkylmoietysubstitutedwithan 

alkylaminogroupwhereinalkylaminoisasdefinedherein.Examplesofalkylaminoakylgroupsinclude 

2 

group.Examplesofalkoxyalkylgroupsincludemethoxymethylmethoxyethylmethoxypropyland
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methylaminomethylandethylaminomethyl.  

[0022J Asusedhereintheterm"alkynyl"referstoastraightorbranchedcarbon-chaingroupwith 
atleastonesiteofunsaturationi.e.,acarbon-carbonsptriplebond.Inanembodimentalkynylhasfrom 
2to12carbonatoms.InsomeembodimentsalkynylisaC 2 -C1 oalkynylgrouporaC 2 -C6 alkynylgroup.  

5 Examplesofalkynylgroupsincludeacetylenic( C~CH)andpropargyl( CH2 C~ 4 

100231 Asusedhereinthetermaryl"referstoanymonocyclicorbicycliccarbonringofupto7 
atomsineachringwhereinatleastoneringisaromaticoranaromaticringsystemof5to14carbonatoms 
whichincludesacarbocyclicaromaticgroupfusedwitha5-or6-memberedcycloalkylgroup.  
Representativeexamplesofarylgroupsincludebutarenotlimitedtophenyltolylxylylnaphthyl, 

10 tetrahydronaphthylanthracenylfluorenylindenylazulenylandindanyl.Acarbocyclicaromaticgroup 
canbeunsubstitutedoroptionallysubstituted.  

[0024J Asusedhereintheterm' 4 cycloalkyl~'isahydrocarbylgroupcontainingatleastone 
saturatedorpartiallyunsaturatedringstructureandattachedviaaringcarbon.Invariousembodimentsit 
referstoasaturatedorapartiallyunsaturatedC 3 -C1 2 cyclicmoietyexamplesofwhichincludecyclopropyl, 

15 cyclobutyl, cyclopentyl, cyclopentenyl, cyclohexyl, cyclohexenyl, cycloheptyl and cyclooctyl.  
"CycloalkyloxyisRO whereRiscycloalkyl.  

[0025J Asusedhereintheterms"halogen and"halo"referstochloro( Cl),bromo( Br), 
fluoro( F)oriodo( I). '4HaloalkoxyI,, referstoanalkoxygroupsubstitutedwithoneormorehalogroups 
andexamplesofhaloalkoxygroupsincludebutarenotlimitedto, OCF3, OCHF2 and OCH2E 

20 "Haloalkoxyalkyl"referstoanalkylmoietysubstitutedwithahaloalkoxygroupwhereinhaloalkoxyisas 
defined herein. Examples of haloalkoxyalkyl groups include trifluoromethoxymethyl, 
trifluoroethoxymethylandtrifluoromethoxyethyl."Haloalkyl"referstoanalkylmoietysubstitutedwith 
oneormorehalogroups.Examplesofhaloalkylgroupsinclude CF3 and CHF2.  

[0026J Asusedhereintheterm"heteroalkyl"referstoastraight-orbranched-chainalkylgroup 
25 havingfrom2to14carbons(insomeembodiments,2to10carbons)inthechainoneormoreofwhich 

hasbeenreplacedbyaheteroatomselectedfromS,0,PandN.Exemplaryheteroalkylsincludealkyl 
etherssecondaryandtertiaryalkylaminesamidesalkylsulfidesandthelike.  
[0027J Asusedhereintheterm"heterocyclyl"includestheheteroarylsdefinedbelowandrefers 
toasaturatedorpartiallyunsaturatedmonocyclicbicyclicortricyclicgroupof2to14ring-carbonatoms 

embodimentstheheterocyclicgroupisattachedtoanothermoietythroughcarbonorthroughaheteroatom 
andisoptionallysubstitutedoncarbonoraheteroatom.Examplesofheterocyclylincludeazetidinyl, 
benzoimidazolyl, benzofuranyl, benzofurazanyl, benzopyrazolyl, benzotriazolyl, benzothiophenyl, 
benzoxazolyl, carbazolyl, carbolinyl, cinnolinyl, furanyl, imidazolyl, indolinyl, indolyl, indolazinyl, 

35 indazolyl, isobenzofuranyl, isoindolyl, isoquinolyl, isothiazolyl, isoxazolyl, naphthpyridinyl, oxadiazolyl, 
oxazolyloxazolineisoxazolineoxetanylpyranylpyrazinylpyrazolylpyridazinylpyridopyridinyl, 
pyridazinylpyridylpyrimidylpyrrolyl, quinazolinylquinolylquinoxalinyltetrahydropyranyl, 
tetrahydrothiopyranyltetrahydroisoquinolinyltetrazolyltetrazolopyridylthiadiazolylthiazolylthienyl, 
triazolyl, azetidinyl, 1,4-dioxanyl, hexahydroazepinyl, piperazinyl, piperidinyl, pyridin-2-onyl, 

40 pyrrolidinyl, morpholinyl, thiomorpholinyl, dihydrobenzoimidazolyl, dihydrobenzofuranyl, 
dihydrobenzothiophenyl, dihydrobenzoxazolyl, dihydrofuranyl, dihydroimidazolyl, dihydroindolyl, 
dihydroisooxazolyl, dihydroisothiazolyl, dihydrooxadiazolyl, dihydrooxazolyl, dihydropyrazinyl, 
dihydropyrazolyl, dihydropyridinyl, dihydropyrimidinyl, dihydropyrrolyl, dihydroquino1inyl, 
dihydrotetrazolyl, dihydrothiadiazolyl, dihydrothiazolyl, dihydrothienyl, dihydrotriazolyl, 

45 dihydroazetidinylmethylenedioxybenzoyltetrahydroftiranylandtetrahydrothienylandN-oxidesthereof 
,, 

"HeterocyclyloxyisRO whereRisheterocyclyl."Heterocyclylthio"isRS whereRisheterocyclyl.  

[0028J Asusedhereintheterm"3-or4-memberedheterocyclyl"referstoamonocyclicring 
having3or4ringatomswhereinatleastoneringatomisheteroatomselectedfromthegroupconsisting 

3 

30 andinadditiontoring-carbonatoms,1to4heteroatomsselectedfromPN,0andS.Invarious
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ofN0andS.Non-limitingexamplesof3-or4-memberedheterocyclylincludeaziridinyl,2H-azirinyl, 
oxiranylthuiranylazetidinyl,2,3-dihyroazetylazetyl,1,3-diazetidinyloxetanyl,2H-oxetylthietanyland 
2H-thietyl.  

100291 Asusedhereintheterm'~heteroaryl"referstoamonocyclicbicyclicortricyclicring 
5 havingupto7atomsineachringwhereinatleastoneringisaromaticandcontainsfrom1to4heteroatoms 

intheringselectedfromthegroupconsistingofN,0andS.Non-limitingexamplesofheteroarylinclude 
pyridylthienylfuranylpyrimidylimidazolylpyranylpyrazolylthiazolylthiadiazolylisothiazolyl, 
oxazolyl, isoxazoyl, pyrrolyl, pyridazinyl, pyrazinyl, quinolinyl, isoquinolinyl, benzofuranyl, 
dibenzofuranyldibenzothiophenylbenzothienylindolylbenzothiazolylbenzooxazolylbenzimidazolyl, 

10 isoindolylbenzotriazolylpurinylthianaphthenylandpyrazinyl.Attachmentofheteroarylcanoccurvia 
anaromaticringorifheteroarylisbicyclicortricyclicandoneoftheringsisnotaromaticorcontainsno 

4 0 C 

heteroatomsthroughanon-aromaticnngoranngcontainingnoheteroatoms. 'Heteroaryl"isalso 
understoodtoincludetheN-oxidederivativeofanynitrogencontainingheteroaiyl."Heteroa7loxy is 
RO whereKisheteroaryl.  

15 [0030J Asusedhereintheterm"hdlk 'I, referstoanalkoxygroupsubstitutedwitha 
hydroxylgroup( OH) whereinalkoxyisasdefinedherein.Anexampleofhydroxyalkoxyis 
hydroxyethoxy.  

[0031J Asusedhereintheterm"hdlkl"referstoalinearorbranchedmonovalentC 1

C1 0 hydrocarbongroupsubstitutedwithatleastonehydroxygroupandexamplesofhydroxyalkylgroups 
20 includebutarenotlimitedtohydroxymethylhydroxyethylhydroxypropylandhydroxybutyl.  

[0032J Asusedhereinthetenit"pharmaceuticallyacceptable"meanssuitableforusein 
pharmaceuticalpreparationsgenerallyconsideredassafeforsuchuseofficiallyapprovedbyaregulatory 
agencyofanationalorstategovernmentforsuchuseorbeinglistedintheU.S.Pharmacopoeiaorother 
generallyrecognizedpharmacopoeiaforuseinanimalsandmoreparticularlyinhumans.  

25 [0033J AsusedhereinthetermC'pharmaceuticallyacceptablecarrier"referstoadiluentadjuvant, 
4 

excipientorcarnerorotheringredientwhichispharmaceuticallyacceptableandwithwhichacompound 
oftheinventionisadministered.  

[0034J Asusedhereintheterm"pharmaceuticallyacceptablesalt"referstoasaltwhichmay 
enhancedesiredpharmacologicalactivity.Examplesofpharmaceuticallyacceptablesaltsincludeacid 

30 additionsaltsformedwithinorganicororganicacidsmetalsaltsandaminesalts.Examplesofacidaddition 

nitricacidandphosphoricacid.Examplesofacidadditionsaltsformedwithorganicacidssuchasacetic 
acidpropionicacidhexanoicacidheptanoicacidcyclopentanepropionicacidglycolicacidpyruvicacid 
lacticacidmalonicacidsuccinicacidmalicacidmaleicacidfumaricacidtartaricacidcitricacid, 

35 benzoicacido-(4-hydroxy-benzoyl)-benzoicacidcinnamicacidmandelicacidmethanesulfonicacid, 
ethanesulfonicacid,1,2-ethanedisulfonicacid,2-hydroxyethane-sulfonicacidbenzenesulfonicacidp
chlorobenzenesulfonicacid,2-naphthalenesulfonicacidp-toluenesulfonicacidcamphorsulfonicacid,4

methyl-bicyclo[2.2.2]oct-2-ene1-carboxylicacidgluco-heptonicacid44'-methylenebis(3-hydroxy-2

naphthoic)acid,3-phenylpropionicacidtrimethyl-aceticacidtertiarybutylaceticacidlaurylsulfuricacid, 
40 gluconicacidglutamicacidhydroxy-naphthoicacidssalicylicacidstearicacidandmuconicacid.  

Examplesofmetalsaltsincludesaltswithsodiumpotassiumcalciummagnesiumaluminumironand 
zincions.Examplesofaminesaltsincludesaltswithammoniaandorganicnitrogenousbasesstrong 
enoughtoformsaltswithcarboxylicacids.  

[0035J Asusedhereintheterm'Csubstituted"meansanyofabovegroups(i.e.,alkylaryl, 
45 heteroarylheterocycleorcycloalkyl)whereinatleastonehydrogenatomofthemoietybeingsubstituted 

isreplacedwithasubstituent.Inoneembodimenteachcarbonatomofthegroupbeingsubstitutedis 
substitutedwithnomorethantwosubstituents.Inanotherembodimenteachcarbonatomofthegroup 
beingsubstitutedissubstitutedwithnomorethanonesubstituent.Inthecaseofaketosubstituenttwo 

4 

saltsformedwithinorganicacidsincludesaltswithhydrochloricacidhydrobromicacidsulfuricacid,
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hydrogenatomsarereplacedwithanoxygenwhichisattachedtothecarbonviaadoublebond.Unless 

specificallydefinedsubstituentsincludehalohydroxyl,(lower)alkylhaloalkylmono-ordi-alkylamino, 
arylheterocycle-NO 2 ,B(OH)2 ,BPin-NRYv,-NRaCQO)RtNRaCQO)NRaR~ NRaCQO)ORt, 
N&SO2 R~,-04-CN,-CQ0)R~-C(~O)O~,-CQO)N&R~,-OCQO)&,-OCQO)O&-OCQ=O)N&R~, 

5 -N&S02 &,-P03 4-P0(0R~Q(0R~),-S0 2 R~~,-S(0)R~,-SO(N)&(e.g.,sulfoximine),-(R~~)S=NRt(e.g., 
sulfilimine)and-SR~ 1 ,wherein~andRtarethesameordifferentandindependently-Hhaloaminoalkyl, 
haloalkylarylorheterocycleorwhereinR~ 1 andRttakentogetherwiththenitrogenatomtowhichthey 
areaftachedformaheterocycle.itandRpmaybeinthepluralbasedonatomswhichthoseareaftached 
to.  

10 100361 Asusedhereintheterm"therapeuticallyeffectiveamount"meanswhenappliedtoa 
compoundoftheinventionisintendedtodenoteanamountofthecompoundthatissufficienttoameliorate, 
palliatestabilizereverseslowordelaytheprogressionofadisorderordiseasestateorofasymptomof 
thedisorderordisease.Inanembodimentthemethodofthepresentinventionprovidesforadministration 

15theamountof 
ofcombinationsofcompounds. Insuchinstancesthe'therapeuticallyeffectiveamount,:I .  

15 acompoundofthepresentinventioninthecombinationsufficienttocausetheintendedbiologicaleffect.  

[0037J Asusedhereintheterm"treatment"or'treating"asusedhereinmeansamelioratingor 
reversingtheprogressorseverityofadiseaseordisorderoramelioratingorreversingoneormore 

,, " 

symptomsorsideeffectsofsuchdiseaseordisorder"Treatmentortreating, asusedhereinalsomeans 
toinhibitorblockasinretardarrestrestrainimpedeorobstructtheprogressofasystemconditionor 

20 stateofadiseaseordisorderForpurposesofthisinvention,'treatment"or'treating"furthermeansan 
approachforobtainingbeneficialordesiredclinicalresultswhere"beneficialordesiredclinicalresults 
includewithoutlimitationalleviationofasymptomdiminishmentoftheextentofadisorderordisease, 
stabilized(i.e.notworsening)diseaseordisorderstatedelayorslowingofadiseaseordisorderstate, 
ameliorationorpalliationofadiseaseordisorderstateandremissionofadiseaseordisorderwhether 

25 partialortotal.  

[0038J Compounds 
[0039J ThepresentdisclosureprovidesacompoundofFormula(I): 

- R 5  N 
r* 

Er 

- *4, 

I NH 
I 

1 11 

I Het 1 x 'I I 

/44, St 
~ _ _ CE' RLL N 4% _ _ 0~ H Formula 

orapharmaceuticallyacceptablesalthydrateorsolvatethereofwherein: 
30 XisOorS, 

Lisabond,-0-,-S-,or 
R1~ alkylcycloalkylarylheteroarylorheterocyclylwhereinR'isoptionallysubstitutedwithoneor 

moresubstituentsindependentlyselectedfromRi~ 
Ris-HorCv6 alkyl; 

35 R7~ cl-6 alkylC2 6 alkenylC2 6 alkynylcycloalkylarylheteroarylheterocyclylhalooxocyano, 
hydroxy,-C(O)R 9 -C(0)0R 9 -C(0)NR'0 R", -OR9 -OC(O)R9 ,-OC(O)NR'0 R"-SR9 -S(0)R 9 ,
S(O)2R9 , -S(O)Q=NH)R' 0 ,-S(O)2 NR'0 R" -NR'0 R" -N(R6)NR'0 R" -N(R6 )0R9 ,-N(R6 )C(O)R9 ,
N(R6 )C(O)0R9,-N(R6 )C(O)NR'0 R" N(R6)S(O)2R9 , -N(R6 )S(O)2 NR'0 R"or 

R9 ~-HCi-6 alkylC1 6 haloalkylC2 6 alkenylC2 6 alkynylcycloalkylarylheteroarylorheterocyclyl; 
40 EachR'0 andR"isindependently-HCusalkylC 2 6 alkenylCzwsalkynylcycloalkylarylheteroarylor 

heterocyclylorR' 0 andR"aretakentogetherwiththenitrogenatomtowhichtheyareattachedto 
forma4-to12-memberedheterocyclyloptionallysubstitutedwithoneormoregroupsselectedfrom 
thegroupconsistingofhalohydroxylalkylalkenylalkynylhaloalkylhydroxyalkyl,-CN,-NO 2 , 
NR'0 R" -NR'0 CQ=O)R9,-NR'0 C(=O)NR'0 R" -NR'0C(=O)OR9 -OR9 ,-C(=O)R9 ,-CQ=O)0R9 ,

5 

/ M
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CQO)NR'0 R"-OCQO)R 9 ,-OCj=O)0R9 and-OC(=O)NR' 0 R" 
EachR'2 andR'3 isindcpcndcntlyCusalkylCusalkoxyC 3 -8 cycloalkylaryllicteroaryllicterocyclylor 

K'2 andK'3 arctakentogetherwiththephosphorusatomtowhichtheyareattachedtoforma4-to8
memberedheterocyclyloptionallysubstitutedwithoneormoregroupsselectedfromthegroup 

5 consistingofhalohydroxylalkylalkenylalkynylhaloalkylhydroxyalkyl,-CN,-NO 2 ,-NR'0 R"
NR'0 CQO)R9 ,-NR'0 C(=O)NR'0 R"-NR'0 CQO)0R9 -OR9 -CQO)R 9 ,-C(=O)0R9 , -CQO)NR' 0 R" 
-OC(=O)R9,-OCQ=O)OR 9,and Q='.  

Hetisselectedfromthegroupconsistingof 

Ra 
Rb Rb 

RC 

10 EachofR~RbandRCisindependently-H,-Dhalo-CF 3 ,-CF2 H,-CH2 F,-CN-OR9 or 
Ris-H,-D-CD3 ,C1 6 alkylC2 6 alkenylC2 6 alkynylcycloalkylarylheteroarylheterocyclylhalo, 

hydroxyl, -CD2OH -CN,-NO2 ,haloalkyltrimethylsilylethoxymethyl,-C(O)R 9 , -C(O)0R 9 ,
C(O)NR'0 R" -OR9 ,-OC(O)R9 ,-OC(O)NR' 0 R" -SR9 ,-S(O)R9 ,-S(O)2 R9 , -S(O)Q=NH)R' 0 ,
S(O)2 NR'0 R"-NR'0 R"-N(R6 )NR'0 R"-N(R6 )0R9 -N(R6 )C(O)R9 -N(R6 )C(O)R9 , -N(R6)C(O)0R9 , 

15 -N(R6)C(O)NR'0 R" -N(R6)S(O)2 NR'0 R",or whereintheC 1 6 alkylC2 

6alkenylC2 -6 alkynylcycloalkylaiylheteroarylorheterocyclylisoptionallysubstitutedwithoneor 
moregroupsselectedfromthegroupconsistingofhalohydroxylalkylalkenylalkynylhaloalkyl, 
hydroxyalkyl,-CN-NO 2 ,-NR'0 R"-NR'0 C(0)R9 -NR'0 CQO)NR'0 R"-NR'0 C(0)0R9 -OR9

CQO)R9 ,-C(=O)0R9 , -CQ=O)NR' 0 R"-OC(=O)R 9 ,-OCQ=O)0R 9 and-OCQO)NR' 0 R" 
20 R3~ -H,-D-CD3 ,C1 6 alkylC2 6 alkenylC2 6 alkynylcycloalkylaiylheteroarylheterocyclylhalo, 

cyanohydroxy,-CH 2 OH,-CD2 OH,-OH,-CN-NO 2 ,haloalkyl,-C(O)R 9 ,-C(O)0R9 ,-C(O)NR'0 R" 
-OR9 -OC(O)R9 ,-OC(O)NR'0 R"-SR9 , -S(O)R 9 ,-S(O)2 R9 ,-S(O)QNH)R' 0 ,-S(O)2 NR'0 R"-NR'0 R" 
-N(R6 )NR'0 R"-N(R6 )0R9 -N(R6 )C(O)R9 ,-N(R6 )C(O)0R9 -N(R6 )C(O)NR'0 R"-N(R6 )S(O)2 R9

N(R6 )S(O)2 NR'0 R"or 
25 Misabond,-0-,-~-, or 

Ris-HorCv6 alkyl; 

hydroxy,-C(O)R 9 -C(O)0R9 ,-C(O)NR'0 R" - -S(O)2 R9 ,-S(O)(=NH)R' 0 -S(O) 2NR'0R" or
P(O)R'2 R'3 whereinC1 6 alkylC~wsalkenylC 2 6 alkynylcycloalkylarylheteroarylorheterocyclyl 

30 isoptionallysubstitutedwithoneormoregroupsselectedfromthegroupconsistingofhalohydroxyl, 
alkylalkenylalkynylhaloalkylhydroxyalkyl,-CN,-CD 3 ,-NO2 ,-NR'0 R" -NR'0 C(=O)R9 ,
NR'0 C(=O)NR'0 R"-NR'0 CQO)OR9 -NR'0 S(O)2 R9 -OR9 ,-CC=O)R9 -CQO)0R 9 , -CQ=O)NR' 0R" 
-OCQ=O)R9 ,-OCQ=O)0R 9 ,and-OCQ=O)NR' 0 R"and 

R5~ -H,-D-CD3 ,C1 6 alkylC2 6 alkenylC2 6 alkynylcycloalkylhalohydroxyl,-CH 2 OH-CD2 OH
35 CNorhaloalkyl.  

100401 InsomeembodimentsLisabondandR1' cycloalkylwhichisoptionallysubstituted 
withoneormoregroupsselectedfromthegroupconsistingofC 1 6 alkylC2 6 alkenylC2 6 alkynyl, 
cycloalkylhalocyanohydroxy,-C(O)R 9 ,-C(O)0R9 -C(O)NR' 0 R"-OR9 -OC(O)R9 -OC(O)NR'0 R" 

-N(R6 )NR'0 R", -N(R6 )0R9 ,-N(R6 )C(O)R9 ,-N(R6 )C(O)0R9 and-N(R6 )C(O)NR'0 R".  
40 [0041J InsomeembodimentseachofR 2 andR3 ~ independently-Hhaloalkylthiohaloalkyl, 

oralkyl.  
[0042J InsomeembodimentsMisabond,-0-, or-NR6 -andR4 ~-H,-DC1 -6 alkylC2 6 alkenyl, 

alkynylcycloalkylarylheteroarylheterocyclylhalocyanohydroxy,-C(O)R 9 , -C(O)NR' 0 R"
S(O)2 R9 ,-S(O)Q=NH)R' 0 ,or-S(O)2 NR'0 R"whereintheC 1 6 alkylC2 6 alkenylC2 6 alkynylcycloalkyl, 

45 arylheteroarylorheterocyclylisoptionallysubstitutedwithoneormoregroupsselectedfromthegroup 

6 

R4~ -H,-DC1 6 alkylC2 6 alkenylC2 6 alkynylcycloalkylarylheteroarylheterocyclylhalocyano,
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consistingofhalohydroxyalkylalkenylalkynylhaloalkylhydroxyalkyl,-CN-CD 3 ,-NR'0 R" 
NR'0 S(O)2 R9 ,and-NR'0 CQO)R9 .  

1004311 InanotherembodimentthereisprovidedacompoundofFormula(II): 

0 Ra 

HN 

M~R 

Formula(II).  

5 [0044J whereinK',K 2 ,B?,K4 ,K5 ,BYRbMandLareasdefinedaboveforFormula(I).  

[0045J InsomeembodimentsLisabond;R1* cyclopropylwhichisoptionallysubstitutedwith 
oneormoregroupsselectedfromthegroupconsistingofhaloCvaalkylCv3hydroxyalkylandC 1 3 

haloalkyl;Ris-HalkylhalohaloalkyloralkylthioBis-Halkylorhalo;Misabond,-0--S-or
NR6- K4 is -H halo, alkyl, hydroxyalkyl, haloalkyl, haloalkenyl, cycloalkyl, cyanoalkyl, 

10 aminocarbonylalkyl, acetamindoethyl, propionamidoethyl, foimamidoethyl, cycloalkylalkyl, 
cyc1oalkyl(hydroxy)alkyl, hydroxycycloalkyl, methoxycycloalkyl, cycloalkyl(methoxy)methyl, 
alkoxyalkyl, alkenyl, methylsulfonamidoethyl, imidazolylethyl, dioxanyl, 
cyc1obutanylcarbonylaminoethyl, difluoroacetamidoethyl, trifluoroacetamidoethyl, methylthiomethyl, 
methylthioethyl, cyclopropylcarbonylamino(cyano)methyl, cyano(difluoroacetamido)methyl, propanyl

15 1,1,1,3,3,3-d6)amino, tetrahydrofuranyl, methylimidazolylethyl, furanyl, pyrrolyl, methylpyrrolyl, 
isoxazolyltetrazolylalkylmethylpyrazolylormethylpyrazolylmethyl;andR 5 ~ -Halkylorhalo.Non
limitingexamplarycompoundsofFormula(II)includeExamples1and2ofTable1.  

[0046J InanotherembodimentthereisprovidedacompoundofFormula(III): 

0 Ra 5 
'I 

HN 

M~R 

Formula(III).  

[0048J InsomeembodimentsLisabond;R1~ cyclopropylwhichisoptionallysubstitutedwith 
oneormoregroupsselectedfromthegroupconsistingofhaloCuaalkylCv3hydroxyalkylandCv3 
haloalkyl;Kis-HalkylhalohaloalkyloralkylthioBis-Halkylorhalo;Misabond,-0--S-or
NR6- K4 is -H halo, alkyl, hydroxyalkyl, haloalkyl, haloalkenyl, cycloalkyl, cyanoalkyl, 

25 aminocarbonylalkyl, acetamindoethyl, propionamidoethyl, foimamidoethyl, cycloalkylalkyl, 
cyc1oalkyl(hydroxy)alkyl, hydroxycycloalkyl, methoxycycloalkyl, cycloalkyl(methoxy)methyl, 
alkoxyalkyl, alkenyl, methylsulfonamidoethyl, imidazolylethyl, dioxanyl, 
cyc1obutanylcarbonylaminoethyl, difluoroacetamidoethyl, trifluoroacetamidoethyl, methylthiomethyl, 
methylthioethyl, cyclopropylcarbonylamino(cyano)methyl, cyano(difluoroacetamido)methyl, propanyl

30 1,1,1,3,3,3-d6)amino, tetrahydrofuranyl, methylimidazolylethyl, furanyl, pyrrolyl, methylpyrrolyl, 
isoxazolyltetrazolylalkylmethylpyrazolylormethylpyrazolylmethyl;andR 5 ~ -Halkylorhalo.Non
limitingexamplarycompoundsofFormula(III)includeExamples3and23ofTable1.  

[0049J InanotherembodimentthereisprovidedacompoundofFormula(IV): 

7 

20 [0047J whereinK',K 2 ,B?,K4 ,K5 ,R~,RbMandLareasdefinedaboveforFormula(I).
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R1  0 

HN 

MR 

Formula(IV).  
[OO5OJ whereinR',K 2 ,K3 ,K4 ,K5 ,Ka, KbMandLareasdefinedaboveforFormula(I).Non
limitingexamplarycompoundsofFormula(IV)includeExamples24and307ofTable1.  

100511 InsomeembodimentsLisabondandK1* cycloalkylwhichisoptionallysubstituted 
5 withoneormoregroupsselectedfromthegroupconsistingofC 1 6 alkylC2 6 alkenylC2 6 alkynyl, 

cycloalkylhalocyanohydroxy,-C(O)K 9 ,-C(O)0K9 -C(O)NK' 0 K"-OK9 -OC(O)K9 -OC(O)NK'0 K" 
-NK'0 K",-N(K6 )NK'0 K", -N(K6 )0K9 ,-N(K6 )C(O)K9,-N(K6 )C(O)0K9 and-N(K6 )C(O)NK'0 K".  

[0052J InsomeembodimentsLisaboncVK1~ cycloalkylwhichisoptionallysubstitutedwith 
oneormoregroupsselectedfromthegroupconsistingofhaloC 1 3 alkylCvhydroxyalkylandC 1 3 

10 haloalkyl.Inparticularembodimentsthecycloalkylisselectedfromcyclopropylcyclobutyland 
cyclopentyl.  
[0053J InsomeembodimentsLisabond;K1~ cyclopropylwhichisoptionallysubstitutedwith 
oneormoregroupsselectedfromthegroupconsistingofhaloC 1 -C3 alkylC1 -C3 hydroxyalkylandC 1 -C3 

haloalkyl;Kis-HalkylhaloalkylorhaloK 3 is-HalkylorhaloMisabond,-0-,or-NK 6 - 4.  

15 haloalkylmonoalkylaminoordialkylamino~K5. -Halkylorhalo.InparticularembodimentsLisa 
bon&K~~-ifKbP~-ifK'iscyclopropylsubstitutedwithchlorofluoroC 1 -C3 alkylCrC3hydroxyalkyl 
orC1 -C3 haloalkyl;K2 is-HalkylchloroorfluoroK 3 is-HalkylchloroorfluoroMisabondor
NH-K4. -Hchlorofluoromethylethylpropylisopropylbutylmethylaminoordimethylaminoand 
K5. -Horalkyl.InparticularembodimentsLisabon&R'is-HKbis-ifK'iscyclopropylsubstituted 

20 withchloroorfluoroK 2 is-HchloroorfluoroK3. Hchloroorfluoro*MJ~abondorNH*K4. 
Hchlorofluoromethylethylpropylorisopropyl;andK 5 is-H.Non-limitingexamplarycompounds 
havingsuchsubstituentsincludeExamples61,64,84,85,86,155,156,and157ofTable1.  

[0054J InsomeembodimentsLisabond;K1~ cyclopropylwhichisoptionallysubstitutedwith 
oneormoregroupsselectedfromthegroupconsistingofhaloC 1 -C3 alkylC1 -C3 hydroxyalkylandC 1 -C3 

NK6- K4 is-Hhaloalkylhydroxyalkylhaloalkylhaloalkenylcycloalkylmonoalkylaminoor 
dialkylaminoandK 5 is-Halkylorhalo.Non-limitingexamplarycompoundshavingsuchsubstituents 
includeExamples33,39,40,46,82,102,141,166,228,and286ofTable1.  

[0055J InsomeembodimentsLisabond;K1~ cyclopropylwhichisoptionallysubstitutedwith 
30 oneormoregroupsselectedfromthegroupconsistingofhaloC 1 -C3 alkylC1 -C3 hydroxyalkylandC 1 -C3 

haloalkyl;Kis-Halkylhalohaloalkyloralkylthio~K 3 is-Halkylorhalo;Misabond,-0--S-or
NK6- K4 is -H halo, alkyl, hydroxyalkyl, haloalkyl, haloalkenyl, cycloalkyl, cyanoalkyl, 
aminocarbonylalkyl, acetamindoethyl, propionamidoethyl, formamidoethyl, cycloalkylalkyl, 
cyc1oalkyl(hydroxy)alkyl, hydroxycycloalkyl, methoxycycloalkyl, cycloalkyl(methoxy)methyl, 

35 alkoxyalkyl, alkenyl, methylsulfonamidoethyl, imidazolylethyl, dioxanyl, 
cyc1obutanylcarbonylaminoethyl, difluoroacetamidoethyl, trifluoroacetamidoethyl, methylthiomethyl, 
methylthioethyl, cyclopropylcarbonylamino(cyano)methyl, cyano(difluoroacetamido)methyl, propanyl
1,1,1,3,3,3-d6)amino, tetrahydrofuranyl, methylimidazolylethyl, furanyl, pyrrolyl, methylpyrrolyl, 
isoxazolyltetrazolylalkylmethylpyrazolylormethylpyrazolylmethyl;andK5, -Halkylorhalo.Non

40 limitingexamplarycompoundshavingsuchsubstituentsincludeExamples26,27,34,38,41-44,50,58, 
62,63,66,68,73,77,79,80,83,87,88,90-92,94,96,101,105,107,110,113,116,118-120,128,130, 
131,133,134,136,141,153,160,162,166-168,170,173-176,179,181,183,186,188,190,191,194, 
208,210,213,215-219,221,223,226,228,232,235,237,248,250,252,257,261,262,264,266,268, 

8 

25 haloalkyl;Kis-HalkylhalohaloalkyloralkylthioK 3 is-Halkylorhalo;Misabond,-0--S-or-
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269,272,273,284-290,295,300,and302-305ofTable1.  

1005611 Inanembodimentthereisprovidedapharmaceuticalcompositioncomprisinga 
pharmaceuticallyacceptablecarrierordiluentandacompoundofFormula(I)orapharmaceutically 
acceptablesaltthereof 

5 [0057J MedicalusesandMethodsoftreatmentusingthecompounds 
[0058J Thepresentdisclosureprovidesamethodoftreatingasubjectwithadiseaseordisorder 
associatedwithmodulationofHPK1comprising:administeringtothesubjectinneedthereofa 
therapeuticallyeffectiveamountofthecompoundofFormula(I)orapharmaceuticallyacceptablesalt 
thereofInsomeembodimentsthediseaseordisorderassociatedwithmodulationofHPK1isacancer, 

10 metastasisinflammationorimmunediseaseincludingautoimmunedisease.  

[0059J Insomeotherembodimentsthediseaseiscancermetastasisinflammationorauto
immunedisease.Inparticularembodimentsthecancerisselectedfromthegroupconsistingofcarcinomas, 
melanomasblastomassarcomaslymphomasandleukemias includingwithoutlimitation bladder 
carcinomabraintumorsbreastcancercervicalcancercolorectalcanceresophagealcancerendometrial 

15 cancerhepatocellularcarcinomalaryngealcancerlungcancerosteosarcomaovariancancerpancreatic 
4 

cancerprostatecancerrenalcarcinomaandthyroidcanceracutelymphocyticleukemiaacutemyeloid 
leukemiaependymomaEwing'ssarcomaglioblastomamedulloblastomaneuroblastomaosteosarcoma, 
rhabdomyosarcomarhabdoidcancerandnephroblastoma(Wilm'stumor).  

[0060J Insomeembodimentstheautoimmunediseaseisaninflammatoryboweldisease, 
20 Addison'sdiseasealopeciaareataankylosingspondylitisantiphospholipidsyndromehemolytic 4 anemia, 

autoimmunehepatitisBehcet9sdiseaseBerger 9 sdiseasebullouspemphigoidcardiomyopathyceliac 
spinechronicfatigueimmunedysfunctionsyndrome(CFJDS),chronicinflammatorydemyelinating 
polyneuropathyChurg-Strausssyndromecicatricialpemphigoidcoldagglutinindiseasetype1diabetes, 
discoidlupusessentialmixedcryoglobulinemiaGraves'diseaseGuillain-BarresyndromeHashimoto9s 

25 thyroiditishypothyroidismautoimmunelymphoproliferativesyndrome(ALPS),idiopathicpulmonary 
fibrosisidiopathicthrombocytopeniapurpura(ITP),juvenilearthritislichenplanuslupuserythematosus, 
Meniere'sdiseasemixedconnectivetissuediseasemultiplesclerosismyastheniagravispemphigus 
vulgaris, pernicious anemia, polychondritis, autoimmune polyglandularsyndromes, polymyalgia 

4 4 rheumaticapolymyositis, dermatomyositis, pnmaryagammaglobulinemiaprimarybiliarycirrhosis, 
30 psoriasispsoriaticarthritisRaynaud'sphenomenonReiter'ssyndromerheumaticfeverrheumatoid 

artentisulcerativecolitisuveitisvasculitisorgranulomatosiswithpolyangiitis.  
, 

[0061J InanotherembodimentthereisprovidedtheuseofacompoundofFormula(I)ora 
pharmaceuticallyacceptablesaltthereofforthemanufactureofamedicamentforinhibitingHPK1activity 

35 inasubjectinneedofinhibitionofHPK1activity.Insomeembodimentstheuseincludestreatmentof 
cancer.  

[0062J Suitablesubjectstobetreatedaccordingtothepresentdisclosureincludemammalian 
subjects.Mammalsaccordingtothepresentdisclosureincludebutarenotlimitedtohumancaninefeline, 
bovinecaprineequineovineporcinerodentslagomorphsprimatesandthelikeandencompass 

40 mammalsin . Subjectsmaybeofeithergenderandatanystageofdevelopment.Inoneembodiment, 
thesuitablesubjecttobetreatedaccordingtothepresentdisclosureishuman.  

[0063J Thecompoundsofthepresentdisclosurearegenerallyadministeredinatherapeutically 
effectiveamount.Thecompoundsofthepresentdisclosurecanbeadministeredbyanysuitableroutein 
theformofapharmaceuticalcompositionadaptedtosucharouteandinadoseeffectiveforthetreatment 

45 intended. Aneffectivedosageistypicallyintherangeofabout0.01toabout1000mgperkgbodyweight 
perdaypreferablyabout0.01toabout500mg/kg/dayinsingleordivideddoses.Dependingonage, 
speciesanddiseaseorconditionbeingtreateddosagelevelsbelowthelowerlimitofthisrangemaybe 
suitable.Inothercasesstilllargerdosesmaybeusedwithoutharmfulsideeffects.Largerdosesmayalso 
bedividedintoseveralsmallerdosesforadministrationthroughouttheday.Methodsfordetermining 

9 

arthritissarcoidosissclerodermaSjogrenssyndromestiff-mansyndromeTakayasuarteritisgiantcell
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suitabledosesarewellknowninthearttowhichthepresentdisclosurepertains.ForexampleRemington: 
TheScienceandPracticeofPharmacyMackPublishingCo.,201%ed.,2000canbeused.  

100641 PharmaceuticalCompositionsDosageFormsandAdministrationRoutes 
[0065J Forthetreatmentofthediseasesorconditionsreferredtoabovethecompoundsdescribed 

5 hereinorpharmaceuticallyacceptablesaltsthereofcanbeadministeredasfollows: 
[0066J Oraladministration 
[0067J Thecompoundsofthepresentdisclosuremaybeadministeredorallyincludingby 
swallowingsothatthecompoundentersthegastrointestinaltractorabsorbedintothebloodstream 
directlyfromthemouth(e.g.,buccalorsublingualadministration).Suitablecompositionsfororal 

10 administrationincludesolidliquidgelorpowderformulationsandhaveadosageformsuchastablet, 
lozengecapsulegranuleorpowderCompositionsfororaladministrationmaybeformulatedasimmediate 
ormodifiedreleaseincludingdelayedorsustainedreleaseoptionallywithentericcoating. Liquid 
formulationscanincludesolutionssyrupsandsuspensionswhichcanbeusedinsoftorhardcapsules.  
Suchformulationsmayincludeapharmaceuticallyacceptablecarrierforexamplewaterethanol, 

15 polyethyleneglycolcelluloseoranoil. Theformulationmayalsoincludeoneormoreemulsifying 
agentsand/orsuspendingagents.  

[0068J Inatabletdosageformtheamountofdrugpresentmaybefromabout0,050~toabout9500 
byweightmoretypicallyfromabout20otoabout50obyweightofthedosageformInadditiontablets 
maycontainadisintegrantcomprisingfromabout0.50otoabout3500byweightmoretypicallyfrom 

20 about200toabout2500ofthedosageform. Examplesofdisintegrantsincludebutarenotlimitedto, 
lactosestarchsodiumstarchglycolatecrospovidonecroscarmellosesodiummaltodextrinormixtures 
thereof 

[0069J Suitablelubricantsforuseinatabletmaybepresentinamountsfromabout0. 10otoabout 
50~byweightandincludebutarenotlimitedtotalcsilicondioxidestearicacidcalciumzincor 

25 magnesiumstearatesodiumstearylfumarateandthelike.  

[0070J Suitablebindersforuseinatabletincludebutarenotlimitedtogelatinpolyethylene 
glycolsugarsgumsstarchpolyvinylpyrrolidonehydroxypropylcellulosehydroxypropylmethyl 
celluloseandthelike. Suitablediluentsforuseinatabletincludebutarenotlimitedtomannitolxylitol, 
lactosedextrosesucrosesorbitolmicrocrystallinecelluloseandstarch.  

30 [0071J Suitablesolubilizersforuseinatabletmaybepresentinamountsfromabout0.100to 

dodecylsulfatepropylenecarbonate, diethyleneglycolmonoethyletherdimethylsosorbidepolyethylene 
glycol(naturalorhydrogenated)castoroilHCORTM(Nikkol),oleylesterGelucire~'caprylic/caprylic 
acidmono/diglyceridesorbitanfattyacidestersandSolutolH5'~~' 

35 [0072J ParenteralAdministration 

[0073J Compoundsofthepresentdisclosuremaybeadministereddirectlyintothebloodstream 
muscle orinternalorgans.Suitablemeansforparenteraladministrationincludeintravenous intra
muscularsubcutaneousintraarterialintraperitonealintrathecalintracranialandthelike. Suitabledevices 
forparenteraladministrationincludeinjectors(includingneedleandneedle-freeinjectors)andinfusion 

40 methods, 

[0074J Compositionsforparenteraladministrationmaybeformulatedasimmediateormodified 
release includingdelayedorsustainedrelease.Mostparenteralformulationsareaqueoussolutions 
containingexcipientsincludingsaltsbufferingagentsandisotonicagents.Parenteralformulationsmay 
alsobepreparedinadehydratedform(e.g.,bylyophilization)orassterilenon-aqueoussolutions.These 

45 formulationscanbeusedwithasuitablevehiclesuchassterilewaterSolubility-enhancingagentsmay 
alsobeusedinpreparationofparenteralsolutions.  

[0075J TransdermalAdministration 

[0076J Compoundsofthepresentdisclosuremaybeadministeredtopicallytotheskinor 

10 

about30obyweightandincludebutarenotlimitedtopolysorbatessodiumlaurylsulfatesodium
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transdermally.Formulationsforthistopicaladministrationcanincludelotionssolutionscreamsgels, 
hydrogelsointmentsfoamsimplantspatchesandthelike.Pharmaceuticallyacceptablecarriersfor 
topicaladministrationformulationscanincludewateralcoholmineraloilglycennpolyethyleneglycol 
andthelike. Topicalortransdermaladministrationcanalsobeperformedbyelectroporation,9 9 

5 phonophoresisandthelike.Compositionsfortopicaladministrationmaybeformulatedasimmediateor 
modifiedreleaseincludingdelayedorsustainedrelease.  

100771 Combinationtherapy 
[0078J Apharmaceuticalcompositionaccordingtothepresentdisclosuremaycontainoneor 
moreadditionaltherapeuticagentsforexampletoincreasetheefficacyordecreasethesideeffects.In 

10 someembodimentsaccordinglyapharmaceuticalcompositionfurthercontainsoneormoreadditional 
therapeuticagentsselectedfromactiveingredientsusefultotreatorinhibitdiseasesmediateddirectlyor 
indirectlybyHPK1. Examplesofsuchactiveingredientsarewithoutlimitationagentstotreatcancer, 

9 9 

metastasisinflammationorauto-immunepathogenesis.InsomeembodimentsthecompoundofFormula 
(I)isadministeredwithanti-PD-iagentanti-PD-Liagentoranti-CTLA4agent.  

15 [0079J Referencesforpreparingpharmaceuticalcompositions 

[0080J Methodsforpreparingpharmaceuticalcompositionsfortreatingorpreventingadisease 
orconditionarewellknowninthearttowhichthepresentdisclosurepertains.Forexamplebasedon 
HandbookofPharmaceuticalExcipients(7thed.),Remington:TheScienceandPracticeofPharmacy(2 0 1h 

ed.),EncyclopediaofPharmaceuticalTechnology(3 rded.),orSustainedandControlledReleaseDrug 

20 DeliverySystems(1978),pharmaceuticallyacceptableexcipientscarriersadditivesandsooncanbe 

selectedandthenmixedwiththecompoundsofthepresentdisclosureformakingthepharmaceutical 
compositions.  

[0081J Thepresentdisclosureprovidesacompoundhavingvariouspharmacologicaleffectsby 
inhibitingHPK1activityapharmaceuticalcompositionhavingthecompoundasaneffectiveagenta 

25 medicaluseparticularlyfortreatingadiseaseordisordermodulatedbyHPK1, ofthecompoundanda 
methodoftreatmentorpreventioncomprisingadministeringthecompoundtoasubjectinneedofsuch 
treatmentorprevention.Thecompoundsofthepresentdisclosureandpharmaceuticallyacceptablesalts 
thereofhavegoodsafetyandhighselectivityforHPK1,andthusexhibitsuperiorpropertyasadrug.  

[0082J Compoundpreparation 
30 [0083J ThefollowingPreparativeExamplesillustratethepreparationofintermediatecompounds 

hereinaswellasthesyntheticprocessesusefulforpreparingtheintermediatecompoundsrepresent 
embodimentsofthecurrentinvention.  

[0084J Intermediate 1A. 1-(tetrahydro-2H-pyran-2-yl)-5-(thiophen-2-yl)-1 9 

35 trifluoromethanesulfonate 
-N 

'I' 

Br N 

CI 

F 

[0085J Step1)3-bromo-4-chloro-5-fluoro-2-methylaniline 
[0086J Toasolutionof3-bromo-5-fluoro-2-methylaniline(50g,245mmol,1eq)inAcOH(100 
mL)wasaddedN-chlorosuccinimide(36g,270mmol,1. 1eq).Themixturewasstirredat25 0 Cfor16hr 

40 ThemixturewasconcentratedundervacuumandtheresiduewasextractedwithDichloromethane(200 
mL*2). Thecombinedorganiclayerswerewashedwithsat.NaIICO 3 200mLdriedoverNa 2 SO4 ,filtered 
andconcentratedunderreducedpressuretogivearesidue.Thecrudeproduct(66gcrude)wasobtained 
asablackoil.  

[0087J Step2)4-bromo-5-chloro-6-fluoro-1H-indazole 

11 

thatareusefulforpreparingcompoundsofformula(I).Thenovelintermediatecompoundsdescribed
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100881 Toasolutionof3-bromo-4-chloro-5-fluoro-2-mcthylanilinc(25.8g,108mmol,1cq)in 
AcOH(1.96L,0.05M),H 2 0(0.065L,1.5M)wasaddedsodiumnitrite(8.96g,130mmol,1.2eq).The 
mixturewasstirredat25 0 Cfor16hr.Themixturewasconcentratedundervacuumandtheresiduewas 
extractedwithDichioromethane(1L~2).Thecombinedorganiclayerswerewashedwithsat.NaHCO 3 

5 (1L),driedoverNa 2 SO4 ,filteredandconcentratedunderreducedpressuretogivearesidue.Thecrude 
product(23.6gcrude)wasobtainedasabrownsolid.  

[0089J Step3)4-bromo-5-chloro-6-fluoro-1-(tetrahydro-2H-pyran-2-yl)-1H-indazole 

[0090J Toasolutionof4-bromo-5-chloro-6-fluoro-1H-indazole(1.98g,7.97mmol,1eq)inTHP 
(40mL)wasadded3,4-dihydro-2H-pyran(2.18ml,23.9mmol,3eq)andp-toluenesulfonicacid 

10 monohydrate(300mg,1.59mmol,0.2eq).Thereactionmixturewasstirred70 0 Cfor14hours.The 
reactionmixturewasextractedwithEthylAcetateanddriedoverMgSO4.Theorganicresiduewaspurified 
bycolumnchromatography(silicalgelHex:Ethylacetate=1:0to4:1). 4-bromo-5-chloro-6-fluoro-1

0 

(tetrahydro-2H-pyran-2-yl)-1H-indazole(1.51g,4.54mmol,57oyield)wasobtained.  
[0091J 'HNMR(400MHzDMSO-d 6 )68.16(s,1H),8.00(ddI=9.3,1.1Hz1H),5.85(ddI 

15 - 9.6,2.5Hz1H),3.87(dI 12.6Hz,1H),3.79-3.72(m1H),2.38-2.30(in,1H),2.04-1.94(m2H), 
1.77-1.55(in,3H).  

[0092J Intermediate 1B. 4-bromo-5-chloro-6-fluoro-7-iodo-2-(tetrahydro-2H-pyran-2-yl)-2H
indazole 

Br 

CI 

N 

F N 

I 
4 

20 [0093J Step1)4-bromo-5-chloro-6-fluoro-7-iodo-1H-indazole 

[0094J Toasolutionof4-bromo-5-chloro-6-fluoro-1H-indazole(2g,8.02mmol)insulfuricacid 
(1.7mL)wasaddedN-iodosuccinimide(2.7g,12.03mmol)portionwise.Themixturewasstirredat0 0 C 
for3h.AfterthereactioncompletedthemixturewaspouredintoicewaterandquenchedbysolidNaOH 

andthenextractedwithDichloromethane.Thecombinedorgaincresiduewasconcentratedinvacuo.(2.99 
25 crudee.  

[0096J Step2)4-bromo-5-chloro-6-fluoro-7-iodo-2-(tetrahydro-2H-pyran-2-yl)-2H-indazole 

[0097J Toasolutionof4-bromo-5-chloro-6-fluoro-7-iodo-1H-indazole(2.99g,7.97mmol,1eq) 
inTHF(40mL)wasadded3,4-dihydro-2H-pyran(2.18ml,23.9mmol,3eq)andp-toluenesulfonicacid 

30 monohydrate(300mg,1.59mmol,0.2eq).Thereactionmixturewasstirred60 0 Cfor16hours.The 

reactionmixturewasextractedwithEthylAcetateanddriedoverMgSO4.Theorganicresiduewaspurified 
bycolumnchromatography(silicalgelHex:Ethylacetate=1:0to4:1).4-bromo-5-chloro-6-fluoro-7-iodo
2-(tetrahydro-2H-pyran-2-yl)-2H-indazole(1.64g,7.97mmol,60.70oyield)wasobtained.  

[0098J 'HNMR(400MHzDMSO-d 6 )68.84(s,1H),5.80(ddI=9.9,2.7Hz1H),5.66(s,1H), 
35 4.02(tI=:6.6Hz1H),3.85-3.70(in,1H),2.33-2.21(in,1H),2.08-1.91(m2H),1.79-1.45(in,4H).  

[0099J Intermediate1C.4-bromo-5-chloro-6-fluoro-2-(tetrahydro-2H-pyran-2-yl)-2H-indazol-7
amine 

Br 

CI 

F N 

NH2 

[O100J Step1)4-bromo-5-chloro-6-fluoro-7-nitro-1H-indazole 
40 [0101J Toamixtureoff-NO 3 (12.63g,200.43mmol,9.02mL,5eq)inH 2 S04 (50mL)stirredat 

12 

[0095J 'HNMR(400MHzDMSO-d 6 )613.91(s,1H),8.27(dI= 1.6Hz,1H).
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00 Cwasadded4-bromo-5-chloro-6-fluoro-1H-indazole(10g,40.09mmol,1eq)slowly.Aftertheaddition 
themixturewasstirredat0 0 Cfor2hrTLC(Petroleumether:Ethylacetate=3:1)showedallthereactant 
wasconsumedandamainnewpointshowedup.Pouredthemixtureintoice-waterextractedwithethyl 
acetate(50mL*3),thecombinedorganicphasewasdriedoverNa 2 SO4 ,filteredandthefiltratewas 

5 concentratedtoobtain4-bromo-5-chloro-6-fluoro-7-nitro-1H-indazole(12gcrude)asayellowsolid.  

101021 Step2)4-bromo-5-chloro-6-fluoro-7-nitro-2-(tetrahydro-2H-pyran-2-yl)-2H-indazole 
[0103J Toasolution 

of4-bromo-5-chloro-6-fluoro-7-nitro-1H-indazole(2,34g,7.97mmol,1eq) 
inTHF(40mL)wasadded3,4-dihydro-2H-pyran(2.18ml,23.9mmol,3eq)andp-toluenesulfonicacid 
monohydrate(300mg,1.59mmol,0.2eq).Thereactionmixturewasstirred60 0 Cfor14hours.The 

10 reactionmixturewasextractedwithEthylAcetateanddriedoverMgSO4.Theorganicresiduewaspurified 
bycolumnchromatography(silicalgelHex:Ethylacetate=1:0to4:1).4-bromo-5-chloro-6-fluoro-7-nitro

9 

2-(tetrahydro-2H-pyran-2-yl)-2H-indazole(1.65g,4.35mmol,54,70oyield)wasobtained.  
-2H-indazo1-7-amine [0104J Step3)4-bromo-5-chloro-6-fluoro-2-(tetrahydro-2H-pyran-2-yl) 9 

101051 Toasolutionof4-bromo-5-chloro-6-fluoro-7-nitro-2-(tetrahydro-2H-pyran-2-yl)-2H
15 indazole(600mg,1.58mmol,1eq)inEtOH(5mL)andH 2 0(5mL)wereaddedNH 4 Cl(508.66mg,9.51 

mmol,6eq)andFe(531.04mg,9.51mmol,6eq),thenthereactionmixturewasstirredat80 0 Cfor1hour 
Thereactionmixturewasfilteredandthefiltratewasdilutedwithethylacetate(20mL),andthemixture 

waswashedwithwater(20mL*2),afterthentheorganiclayerwasdriedoverNa 2 SO4 ,filteredand 
concentratedunderreducedpressuretogivearesidue.Theresiduewaspurifiedbyprep-TLC(5i0 2 , 

20 Petroleum ether/Ethyl acetate 1:1). 4-bromo-5-chloro-6-fluoro-2-(tetrahydro-2H-pyran-2-yl)-2H
indazol-7-amine(390mg,1.12mmol,70.590oyield)wasobtainedasayellowoil.  

[0106J 'HNMR(400MHzDMSO-d 6 )68,41(s,1H),5.85(brs,2H),5.71(brd,1=8.0Hz111), 
4,00(brd,1=11.3Hz1H),3.77-3.59(in,1H),2.29-2.17(in,1H),2.10-1.91(in,2H),1.78-1.54(in, 
3H).  

25 [0107J Intermediate 1 . 4-bromo-5-chloro-6-fluoro-NN-dimethyl-1-(tetrahydro-2H-pyran-2
9 

yl)-1H-indazol-7-amine 
Br 

0I 

'I 

9 

[0108J Step1)4-bromo-5-chloro-6-fluoro-7-nitro-1H-indazole 
[0109J Toasolutionoflnternttediate1A(900ing,3,61mmol,1eq)inH 2 504 (10mL)(98%purity) 

30 wasadded11N0 3 (419.69mg,4.33mmol,299,78uL,1.2eq) (650opurity)dropwiseat-15 0 Cthenthe 
reactionmixturewasstirredat0 0 Cfor2hours.Thereactionmixturewasslowlypouredintoicewater(20 
mL),thenthemixturespHwasadjustedtopH= 7byusingsaturatedaqueoussolutionofNaOHafter 
thenthemixturewasextractedwithethylacetate(30mL*2),thecombinedorganiclayersweredriedover 
Na2 SO4 ,filteredandconcentratedunderreducedpressuretogivearesidue.4-bromo-5-chloro-6-fluoro-7

35 nitro-1H-indazole(900ingcrude)wasobtainedasayellowsolid.  

[0110J 'HNMR(400MHzDMSO-d 6 )614.36(brs,1H),8.37(brs,1H).  

[0111J Step2)4-bromo-5-chloro-6-fluoro-7-nitro-1-(tetrahydro-2H-pyran-2-yl)-1H-indazole 
[0112J Toasolutionof 9 

4-bromo-5-chloro-6-fluoro-7-nitro-1H-indazole(900mg,3.06mmol,1 
eq)(crude)inDCM(10mL)wereaddedTsOH.H 2 0(58.14ing,305.64umol,0.1eq)andDHP(771,27 

40 ing,9.17minol,838.34uL,3eq),thenthereactionmixturewasstirredat20 0 Cfor2hours.Thereaction 
mixturewasdilutedwithdichloromethane(20mL),andthemixturewaswashedwithsaturatedaqueous 

solutionofNaHCO 3 (15mL*2),theorganiclayerwasdriedoverNa 2 SO4 ,filteredandconcentratedunder 
reducedpressuretogivearesidue.Theresiduewaspurifiedbycolumnchromatography(5i02,Petroleum 
ether/Ethylacetate=40/1to25:1, 4-bromo-5-chloro-6-fluoro-7-nitro-1-(tetrahydro-2H-pyran-2-yl)-1H

13 

N THP
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indazole came out at Petroleum ether/Ethyl acetate=40/1, 4-bromo-5-cliloro-6-fluoro-7-nitro-2
(tetrahydro-2H-pyran-2-yl)-2H-indazolecameoutatPetroleumether/Ethylacetate=2511). 4-bromo-5

4 4 (200mg,528.29umol,17.280 yield) 
wasobtainedasabrown 4 4-bromo-5-cliloro-6-fluoro-7-nitro-2-(tetrahydro-2H-pyran-2-yl)-2H

5 indazole(600mg,1,58mmol,51,850oyield)wasobtainedasayellowsolid.  
H-indazole 101131 4-bromo-5-cliloro-6-fluoro-7-nitro-1-(tetrahydro-2H-pyran-2-yl)-1 4 

[0114J 'HNMR.(400MHzDMSO-d 6 )68.43(s,1H),5.50(dd,1=2.8,7.8Hz,1H),3.45- 3.38 
(m2H),2,35-2.27(in,1H),2.23-2,14(in,1H),1.92(tdJ=4.6,13,6Hz,1H),1.68(ddtJ=4.0,10.1,13.9 
Hz1H),1.59- 1.36(m2H).  

10 101151 -2H-indazole 
4-bromo-5-cliloro-6-fluoro-7-nitro-2-(tetrahydro-2H-pyran-2-yl) 

[0116J 'HNMR(400MHzDMSO-d 6 )68.99(s,1H),5.86(dd,1=2.7,9.7Hz,1H),4.08- 3.96 
(m1H),3.81- 3.68(in,1H),2.28-2.14(in,1H),2.14-2.02(in,1H),2.02- 1.89(in,1H),1.78- 1.67(in, 
1H),1.64- 1.56(in,2H).  

4 

[0117J Step3)4-bromo-5-cliloro-6-fluoro- 1-(tetrahydro-2H-pyran-2-yl)- 1H-indazol-7-amine 
15 [0118J Toasolutionof4-bromo-5-chloro-6-fluoro-7-nitro-1-(tetrahydro-2H-pyran-2-yl)- 1H

indazole(200ing,528,29umol,1eq)inEtOH(5mL)andH 2 0(5mL)wereaddedNH 4 Cl(169.55ing, 
3,17minol,6eq)andFe(177,03ing,3.17minol,6eq),thenthereactionmixturewasstirredat80 0 Cfor 
2hours.ThereactionmixturewasfilteredandthefiltratewasconcentratedtoremoveEtOHthenthe 
mixturewasdilutedwithethylacetate(20mL),andthemixturewaswashedwithwater(20mL*2),after 

20 thentheorganiclayerwasdriedoverNa 2 SO4 ,filteredandconcentratedunderreducedpressuretogivea 
4 residue. 4-bromo-5-chloro-6-fluoro- 1-(tetrahydro-2H-pyran-2-yl)- 1H-indazol-7-amine(140ingcrude) 

wasobtainedasayellowsolid.  
[0119J Step 4) 4-bromo-5-chloro-6-fluoro-NN-dimethyl- 1-(tetrahydro-2H-pyran-2-yl)- 1H
indazol-7-amine 

25 [0120J Toasolutionof4-bromo-5-chloro-6-fluoro-1-(tetrahydro-2H-pyran-2-yl)- 1H-indazol-7
amine(120ing,344.24umol,1eq)inTHF(5mL)wasaddedNail-I(34.42ing,860.59umol,600opurity, 
2.5eq)inportionsat0 0 CunderN2 ,thenthemixturewasstirredat0 0 Cfor30minsunderN 2 ,afterthen 
Mel(293.16ing,2.06minol,128.58uL,6eq)wasaddeddropwiseandthereactionmixturewasstirred 
at200 Cfor12hoursunderN 2 .ThereactionmixturewaspouredintosaturatedaqueoussolutionofNH 4 Cl 

30 (20mL),thenthemixturewasextractedwithethylacetate(20mL*2),thecombinedorganiclayerswere 

purifiedbyprep-TLC(SiO 2 ,Petroleumether/Ethylacetate=5:1).IntermediatelB(30ing,78.06umol, 
22.680oyield,980opurity)wasobtainedasayellowoil.  

[0121J Intermediate1B. 4-bromo-5-chloro-6-fluoro 4 sopropyl-2-(tetrahydro-2H-pyran-2-yl)
35 2H-indazol-7-amine 

Br 

CI 

F N 
NH 

[0122J ToasolutionofintemiediatelB(100ing,0.218minol,1eq)in2-methyl-2-butanol(1.09 
mL)wasaddedXantphosPd03(21ing,21.8ginol,0.1eq)andCs 2 CO3 (142ing,0.436inmol,2.0eq).  
ThemixturewasdegassedandpurgedwithN 2 for3timesandthenpropan-2-amine(0.19mL,2.18minol, 

40 10eq)wasadded.Themixturewasstirredat90 0 Cfor3hrinsealedtube.Thereactionmixturewasdiluted 
withH2 0(40mL),andthenthemixturewasextractedwithDCM(50mL*3).Thecombinedorganic 
layersweredriedoverNa 2 SO4 ,filteredandthefiltratewasconcentratedinvacuumtogivearesidue.The 
residuewaspurifiedbysilicagelchromatography(productcameoutatHexane/EthylacetateAO/1)to 

14 

driedoverNa 2 SO4 ,filteredandconcentratedunderreducedpressuretogivearesidue.Theresiduewas
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affordIntermediatelB(47mg,0.120mmol,5500yield)asbeigecolorsolid.  
[0123J 'HNMR(400MHzDMSO-d 6 )68.43(s,1H),5.74(ddI=9.6,2.5Hz1H),5.29(ddI 

- 9.9,3.3Hz1H),4.63-4.57(in,1H),3.99(dI= 11.0Hz1H),3.74-3.68(inlHj,2.23-2.17(m1H), 
2.05-1.95(in,2H),1.74-1.57(in,3H),1.23-1.18(in,6H).  

5 [0124J Intermediate 1F. 4-bromo-5-cliloro-6-fluoro-NAsopropyl-N-methyl-2-(tetrahydro-2H
pyran-2-yl)-2H-indazol-7-amine 

Br 

CI 

N 

F N 

N 

N 

101251 ToasolutionoflntermediatelB(600mg,1.54mmol,1.0eq)inMethanol(7.7mL)was 
addedformaldehyde(0.572mL,7.68mmol,5.0eq)andaceticacid(88gL,1.54mmol,1.0eq).Themixture 

10 wasstirredatroomtemperaturefor10mm.Sodiumcyanoborohydride(290mg,4.61mmol,3.0eq)was 
addedandthenthemixturewasstirredroomtemperaturefor16hr.Thereactionmixturewasquenchedby 
H2 0andextractedwithEthylacetate(150mL*3).ThecombinedorganiclayersweredriedoverNa 2 SO4 , 
filteredandthefiltratewasconcentratedinvacuumtogivearesidue.Theresiduewaspurifiedbysilica 
gelchromatography(productcameoutatHexane/Ethylacetate= 100/4)toaffordIntermediateiF(292 

15 mg,0.722mmol,4700yield)asbrowncoloroil.  

[0126J 'HNMR(400MHzDMSO-d 6 )68.51(s,1H),5.75(ddI=9.3,2.7Hz1H),4.14-4.05 
(mlHj,4.00-3.93(in,1H),3.78-3.67(inlHj,2.92(dI=4.4Hz,3H),2.23-2.20(in,1H),2.05-1.95(in, 
2H),1.75-1.60(in,3H),1.17(dI=6.6Hz,6H).  

[0127J Intermediate10. 4-bromo-5-chloro-N-ethyl-6-fluoro-N-methyl- 1H-indazol-7-amine 
-N 

Br NH 

CI 

20 F I 

[0129J Toasolutionof4-bromo-5-chloro-6-fluoro-7-nitro-1H-indazole(12g,40.75inmol,1eq) 
inEtOH(100mL)andH 2 0(40mL)wasaddedFe(6.83g,122.26minol,3eq)andNH 4 Cl(6.54g,122.26 
minol,3eq).Thereactionmixturewasheatedto80 0 Candreactedfor2hr.Thereactionmixturewas 

25 filteredthroughacelitecakethefiltratewasconcentratedtogivethecrudeproduct.Theresiduewas 
purifiedbycolumnchromatography(5i0 2 ,Petroleumether/Ethylacetate=20/1to3/1).4-bromo-5-chloro
6-fluoro-1H-indazol-7-amine(5g,18.90minol,46.390oyield)wasobtainedasayellowsolid.  

[0130J Step2)N-(4-bromo-5-chloro-6-fluoro-1H-indazol-7-yl)acetanttide 

[0131J Toasolution4-bromo-5-chloro-6-fluoro-1H-indazol-7-amine(3g,11.34minol,1eq)in 
30 AcOH(30mL)wasaddedAc 2 O(1.39g,13.61minol,1.27mL,1.2eq),thereactionmixturewasheated 

to800 Candreactedfor3hrThesolventwasremovedundervacuum.Theresiduewaspurifiedbycolumn 
chromatography(5i0 2 ,Petroleumether/Ethylacetate= 50/1to4/1)toobtainN-(4-bromo-5-chloro-6
fluoro-1H-indazol-7-yl)acetamide(3g,9.79minol,86,290oyield)asayellowsolid.  

[0132J Step3)4-bromo-5-chloro-N-ethyl-6-fluoro-1H-indazol-7-amine 

35 [0133J ToasolutionofLAH(520.00ing,13.70minol,1.5eq)inTLIF(50mL)wasaddeda 
solutionofN-(4-bromo-5-chloro-6-fluoro-1H-indazol-7-yl)acetamide(2.8g,9.13inmol,1eq)inTHF 
(100mL)drop-wiseunderN 2 at00 Caftertheadditionthereactionmixturewasallowedtowarmto25 0 C, 
andreactedfor16hrThemixturewaspouredintowater(500mL),extractedwithethylacetate(100mL 
*2),thecombinedorganicphasewasdriedoverNa 2 SO4 ,filteredandthefiltratewasconcentratedtogive 

15 

[0128J Step1)4-bromo-5-chloro-6-fluoro-1H-indazol-7-amine
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thecrude.Theresiduewaspurifiedbycolumnchromatography(SiO 2 ,Petroleumether/Ethylacetate=50/1 
9 

to2/1)toobtain4-bromo-5-chloro-N-ethyl-6-fluoro-1H-indazol-7-amine(1g,3.42mmol,37.420oyield) 
asayellowsolid.  

101341 Step4)4-bromo-5-chloro-N-ethyl-6-fluoro-N-methyl- 1H-indazol-7-amine 
[0135J Toasolutionof 9 

4-bromo-5-chloro-N-ethyl-6-fluoro-1H-indazol-7-amine(1.4g,4.79 
mmol,1eq)andHCHO(718.48mg,23.93mmol,659.16uL,5eq)inMeOH(50mL)wasadded 
NaBH3CN(902.21mg,14.36mmol,3eq)andAcOH(287.38mg,4.79mmol,273.70uL1eq).The 
reactionmixturewasstilTedat25 0 Cfor16hr.Thesolventwasremovedundervacuum.Theresiduewas 
purifiedbycolumnchromatography(SiO 2 ,Petroleumether/Ethylacetate=50/1to5/1)toobtain4-bromo

10 5-chloro-N-ethyl-6-fluoro-N-methyl-1H-indazol-7-amine(1.4g,4.57mmol,95.420oyield)asawhite 

solid.  

[0136J Intermediate1 . 4-bromo-5-chloro-6-fluoro-7-methyl- 1-(tetrahydro-2H-pyran-2-yl)- 1H
indazole 

Br 

0I 

N 
I 

F N 

0 
15 [0137J 1H-indazole 

Toasolutionof4-bromo-5-chloro-6-fluoro-1-(tetrahydro-2H-pyran-2-yl)
(0.5g,1.50mmol,1eq)inTHF(10mL)wasaddeddropwiseLDA(2M,1.87mL,2.5eq)at-78 0 C.After 
additionthemixturewasstirredatthistemperaturefor2.5hrandthenMel(319.12mg,2.25mmol, 
139.97uL,1.5eq)wasaddeddropwiseat-78 0 C.Theresultingmixturewasstirredat20 0 Cfor16hrThe 
mixturewaspouredintosaturatedNH 4 ClandextractedwithBA20mL.Theorganiclayerwasconcentrated.  

20 Theresiduewaspurifiedbycolumnchromatography(SiO 2 ,Petroleumether/Ethylacetate=20/1to10/1).  
We gotthe desiredproduct 4-bromo-5-chloro-6-fluoro-7-methyl- 1-(tetrahydro-2H-pyran-2-yl)- 1H
indazole(0.38g,1.09mmol,72.930oyield)wasobtainedaswhitesolid.  

H-indazol-7-amine [0138J Intermediate1I.4-bromo-6-fluoro-NN-dimethyl-5-(methylthio)-1 9 

F 

9 

25 [0139J Step1)4-bromo-6-fluoro-7-nitro-1H-indazole 
[0140J Toasolution 

of4-bromo-6-fluoro-1H-indazole(10g,46.51mmol,1eq) inH2 S04 (80 
mL) (980opurity)wasaddedKNO 3 (4.70g,46.51mmol,1eq)at0 0 Cinportionsthenthemixturewas 
stirredat00 Cfor1h.Thereactionmixturewasthenpouredintoicewater(200mL),andthemixturewas 
extractedwithethylacetate(100mL*2),thecombinedorganiclayerswerewashedwithsaturatedaqueous 

30 solutionofNaHCO 3 (100mL*2)andbrine(100mL),driedoverNa 2 SO4 ,filteredandconcentratedunder 
reducedpressuretogivearesidue.Theresiduewaspurifiedbysilicagelchromatography(200-300mesh 
silicagelPetroleumether/Ethylacetate=15/1to1/1,product 9 

9 

outatPetroleumether/Ethylacetate=8/1)toafford4-bromo-6-fluoro-7-nitro-1H-indazole(2.7g,10.38 
mmol,22,320oyield)asyellowsolidandcrudeproduct.ThecurdeproductwaspurifiedbyMPLC 

35 (Petroleumether/Ethylacetate)toafford 9 

4-bromo-6-fluoro-7-nitro-1H-indazole(3.57g 13.73mmol, 
29.520~yield)asyellowsolid.  

9 9 

[0141J Step2)4-bromo-6-fluoro-5-iodo-7-nitro-1H-indazole 
[0142J Toasolution 

of4-bromo-6-fluoro-7-nitro-1H-indazole(2.7g,10.38mmol,1eq)inH 2 S04 

16 

Br
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(30mL)wasaddedNIS(7.01g,31.15mmol,3eq)at25 0 C.Thereactionmixturewasstirredat50 0 Cfor 
16li.Thereactionmixturewasquenchedbyicewater(50mL).Thenthemixturewasextractedwithethyl 
acetate(50mL*3).ThecombinedorganiclayerswerewashedwithNa 2 SO3 aqueoussolution(20mL*2), 
NaHCO3 aqueoussolution(20mL*2)andbrine(20mL),driedoversodiumsulfatefilteredandthefiltrate 

5 wasconcentratedinvacuumtogive4-bromo-6-fluoro-5-iodo-7-nitro-1H-indazole(3.4g,8.81mmol, 
84.8500yield)asyellowsolid.  

101431 'HNMR(400MHzDMSO-d 6 )614.28(brs,1H),8.30(s,1H).  
9 

[0144J Step3)4-bromo-6-fluoro-5-iodo-1H-indazol-7-amine 
[0145J Toasolutionof 

4-bromo-6-fluoro-5-iodo-7-nitro-1H-indazole(3.4g,8.81mmol,1eq) 
10 inEtOH(50mL) andH2 0(25mL) wasaddedNH 4 Cl(2.83g,52.86mmol,6eq) , thenFe(2.95g, 

52.86mmol,6eq) wasaddedinportionsat60 0 C.Themixturewasstirredat80 0 Cfor1h.Thereaction 
mixturewasfilteredthroughcelitewhileitwasstillhot.Thenthefiltratewasconcentratedinvacuumto 
removeEtOH.Theresultingaqueousphasewasextractedwithethylacetate(50mL*2).Thecombined 
organiclayerswerewashedwithbrine(50mL),driedoversodiumsulfatefilteredandthefiltratewas 

15 concentratedinvacuumtogivearesidue.Theresiduewaspurifiedbysilicagelchromatography(MPLC, 
Petroleumether/Ethylacetate=5/1to2/1, productcameoutatPetroleumether/Ethylacetate2/1)toafford 

9 (2.2g,6.18mmol,70.160yield)asgraysolid.  

[0146J 'HNMR(400MHzDMSO-d 6 )613.09(brs,1H),7.86(dI= 1.7Hz1H),5.62(s,2H).  
9 

[0147J Step4)4-bromo-6-fluoro-5-iodo-NN-dimethyl- 1H-indazol-7-amine 
20 [0148J Toasolution 

of4-bromo-6-fluoro-5--iodo-1H-indazol-7-amine(2.2g,6.18mmol,1eq)in 
MeOH(50mL)wasaddedAcOH(1.11g,18.54mmol,1.06mL,3eq), HCHO(5.02g,61.81mmol,4.60 
mL,10eq), thenNaBH3 CN(3.88g,61.81mmol,10eq)wasaddedinportionsunder40 0 C.Gasreleased 
andthetemperaturerise.Thesuspensionwasstirredat25 0 Cfor16h.Thereactionmixturewaspoured 
intowater(50mL),thenthemixturewasconcentratedtoremoveMeOHafterthenthemixturewas 

25 extractedwithethylacetate(50mL*2),andthecombinedorganiclayerswerewashedwithbrine(50mL), 
driedoversodiumsulfatefilteredandconcentratedunderreducedpressuretogivearesidue.Theresidue 
waspurifiedbysilicagelchromatography(200-300meshsilicagelPetroleumether/Ethylacetate=15/1to 
8/1,productcameoutatPetroleumether/Ethylacetate=8/1)toafford4-bromo-6-fluoro-5-iodo-NN

9 0 

dimethyl-1H-indazol-7-amine(2.05g,5.34mmol,86.37oyield)asoff-whitesolid.  
30 [0149J Step5)4-bromo-6-fluoro-NN-dimethyl-5-(methylthio)- 1H-indazol-7-amine 

9 

NN-dimethyl-1H-indazol-7-amine(1.2g,3.13mmol,1eq), NaSMe(328.56mg,4.69mmol,1.5eq), 
Xantphos(361.65mg,625.02umol,0.2eq),K 2 C03 (1.30g,9.38mmol,3eq), dioxane(20mL)and 
Pd2 (dba)3 (286.17mg,312.51umol,0.1eq)sequentially.Thebottlewasevacuatedandbackfilledwith 

35 nitrogen.Thenthemixturewasstirredat90 0 Cfor16hundernitrogenatmosphere.Theresiduewas 
purifiedbysilicagelchromatography(200-300meshsilicagelPetroleumether/Ethylacetate=20/1to8/1, 
productcameoutatPetroleumether/Ethylacetate=10/1)toafford4-bromo-6-fluoro-NN-dimethyl-5

0 

(methylthio)-1H-indazol-7-amine(540mg,1.78mmol,56.81oyield)asorangesolid.  
101511 'HNMR(400MHzDMSO-d 6 )613.59(brs,1H),8.00(dI= 1.6Hz,1H),2.91(dI 

40 2.4Hz,6H),2.39(s,3H).  

[0152J Intermediate 11. 4-bromo-6-fluoro-NN-dimethyl-5-(trifluoromethyl)- 1H-indazol-7
amine 

Br 

F 

[0153J Toasolutionof4-bromo-6-fluoro-5-iodo-NN-dimethyl-1H-indazol-7-amine(1.0g,2.61 

17 

[O1SOJ Toa100mLbottleequippedwithamagneticstirbarwasadded4-bromo-6-fluoro-5-iodo-



WO2022/064458 PCT/1B20211058794 

mmol,1eq)andmethyl2,2-difluoro-2-(fluorosulfonyl)acetate(1.00g,5.22mmol,664.45uL,2eq)in 
DMF(10mL)wasaddedCul(994.63mg,5.22mmol,2eq).Themixturewasstirredat100 0Cfor6hr 
underN2 atmosphere.Thereactionmixturewasfilteredandthefiltratewasdilutedwithwater50mLand 
extractedwithEthylacetate(50mL*2).Thecombinedorganiclayerswerewashedwithbrine(50mL* 

5 3),driedoveranhydrousNa 2 SO4 ,filteredandthefiltratewasconcentratedunderreducedpressuretogive 
aresidue.Theresiduewaspurifiedbysilicalgelcolumnchromatography(Petroleumether:Ethyl 
acetate=1:0to10:1).4-bromo-6-fluoro-NN-dimethyl-5-(trifluoromethyl)-1H-indazol-7-amine(502mg, 
1.54mmol,58.9100yield)wasobtainedasayellowsolid 

101541 Intermediate1 . 4-bromo-5-ethyl-6-fluoro-1H-indazole 

Br 

10 H 

[0155J Step1)4-bromo-5-ethyl-6-fluoro-2-trityl-2H-indazole 

[0156J Toasolutionofdiisopropylamine(132.75mg,1.31mmol,185.41uL,1.2eq)inYE-IF(5 
mL)wasaddedslowlyn-BuLi(2.5M,481.04uL,1. 1eq)at-780 Cfor0.5hrunderN 2 atmosphere.Then 
asolutionof4-bromo-6-fluoro-2-trityl-2H--indazole(500mg,1.09mmol,1eq)inTHF(2mL)wasadded 

15 dropwisetothesolution.Afterthemixturewasstirredat-78 0 Cfor0.5hrasolutionofEtl(204.62mg, 
1.31mmol,104.93uL,1.2eq)inTHF(2mL)wasaddedtothemixtureandthesolutionwerewarmedto 
150 Candstiiredfor2hrunderN 2 atmosphere.Thereactionmixturewasquenchedbyadditionwith 
saturatedNH4 Claqueous3mLat15 0 Cwasdilutedwithwater20mLandextractedwithEthylacetate 
(30mL*2).Thecombinedorganiclayerswerewashedwithbrine(30mL*2),driedoverNa 2 SO4 ,filtered 

20 andthefiltratewasconcentratedunderreducedpressuretogivearesidue.4-bromo-5-ethyl-6-fluoro-2
tntyl-2H-indazole(500mgcrude)wasobtainedasayellowsolid.  

[0157J Step2)4-bromo-5-ethyl-6-fluoro-1H-indazole 

[0158J Toasolutionof4-bromo-5-ethyl-6-fluoro-2-trityl-2H-indazole(500mg,1.03mmol,1eq) 
inDCM(6mL)wasaddedTFA(3.08g,27.01mmol,2.00mL,26.22eq).Themixturewasstirredat15 0 C 

25 for4hr.ThereactionmixturepHwasadjustedto7withsaturatedNaHCO 3 aqueousandthemixturewas 
extractedwithDichloromethane(30mL*2).Thecombinedorganiclayerswerewashedwithbrine(30 
mL*2),driedoverNa 2 SO4 ,filteredandthefiltratewasconcentratedunderreducedpressuretogivea 

l5ummobilephase:[water(0.10oTFA)ACN];B 0 ~:400~00,10mm).Thefractionwasconcentratedunder 
30 reducedpresuuretoremoveACNtheaqueouspHwasadjustedto7withsaturatedNaHCO 3 aqueous.The 

aqueouswasextractedwithEthylacetate(10mL*2).Thecombinedorganiclayerswerewashedwith 
brine(10mL*2),driedoverNa 2 SO4 ,filteredandthefiltratewasconcentratedunderreducedpressureto 
giveaproduct.4-bromo-5-ethyl-6-fluoro-1H-indazole(70mg,287.98umol,27,960oyield)wasobtained 
asayellowsolid.  

35 [0159J 'HNMR(400MHzDMSO-d 6 )613.39(brs,1H),8.01- 7.98(in,1H),7.41(d,1=9.9Hz 
1H),2.83(dq,1=2.4,7.5Hz,2H),1.14(t,1=7.5Hz,3H).  

[0160J Intermediate1L. 4-bromo-6-fluoro- 1-(tetrahydro-2H-pyran-2-yl)- 1H-indazol-5-amine 
Br 

H2N 

F 
0 

[0161J Step1)6-fluoro-5-nitro-1H-indazole 

40 [0162J Toasolutionof6-fluoro-1H-indazole(4.4g,32.32mmol,1eq)inH 2 S04 (30mL)was 

18 

residue.Theresiduewaspurifiedbyprep-HPLC(column:PhenomenexlunaC18 150*40mm*
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addedHNO3 (2.44g,38.79mmol,1.75mL,1.2eq)dropwiseat-15 0 Cthereactionmixturewasstirredat 
00 Cfor2hours.Thereactionmixturewasslowlypouredintoicewater(100mL),thenthemixturewas 
extractedwithethylacetate(100mL*2),thecombinedorganiclayersweredriedoverNa 2 SO4 ,filteredand 
concentratedunderreducedpressuretogive 4 (5.4gcrude)wasobtainedas 

5 ayellowsolid.  

101631 Step2)6-fluoro-5-nitro- 1-(tetrahydro-2H-pyran-2-yl)- 1H-indazole 

[0164J Toamixtureof6-fluoro-5-nitro-1H-indazole(4.9g,27.05mmol,1eq)(crude)inDCM 
(50mL)wereaddedDHP(6.83g,81.16mmol,7.42mL,3eq)andTsOH.H 2 0(514.60mg,2.71mmol, 
0.1eq),andthereactionmixturewasstirredat15 0 Cfor1hourThereactionmixturewaspoured 

10 intosaturatedsolutionofNaHCO 3 (100mL),thenthemixturewasextractedwithdichloromethane(50 
mL*2),thecombinedorganiclayersweredriedoverNa 2 SO4 ,filteredandconcentratedunderreduced 
pressuretogivearesidue.Theresiduewaspurifiedbycolumnchromatography(SiO 2 ,Petroleum 

4 

ether/Ethylacetate=20/1to15:16-fluoro-5-nitro-1-(tetrahydro-2H-pyran-2-yl)-1H-indazole(3g,11.31 
mmol,41. 810~yield)wasobtainedasayellowsolid.  

15 [0165J 'HNMR(400MHzDMSO-d 6 )68.78(dfr7.3Hz,1H),8.41(s,1H),7.97(dJ=12.1Hz 
1H),5.90(ddJ=2.1,9.7Hz,1H),3.94- 3.85(in,1H),3.82- 3.72(in,1H),2.43- 2.28(in,1H),2.10- 1.93 
(m2H),1.82- 1.34(in,3H).  

[0166J Step3)6-fluoro- 1-(tetrahydro-2H-pyran-2-yl)- 1H-indazol-5-amine 
[0167J Toasolutionof 4 4 

6-fluoro-5-nitro-1-(tetrahydro-2H-pyran-2-yl)-1H-indazole(2.9g,10.93 
20 mmol,1eq)inMeOH(30mL)wasaddedwetPd/C(300mg,10~opurity)underN 2 atmosphere.The 

suspensionwasdegassedandpurgedwithH 2 for3times.ThemixturewasstirredunderH 2 (15Psi) 
at150 Cfor4hours.Thereactionmixturewasfilteredandthefiltratewasconcentratedunderreduced 
pressuretogivearesidue.Theresiduewaspurifiedbycolumnchromatography(SiO 2 ,Petroleum 

ether/Ethylacetate=15/1to8:1). 6-fluoro-1-(tetrahydro-2H-pyran-2-yl)-1H-indazol-5-amine(1.5g,5.87 
25 mmol,53.650~yield,920~purity)wasobtainedasabrick-redsolid.  

[0168J 'HNMR(400MHzDMSO-d 6 )67.82(s,1H),7.43(dJ=11.6Hz1H),6,98(dfr8.6Hz 
1H),5,66(ddJ=2.3,9.7Hz,1H),4.91(s,2H),3,85(brdJ=12.1Hz1H),3.77-3,62(in,1H),2.42-2,27 
(m1H),2.07- 1.96(in, 1H),1.95- 1.86(m1H),1.76- 1.63(in, 1H),1.59- 1.51(m2H);LCMS 
(electrospray)m/z236.1(M+H)+.  

30 [0169J Step4)4-bromo-6-fluoro- 1-(tetrahydro-2H-pyran-2-yl)- 1H-indazo1-5-amine 

[0170J Toasolutionof6-fluoro-1 4 

mmol,1eq)inMeCN(10mL)wasaddedNBS(1.21g,6.80mmol,1.2eq)inportionsat0 0 C.Themixture 

wasstirredat0 0 Cfor2hours.Thereactionmixturewasconcentratedtogivearesidue.Thentheresidue 
wasdissolvedinethylacetate(30mL),andthemixturewaswashedwithbrine(15mL*2),theorganic 

35 layerwasdriedoverNa 2 SO4 ,filteredandconcentratedunderreducedpressuretogivearesidue.The 
residuewaspurifiedbycolumnchromatography(SiO 2 ,Petroleumether/Ethylacetate=20/1).4-bromo-6
fluoro-1-(tetrahydro-2H-pyran-2-yl)-1H-indazol-5-amine(1.3g,4.14mmol,72.980oyield)wasobtained 
asabrownsolid.  
[0171J 'HNMR(400MHzDMSO-d 6 )67.80(s,1H),7.60(dJ=10.6Hz,1H),5.71(dd,1=2.5, 

40 9.6Hz,1H),5.15(s,2H),3.88-3.82(in,1H),3.76-3.68(in,1H),2.36-2.27(in,1H),2.02(brddJ=4.6, 
8.5Hz,1H),1.96- 1.90(in,1H),1.76- 1.65(in,1H),1.60- 1.52(in,2H).  

[0172J IntermediateiM.3-(4-bromo-5-chloro-6-fluoro-1H-indazol-7-yl)cyclopentan-1-ol 
Br 

CI 

19 

-(tetrahydro-2H-pyran-2-yl)-1H-indazol-5-amine(1.45g,5.67
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101731 Stcp 1) 4-bromo-5-chioro-6-fluoro- 1-(tetrahydro-2H-pyran-2-yl)- 1H-indazolc-7
carbaldehyde 

[0174J ToamixtureofintermediatelA(3g,8.99mmol,1eq)inTHF(60mL)wasaddedLDA 
(2M17.99mL,4eq)dropwiseat-78 0 CunderN2 .Themixturewasstirredat-78 0 Cfor1li.Afterthen 

5 HCO2 Et(3.17g,35.97mmol,3.52mL,4eq)inThIF(8mL)wasaddeddropwiseat-78 0 Cthenthe 
mixturewasstirredat-78 0 Cfor2h.ThereactionmixturewasquenchedbyadditionofsaturatedNH 4 C1 
solution(20mL)at-78 0 CandthenextractedwithBA(30mL*3).Thecombinedorganiclayerswere 
washedwithbrine(30mL*2),driedoverNa 2 SO4 ,filteredandconcentratedunderreducedpressuretogive 
aresidue.Theresiduewaspurifiedbycolumnchromatography(SiO 2 ,Petroleumether/Ethylacetate=30/1 

10 to20/1). 4-bromo-5-chloro-6-fluoro-1-(tetrahydro-2H-pyran-2-yl)- 1H-indazole-7-carbaldehyde(2.78g, 
7.69mmol,85.490oyield)wasobtainedasanoff-whitesolid.  

[0175J 'HNMR(400MHzDMSO-d 6 )610.40(s,1H),8.35(s,1H),6.09(ddI=2.6,8.9Hz 
1H),3.71-3.63(in,1H),3.63-3.52(m1H),2.42-2.30(in,1H),2.21-2.10(in,1H),2.07- 1.95(inlHj, 
1.77- 1.63(in,2H),1.60- 1.40(in,2H);LCMS(electrospray)m/z278.9(M+H)+.  

15 [0176J Step2)1-(4-bromo-5-chloro-6-fluoro- 1-(tetrahydro-2H-pyran-2-yl)- 1H-indazol-7-yl)but
3-en-1-ol 

[0177J Toamixtureof4-bromo-5-chloro-6-fluoro- 1-(tetrahydro-2H-pyran-2-yl)- 1H-indazole-7
carbaldehyde(2.2g,6.08mmol,1eq)inTHF(60mL)wasaddedallylmagnesiumbromide(1M,9.13 
mL,1.5eq)dropwiseat0 0 CunderN2 .Themixturewasstirredat0 0 Cfor2h.Thereactionmixturewas 

20 quenchedbyadditionofsaturatedNH 4 Clsolution(20mL)at0 0 CandthenextractedwithBA(30mL* 
3).Thecombinedorganiclayerswerewashedwithbrine(30mL*2),driedoveranhydrousNa 2 SO4 , 
filteredandconcentratedunderreducedpressuretogivearesidue.Theresiduewaspurifiedbycolumn 
chromatography(SiO 2 ,Petroleumether/Ethylacetate=10/1to5/1). 1-(4-bromo-5-chloro-6-fluoro-1

0 
(tetrahydro-2H-pyran-2-yl)-1H-indazol-7-yl)but-3-en-1-ol(2g,4.95mmol,81.43oyield)wasobtained 

25 asacolorlessoil.  

[0178J 'HNMR(400MHzDMSO-d6)68.25-8.21(in,1H),8.20-8.18(in,1H),6.61(brdJ
9.0Hz,1H),6.23(dI 4.0Hz1H),6.18(brdI 8.3Hz,1H),5.95(dJ 5.0Hz1H),5.90- 5.75(in, 
2H),5.36(dtI=4.3,7.5Hz1H),5.30(tdI 5.9,7.9Hz,1H),5.10- 4.97(in,4H),3.97(brdI 11.5 
Hz1H),3.89(brdI 11.3Hz1H),3.69- 3.55(in,2H),2.87- 2.74(in,2H),2.70- 2.55(in,4H),2.06 

30 (brdI= 10.8Hz,3H),1.96- 1.87(in,1H),0.90- 0.78(in,1H);LCMS(electrospray)m/z302.9(M+H)+.  

[0180J Toamixtureof1-(4-bromo-5-chloro-6-fluoro- 1-(tetrahydro-2H-pyran-2-yl)- 1H-indazol
7-yl)but-3-en-1-ol(2g,4.95mmol,1eq)inDCM(20mL)wasaddedBr 2 (1.19g,7.43mmol,383.11uL, 
1.5eq)inDCM(2mL)dropwsieat-20 0 CunderN2 .Themixturewasstirredat-10 0 Cfor3h.Themixture 

35 wasquenchedbyadditionofNa 2 SO3 solution(30mL),andthendilutedwithDCM(30mL).Theorganic 
layerwaswashedwithNa 2 SO3 solution(30mL*2),driedoveranhydrousNa 2 SO4 ,filteredand 
concentratedtoobtainaresidue.TheresiduewasdissolvedinMeOH(15mL),andthenK 2 C03 (2.05g, 
14.86mmol,3eq)wasaddedandtheresultingmixturewasstirredat20 0 Cfor16h.Thereactionwas 

quenchedbyadditionofwater(20mL),andextractedwithBA(30mL*3),driedbyNa 2 SO4 ,filteredand 
40 concentratedtoobtainaresidue.Theresiduewaspurifiedbycolumnchromatography(SiO 2 ,Petroleum 

ether/Ethylacetate=10/1to3:1). Thecrudeproductwaspurifiedbyreversed-phaseHPLC(0. 10oFA 
condition).4-bromo-7-(3-bromocyclopentyl)-5-chloro-6-fluoro-1H-indazole(300mg,752.91umol,15.200 

0 

yield)wasobtainedasawhitesolid.  

[0181J 'HNMR(400MHzDMSO-d6)613.44-13.37(m,2H),8.14-8.11(m,2H),5.71-5.67 
45 (m1H),5.44(dtI 1.2,7.5Hz,1H),4.97(s,1H),4.83- 4.76(in,2H),4.47(ddI 3.7,10.1Hz1H), 

4.22(ddI=:5,5~10.1Hz1H),4.15(ddI 2.3,10.6Hz1H),3.20- 3.13(in,1H),2.69- 2.64(in,1H), 
2.34- 2.27(in,2H);LCMS(electrospray)m/z398.8(M+H)+.  

[0182J Step4)3-(4-bromo-5-chloro-6-fluoro-1H-indazol-7-yl)cyclopentylacetate 

20 

[0179J Step3)4-bromo-7-(3-bromocyclopentyl)-5-chloro-6-fluoro-1H-indazole
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101831 Toamixturcof4-bromo-7-(3-bromocyclopcntyl)-5-chloro-6-fluoro-1H-indazolc(100mg, 
250.97umol,1eq)inDMSO(2mL)wasaddedKOAc(73.89mg,752.91umol,3eq)inoneportionat 
200 CunderN2 .Themixturewasthenheatedto70 0 Candstirredfor3h.Thereactionwasquenchedby 
additionofwater(15mL),andthenextractedwithBA(20mL*3),thecombinedorganiclayerswere 

5 washedwithbrine(20mL*2),driedbyNa 2 SO4 ,filteredandconcentratedtogivearesidue.3-(4-bromo
5-chloro-6-fluoro-1H-indazol-7-yl)cyclopentylacetate(100mgcrudebrownoil)wasuseddirectlyinthe 
nextstepwithoutfurtherpurification.  

[0184J LCMS(electrospray)m/z378.8(M+H)+.  
[0185J Step5)3-(4-bromo-5-chloro-6-fluoro-1H-indazol-7-yl)cyclopentan-1-ol 

10 [0186J Toamixtureof3-(4-bromo-5-chloro-6-fluoro-1H-indazol-7-yl)cyclopentylacetate(80 
mg,211.87umol,1eq)inMeOH(4mL)andH20(0.8mL)wasaddedK 2 C03 (442.15mg,3.20mmol, 
15.1eq)inoneportionat20 0 CunderN2 .Themixturewasstirredat20 0 Cfor2h.Thereactionmixture 
wasquenchedbyadditionofwater(15mL)at20 0 Candthenextractedwithethylacetate(20mL*3).  
Thecombinedorganiclayerswerewashedwithbrine(20mL*1),driedoverNa 2 SO4 ,filteredand 

15 concentratedunderreducedpressuretogivearesidue.Theresiduewaspurifiedbycolumnchromatography 
(SiO2, Petroleum ether/Ethyl acetate=3/1 to 1/2). 3-(4-bromo-5-chloro-6-fluoro-1H-indazol-7
yl)cyclopentan-1-ol(50mg,149.01umol,70.330oyield)wasobtainedasawhitesolid.  

[0187J LCMS(electrospray)m/z336.9(M+H)+.  
[0188J Intermediate 1N. 4-bromo-6-fluoro-N-isopropyl-2-(tetrahydro-2H-pyran-2-yl)-5

20 (trifluoromethyl)-2H-indazol-7-amine 
Br 

HN 

[0189J Step1)5-fluoro-2-iodo-4-(trifluoromethyl)aniline 

[0190J Toasolutionof3-fluoro-4-(trifluoromethyl)aniline(4g,22.33mmol,1eq)inMeCN(40 
mL)wasaddedNIS(5.53g,24.57mmol,1.1eq)at15 0 Cthenreactionmixturewasstirredat15 0 Cfor 

combinedorganiclayersweredriedoverNa 2 SO4 ,filteredandconcentratedunderreducedpressuretogive 
aresidue.5-fluoro-2-iodo-4-(trifluoromethyl)aniline(5.6gcrude)wasobtainedasabrownoil.  

[0191J LCMS(electrospray)m/z305.9(M+H)+.  

[0192J Step2)5-fluoro-2-methyl-4-(trifluoromethyl)aniline 
30 [0193J Toasolutionof5-fluoro-2-iodo-4-(trifluoromethyl)aniline(6.0g,19.67mmol,1eq)and 

0 

2,4,6-trimethyl-1,3,5,2,4,6-trioxatriborinane(8.82g,29.51mmol,9.82mL,42opurity,1.5eq)inDME 
(60mL)wereaddedPd(PPh 3 >(1.14g,983.57umol,0.05eq)andK 2 C03 (8.16g,59.01mmol,3eq)at 
150 Cthenreactionmixturewasstirredat100 0 Cfor60h.Thereactionmixturewasconcentratedunder 
reducedpressuretoaffordtheresidue.Theresiduewaspurifiedbycolumnchromatography(SiO 2 , 

35 Petroleumether/Ethylacetate=5/1to3/1,Petroleumether/Ethyl .  
acetate=21Rf=0.3). 5-fluoro-2-methyl

4-(trifluoromethyl)aniline(1.6g,4.06mmol,20,640oyield,490opurity)wasobtainedasayellowoil.  

[0194J LCMS(electrospray)m/z194.1.9(M+H)+.  

[0195J Step3)6-fluoro-5-(trifluoromethyl)- 1H-indazole 
[0196J Toasolutionof5-fluoro-2-methyl-4-(trifluoromethyl)aniline(1g,5. 18mmol,1eq)in 

40 AcOH(15mL)wereaddedNaNO 2 (357.25mg,5.18mmol,1eq)andH 2 0(3mL)at00 Cthenthereaction 
mixturewasstirredat15 0 Cfor2h.ThereactionwasquenchedbyadditionofH 2 O(60mL)at20 0 Cand 
theresultingmixturewasextractedwithEtOAc(50mL*3).Thecombinedorganiclayerswerewashed 
withH2 0(50mL* 3),driedoverNa 2 SO4 ,filteredandconcentratedunderreducedpressuretogivea 

21 

25 15h.Thereactionmixturewasdilutedwith1-120(100mL)andextractedwithEtOAc(100mL*3). The
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residue.Residuewaspurifiedbycolumn(SiO2,Petroleumether/Ethylacetate=1O/1to5/1,Petroleum 
ether/Ethylacetate=3:1,Rf.6-fluoro-5-(trifluoromethyl)-1H-indazole(500mg,2.45mmol,47.310 
yield)wasobtainedasayellowsolid.  

101971 LCMS(electrospray)m/z205,2(M+H)+.  
5 [0198J Step4)6-fluoro-7-nitro-5-(trifluoromethyl)- 1H-indazole 

[0199J Toasolutionof6-fluoro-5-(trifluoromethyl)-1H-indazole(500mg,2,45mmol,1eq)in 
H2 S04 (5mL,950~purity)wasaddedKNO 3 (249mg,2.46mmol,1.01eq)at0 0 Cthenthereaction 
mixturewasStilTedat15 0 Cfor15hrThereactionmixturewasdilutedwithwater(100mL)andextracted 

withEthylacetate(50mL* 2).Thecombinedorganiclayersweretreatedwithsaturatedsodium 
10 bicarbonatesolutionuntilpH=7,driedoverNa 2 SO4 ,filteredandconcentratedunderreducedpressureto 

givearesidue.6-fluoro-7-nitro-5-(trifluoromethyl)-1H-indazole(500mg)wasobtainedasayellowsolid.  

[0200J LCMS(electrospray)m/z250.2(M+H)+.  

[0201J Step5)6-fluoro-7-nitro-2-(tetrahydro-2H-pyran-2-yl)-5-(trifluoromethyl)-2H-indazo1e 

[0202J Toasolutionof6-fluoro-7-nitro-5-(trifluoromethyl)-1H-indazole(500mg,2.01mmol,1 
15 eq)inTHF(10mL)wasaddedPPTS(50.44mg,200.71umol,0.1eq)andDHP(844.13mg,10.04mmol, 

917.53uL,5eq)at00 Cthenthereactionmixturewasstirredat60 0 Cfor15hrThereactionmixturewas 
dilutedwithsolventH 2 0(50mL)andextractedwithEtOAc(50mL*3)Thecombinedorganiclayers 
werewashedwithH 2 0(50mL*3),driedoverNa 2 SO4 ,filteredandconcentratedunderreducedpressure 
togivearesidue. 6-fluoro-7-nitro-2-(tetrahydro-2H-pyran-2-yl)-5-(trifluoromethyl)-2H-indazole(1g, 

20 crude)wasobtainedasyellowoil.  

[0203J Step6)6-fluoro-2-(tetrahydro-2H-pyran-2-yl)-5-(trifluoromethyl)-2H-indazol-7-amine 
[0204J Toasolutionof6-fluoro-7-nitro-2-(tetrahydro-2H-pyran-2-yl)-5-(trifluoromethyl)-2H
indazole(800mg,2.40mmol,1eq)and1-120(2mL)inEtOH(10mL)wasaddedNH 4 Cl(642.08mg, 
12.00mmol,5eq)andFe(268.13mg,4.80mmol,2eq)at0 0 Cthenthereactionmixturewasstirredat 

25 600 Cfor1hrThereactionmixturewasdilutedwithH 2 0(20mL)andextractedwithEtOAc(20mL*3).  
ThecombinedorganiclayerswerewashedwithH 2 0(30mL* 2),driedoverNa 2 SO4 ,filteredand 
concentratedunderreducedpressuretogivearesidue.Theresiduewaspurifiedbycolumnchromatography 
(5i02 ,Petroleumether/Ethylacetate=1O/1to5/1,Petroleumether:Ethylacetate=3:1,Rf=O.3).6-fluoro-2

(tetrahydro-2H-pyran-2-yl)-5-(trifluoromethyl)-2H-indazol-7-amine(500mg, 1. 65mmol, 68.680oyield) 
30 wasobtainedasayellowsolid 

[0206J Step7)4-bromo-6-fluoro-2-(tetrahydro-2H-pyran-2-yl)-5-(trifluoromethyl)-2H-indazo1
7-amine 

[0207J Toasolutionof6-fluoro-2-(tetrahydro-2H-pyran-2-yl)-5-(trifluoromethyl)-2H-indazol-7
35 amine(200mg,659.51umol,1eq)inDMF(1mL)wasaddedNBS(129.12mg,725.46umol,1.1eq)at 

200 Cthenthereactionmixturewasstirredat20 0 Cfor2hrThereactionmixturewasdilutedwithH 2 0 
(10mL)andextractedwithEtOAc(10mL*3).ThecombinedorganiclayerswerewashedwithH 2 0(10 
mL*2),driedoverNa 2 SO4 ,filteredandconcentratedunderreducedpressuretogivearesidue.4-bromo
6-fluoro-2-(tetrahydro-2H-pyran-2-yl)-5-(trifluoromethyl)-2H-indazol-7-amine (120mg, crude)was 

40 obtainedasayellowsolid.  
[0208J LCMS(electrospray)m/z297.9(M+H)+.  

[0209J Step8)4-bromo-6-fluoro-N-isopropyl-5-(trifluoromethyl)- 1H-indazol-7-amine 
[0210J Toasolutionof4-bromo-6-fluoro-2-(tetrahydro-2H-pyran-2-yl)-5-(trifluoromethyl)-2H
indazol-7-amine(100mg,335.53umol,1eq)inMeOH(1mL) wereaddedAcOH(40.30mg,671.06 

45 umol,38.38uL,2eq)andacetone(97.44mg,1.68mmol,123.34uL,5eq)at20 0 CNaBH3 CN(105.42 
mg,1.68mmol,5eq)wasthenaddedandthereactionmixturewasstirredat20 0 Cfor2hrAfterthen 
acetone(97.44mg,1.68mmol,123.34uL,5eq),NaBH 3 CN(105.43mg,1.68mmol,5eq)andAcOH 
(60.45mg,1.01mmol,57.57uL,3eq)wereaddedtothemixtureandthereactionmixturewasstirredat 

22 

[0205J LCMS(electrospray)m/z220.2(M+H)+.
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200 Cfor20hrThereactionmixturewasdilutedwithH 2 0(10mL)andextractedwithEtOAc(10mL* 
3).ThecombinedorganiclayerswerewashedwithH 2 0(10mL*2),driedoverNa 2 SO4 ,filteredand 
concentratedunderreducedpressuretogivearesidue.Theresiduewaspurifiedbyprep-TLC(Petroleum 

H-indazol-7-amine 
ether:Ethylacetate=3:1,Rf=O.4). 4-bromo-6-fluoro 9 sopropyl-5-(trifluoromethyl)-1 9 

5 (60mg,165.83umol,49.420oyield,940opurity)wasobtainedasawhitesolid.  

102111 LCMS(electrospray)m/z340.1(M+H)+.  

[0212J Step9)4-bromo-6-fluoro-N-isopropyl-2-(tetrahydro-2H-pyran-2-yl)-5-(trifluoromethyl)
2H-indazol-7-amine 
[0213J Toasolutionof4-bromo-6-fluoro-N9 9 

-1sopropyl-5-(trifluoromethyl)- 1H-indazo1-7-amine 
10 (50mg,147.01umol,1eq)inTHF(1mL)wereaddedPPTS(3.69mg,14.70umol,0.1eq)andDHP 

(61,83mg,735,05umol,67.21uL,5eq)at0 0 Cthenthereactionmixturewasstirredat60 0 Cfor2hr 
ThereactionmixturewasdilutedwithH 2 0(50mL)andextractedwithEtOAc(50mL*3).Thecombined 
organiclayerswerewashedwithH 2 0(50mL* 3),driedoverNa 2 SO4 ,filteredandconcentratedunder 
reducedpressuretogivea . Residuewaspurifiedbyprep-TLC(Petroleumether:Ethylacetate=5:1, 

5 Rf=O.6). 4-bromo-6-fluoro-N9 
-1sopropyl-2-(tetrahydro-2H-pyran-2-yl)-5-(trifluoromethyl)-2H-indazol-7

amine(50mg,117.86umol,80.170oyield)wasobtainedasayellowoil.  

[0214J LCMS(electrospray)m/z424.1(M+H)+.  

[0215J Intermediate 10. 4-bromo-5-cyclopropyl-6-fluoro- 1-(tetrahydro-2H-pyran-2-yl)- 1H
indazole 

Br 

N 

F 
0 

20 
[0216J Step1)3-bromo-5-fluoro-2-methylaniline 

[0217J Toamixtureof1-bromo-5-fluoro-2-methyl-3-nitrobenzene(23g,98.28mmol,1eq)in 
EtOH(80mL)andH 2 0(80mL)wasaddedFe(27.44g,491.41mmol,5eq)andNH 4 Cl(26.29g,491.41 
mmol,5eq).Themixturewasstirredat100 0 Cfor3h.Themixturewasfilteredandthefiltratewas 

mL*3).Thecombinedorganicphasewaswashedwithbrine(50mL*2),driedoverNa 2 SO4 ,filteredand 
concentratedatreducedpressuretogivearesiduetogive3-bromo-5-fluoro-2-methylaniline(20.6gcrude) 
asyellowliquid.  

[0218J 'HNMR(400MHzDMSO-d 6 )66.59(brd,1=8.4Hz1H),6.42(brd,1=11.2Hz1H), 
30 5.51(brs,2ff),2.09(s,3H).  

9 

[0219J Step2)3-bromo-5-fluoro-4-iodo-2-methylaniline 
[0220J Toamixtureof3-bromo-5-fluoro-2-methylaniline(18g,88.22mmol,1eq)(crude)in 
CH3 CN(150mL)wasaddedNIS(19.85g,88.22mmol,1eq)inportionsat0 0 C.Themixturewasstirred 
at300 Cfor3h.After3hLCMSshowedcompound2wasremainedanddesiredmasswasdetectedtoo.  

35 Thenthemixturewasstirredat30 0 Cforanother12h.LCMSshowedtherewasnocompound2remained 
andonemainpeakwithdesiredmasswasdetected.ThemixturewasquenchedwithsaturatedNa 2 SO3 (200 
mL)andtheresultingmixturewasextractedwithEtOAc(50mL*3),Thecombinedorganicphasewas 
washedwithbrine(50mL*2),driedoverNa 2 SO4 ,filteredandconcentratedatreducedpressuretogivea 
residue.Theresiduewaspurifiedbysilicagelchromatography(1000meshsilicagelPetroleum 

40 ether/Ethylacetate=50/1,30/1~TLC(Petroleumether:Ethylacetate=10:1~Rf=0.28))togive3-bromo-5

fluoro-4-iodo-2-methylaniline(22g,66.68mmol,75,580oyield)asbrownsolid.  

[0221J 'HNMR(400MHzDMSO-d 6 )66.55(dJdO.5Hz1H),5.67(s,2H),2.25(d,1=0.8Hz 
3H).  

23 

25 concentratedatreducedpressuretoremoveEtOH.TheresultingmixturewasextractedwithDCM(50
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102221 Stcp3)4-bromo-6-fluoro-5-iodo-1H-indazolc 

[0223J Toamixtureof3-bromo-5-fluoro-4-iodo-2-mcthylanilinc(22g,66.68mmd,1eq)in 
CH3 COOH(200mL)wasaddedNaNO 2 (5.52g,80.02mmol,1.2eq)whichwasdissolvedwater(40mL) 
at00 C.Themixturewasstirredat30 0 Cfor16h.ThemixturewaspouredintosaturatedNaHCO 3 (1000 

5 mL)andtheresultingmixturewasextractedwithEtOAc(200mL*3)* Thecombinedorganicphasewas 
washedwithbrine(100mL*2),driedoverNa 2 SO4 ,filteredandconcentratedatreducedpressuretogivea 
residue.Theresiduewaspurifiedbysilicagelchromatography(1000meshsilicagelPetroleum 

C 0 
ether/Ethylacetate=15/1,5/1)togive4-bromo-6-fluoro-5-iodo-1H-indazole(7.5g,22.00mmol,32.99 
yield)asbrownsolid.  

10 [0224J 'HNMR.(400MHzDMSO-d 6 )613.58(brs,1H),8.00(s,1H),7.51(d,1=8.1Hz1H), 
3.32(s,1H).  

C C 

[0225J Step4)4-bromo-6-fluoro-5-iodo- 1-(tetrahydro-2H-pyran-2-yl)- 1H-indazole 
[0226J Toamixtureof 

4-bromo-6-fluoro-5-iodo-1H-indazole(7.5g,22.00mmol,1eq)and4
methylbenzenesulfonicacidhydrate(418.47mg,2.20mmol,0.1eq)inDCM(100mL)wasaddedDHP 

15 (5.55g,66.00mmol,6.03mL,3eq)slowly.Themixturewasstirredat30 0 Cfor1h.Themixturewas 
washedwithsaturatedNaHCO 3 (30mL*3)andbrine(30mL*3).TheorganicphasewasdriedoverNa 2 SO4 , 
filteredandconcentratedatreducedpressuretogivearesidue.Theresiduewaspurifiedbysilicagel 
chromatography(1000meshsilicagelPetroleumether/Ethylacetate=100/1, 50/1)togive4-bromo-6
fluoro-5-iodo-1-(tetrahydro-2H-pyran-2-yl)-1H-indazole(7.4g,17.41mmol,79~1400yield)asyellow 

20 solid.  

[0227J 'HNMR(400MHzDMSO-d 6 )68.06(s,1H),7.80(dd,1=0.7,8.4Hz1H),5.83(dd, 
1=2.4,9.6Hz1H),3.88- 3.85(in,1H),3.80- 3.70(in,2H),2.40- 2.27(in,1H),2.07- 1.94(in,2H),1.81 

- 1.63(in,2H),1.62- 1.53(in,2H).  
C 

[0228J Step5)4-bromo-5-cyclopropyl-6-fluoro- 1-(tetrahydro-2H-pyran-2-yl)- 1H-indazole 
25 [0229J Toamixtureof4-bromo-6-fluoro-5-iodo-1-(tetrahydro-2H-pyran-2-yl)-1H-indazole(1.5 

g,3.53mmol,1eq)andcyclopropylboronicacid(303.14mg,3.53mmol,1eq)indioxane(10mL)and 
H2 0(2.5mL)wasaddedNa 2 CO3 (748.10mg,7.06mmol,2eq)andPd(dppf')C1 2 (258.23mg,352.91umol, 
0.1eq)underN 2 .Themixturewasstirredat80 0 Cfor16h.Themixturewasconcentratedatreduced 
pressuretogivearesidue.Theresiduewaspurifiedbyprep-TLC(Petroleumether:Ethylacetate=20:1)to 

30 give4-bromo-5-cyclopropyl-6-fluoro-1 C 

-(tetrahydro-2H-pyran-2-yl)-1H-indazole(0.21g,619.10umol, 

[0230J 'HNMR(400MHzCDCl 3 )67.98(dh0.6Hz,1H),7.20(dJdO.4Hz,1H),5.61(dd, 
1=2.8,9.1Hz1H),4.03- 3.94(in,1H),3.76-3.69(in,1H),2.55- 2.42(in,1H),2.19- 2.06(m2H),1.91
1.86(in,1H),1.81- 1.64(in,3H),1.12- 1.05(in,2H),0.87- 0.81(in,2H).  

H-indazole 35 [0231J Intermediate1P4-bromo-6-fluoro-5-isopropyl-~ C 

N 
F 

H 
[0232J Step1)4-bromo-6-fluoro-5-(prop- 1-en-2-yl)- 1-(tetrahydro-2H-pyran-2-yl)- 1H-indazole 

[0233J Toamixtureof4-bromo-6-fluoro-5-iodo-1-(tetrahydro-2H-pyran-2-yl)-1H-indazole(1.5 
g,3.53mmol,1eq)andpotassium4rifluoro(isopropenyl)boranuide(626.67mg,4.23mmol,1.2eq)in 

40 dioxane(10mL)andH 2 0(2mL)wasaddedPd(dppf)C1 2 (258.23mg,352.91umol,0.1eq)andNa 2 CO3 

(748.10mg,7.06mmol,2eq)underN 2 .Themixturewasstirredat80 0 Cfor16h.Themixturewas 
concentratedatreducedpressuretogivearesidue.Theresiduewaspurifiedbysilicagelchromatography 
(1000meshsilicagelPetroleumether/Ethylacetate=100/1,50/1;TLC(Petroleumether:Ethyl 
acetate=10:1~Rf=0.61))togive0.9gofyellowoil.Thisoilwaspurifiedbyprep-TLC(Petroleumether: 

45 Ethyl acetate=20:1) to give 4-bromo-6-fluoro-5-(prop-i-en-2-yl)-1-(tetrahydro-2H-pyran-2-yl)-1H

24 

17.540oyield)ascolorlessoil.
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indazole(0.55g,1.62mmol,45,940 yield)asyellowoil.  

[0234J 'HNMR.(400MHzCDCl 3 )68.00(dfrO.6Hz1H),7.28(dfrO.9HzO.5H),7.26(d, 
J=O.7HzO.5H),5.64(ddJ2.8,9.0Hz,1H),5.46(tJil.6Hz1H),5.01(s,1H),4.05- 3.97(in,1H), 
3.80- 3.69(in,1H),2.57- 2.42(in,1H),2.19- 2.09(in,2H),2.07(s,3H),1.81- 1.66(m4H).  

0 0 

5 [0235J Step2)4-bromo-6-fluoro-5-isopropyl- 1-(tetrahydro-2H-pyran-2-yl)- 1H-indazole 

102361 Toasolutionof4-bromo-6-fluoro-5-(prop-1-en-2-yl)-1-(tetrahydro-2H-pyran-2-yl)- 1H
indazole(0.4g,1. 18mmol,1eq)inMeOH(10mL)wasaddedPlO 2 underN2 .Thesuspensionwas 
degassedundervacuumandpurgedwithH 2 severaltimes.ThemixturewasstirredunderH 2 (15Psi)at 
300 Cfor2.5li.Themixturewasfilteredandthefiltratewasconcentratedatreducedpressuretogivea 

10 residueTheresiduewaspurifiedbysilicagelchromatography(300-400meshsilicagelPetroleum 

ether/Ethyl acetate=50/1) to give 4-bromo-6-fluoro-5-isopropyl- 1-(tetrahydro-2H-pyran-2-yl)- 1H
indazole(0.3g,879.20umol,74.560 yield)ascolorlessoil.  

0 [0237J Step3)4-bromo-6-fluoro-5-isopropyl-1H-indazole 

[0238J Toasolutionof4-bromo-6-fluoro-5-isopropyl-1 0-(tetrahydro-2H-pyran-2-yl)-1H-indazole 

15 (0.3g,879.20umol,1eq)inDCM(1mL)wasaddedTFA(2.30g,20.14mmol,1.49mL,22.91eq).The 
mixturewasstirredat30 0 Cfor0.5h.Themixturewasconcentratedatreducedpressuretogivearesidue.  
TheresiduewasdilutedwithDCM(10mL)andtheresultingmixturewasadjustedpHtoabout8with 
TEA.Themixturewasconcentratedatreducedpressuretogivearesidue.Theresiduewaspurifiedby 

silicagelchromatography(300-400meshsilicagelPetroleumether/Ethylacetate=30/1,5/1)togive4
20 0 

bromo-6-fluoro-5-isopropyl-1H-indazole(0.2g,777.90umol,88.480oyield)ascolorlessoil.  
[0239J 'HNMR(400MHzCDCl 3 )68.04(s,1H),7.11(d,1=11.2Hz1H),3,75- 3.63(in,1H), 
1.38(dd,1=1.7,7.1Hz,6H).  
[0240J H-indazole 

Intermediate1Q. 4-bromo-6-fluoro-5-methoxy-~ 
I Br 
0 

N 
/ 

F N 
H 

25 [0241J Step1)2-bromo-4-fluoro-3-methoxy-1-methylbenzene 
Toasolutionof2-bromo-6-fluoro-3-methylphenol(4.8g,23.41mmol,1eq)inacetone(50mL)were 

mixturewasstirredat25 0 Cfor1hour.Thereactionmixturewasconcentratedtogivearesidue.The 
residuewasdissolvedinethylacetate(50mL),andthemixturewasfilteredandthefiltratewas 

30 concentratedtogivearesidue(4.6g,21.00mmol,89.700~yield)asayellowoil.  

[0242J 'HNMR(400MHzCHLOROFORM-d)67.05- 6.85(in,2H),3.95(d,1=1.2Hz3H), 

2.38(s,3H).  
[0243J Step2)3-bromo- 1-fluoro-2-methoxy-4-methyl-5-nitrobenzene 

[0244J Toasolutionof2-bromo-4-fluoro-3-methoxy-1-methylbenzene(4.4g,20.09mmol,1eq) 
35 inH2 504 (40mL)(980o)wasaddedKNO 3 (2.23g,22.10mmol,1.1eq)inportionsat0 0 Candthemixture 

wasstirredat25 0 Cfor1hourThereactionmixturewaspouredslowlyintoicewater(200mL),thenthe 
mixturewasextractedwithethylacetate(200mL*2),thecombinedorganiclayersweredriedoverNa 2 SO4 , 
filteredandconcentratedunderreducedpressuretogivearesidue.3-bromo-1-fluoro-2-methoxy-4-methyl

0 (4.6gcrude)wasobtainedasabrownoil.  
40 [0245J 'HNMR(400MHzCHLOROFORM-d)67.70(dfr10.9Hz,1H),4.08(dfr2.7Hz 

3H),2.61(dJ=1.1Hz,3H).  

[0246J Step3)3-bromo-5-fluoro-4-methoxy-2-methylaniline 

[0247J Toasolutionof3-bromo-1-fluoro-2-methoxy-4-methyl-5-nitrobenzene(4.6g,17.42 
mmol,1eq)inEtOH(30mL)andH 2 0(30mL)wereaddedFe(5.84g,104.53mmol,6eq)andNH 4 Cl 

45 (5.59g,104.53mmol,6eq),andthemixturewasstirredat80 0 Cfor2hours.Thereactionmixturewas 

25 

addedK2 C03 (6.47g,46.82mmol,2eq)andiodomethane(9.97g,70.24mmol,4.37mL,3eq),andthe
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filteredandthefiltratewasconcentratedtoremoveEtOHthenthemixturewasdilutedwithBA(50mL), 

andthemixturewaswashedwithwater(20mL*2),afterthentheorganiclayerwasdriedoverNa 2 SO4 , 
filteredandconcentratedunderreducedpressuretogivearesidue.3-bromo-5-fluoro-4-methoxy-2
methylaniline(3.5gcrude)wasobtainedasabrownoil.  

5 102481 'HNMR(400MHzCHLOROFORM-d)66.44(dfl1.9Hz,1H),3.83(s,3H),3.76
3.48(in,2H),2.24(dJ=1.OHz3H).  

[0249J Step4)4-bromo-6-fluoro-5-methoxy-1H-indazole 

[0250J Toamixtureof3-bromo-5-fluoro-4-methoxy-2-methylaniline(3.5g,14.95mmol,1eq) 
(crude)inAcOH(20mL)wasaddedasolutionofNaNO 2 (1.24g,17.94mmol,1.2eq)inH 2 0(4mL) 

10 dropwiseat00 Cthenthemixturewasstirredat25 0 Cfor12hrThereactionmixturewasdilutedwithice 

water(100mL),andthemixturewasadjustedtopH7byusingKOHthenthemixturewasextractedwith 
BA(100mL*2),thecombinedorganiclayerswerewashedwithbrine(50mL*2),driedoverNa 2 SO4 , 
filteredandconcentratedunderreducedpressuretogivearesidue.Theresiduewaspurifiedbycolumn 
chromatography(SiO 2 ,Petroleumether/Ethylacetate=20/1to15:1).4-bromo-6-fluoro-5-methoxy-1H

15 indazole(600mg,2.45mmol,16.370oyield)wasobtainedasabrownsolid.  

[0251J 'HNMR(400MHzDMSO-d 6 )613.44(brs,1H),8.00(s,1H),7.52(brdJ=1O.4Hz1H), 
3.84(s,3H).  

[0252J SynthesisofFormula(I)Compounds 
SyntheticmethodsAtoFwereusedtopreparethecompoundsofthefollowing.Belowtheillustrating 

20 syntheticexamplesofsomecompoundsofthepresentdisclosurearedescribedandothercompoundscan 

bepreparedbythesimilarmethodtotheonedescribedbelowwithdifferentstartingorreactingmaterials 

[0253J SyntheticMethodA 
[0254J Example 1. C1S,25)-2-fluoro-N-(5-(5-methyl-1H-indazol-4-yl)pyrazolor1,5-alpyrimidin
2-vl')cvclopropane-1-carboxamide 

0 Pod3 
NH2  NN-dimethylaniline 

#0 EtONa benzyl(triethyl)ammonium;chloride 

EIOH900 0,16h 0 ,EtOH,900 02 16h 0~ N 0 MeCN800 C,16h 

1 2 3 

A Li0H~H20 HO 
N CI diaxane/H2 0,1OO~C,16h THF/H2 0,450 G2h 

4 6 

0 
F,, 

V OH F.  
N~. law 

DPPATEAH2 0 H2N NH MsGI, 3-methylpyridine ~ HN 

Tal,1100 C,19h MeCN,250 0,16h 

25 7 ExampleI 

[0255J Step1)methyl5-amino-i-(3-methoxy-3-oxoprop-1-en-1-yl)-1H-pyrazole-3-carboxylate 

[0256J ToasolutionofCompound1(9.1g,64.48mmol,1eq)inEtOH(700mL)wasadded 
methylpropiolate(27.11g,322.40mmol,26.84mL,5eq).Themixturewasstirredat90 0 Cfor16hrThe 
reactionmixturewasconcentratedunderreducedpressureuntilallsoildprecipitatedoutfilteredand 

30 concentratedunderreducedpressuretogiveacrudeproduct.Compound2(7.8gcrude)wasobtainedas 

ayellowsolid.  

[0257J 'HNMR(400MHzDM50-ti 6 )38.09(dI 14.8Hz1H),7.05(s,1H),6.68(brs,2H), 
6.63(dI=: 14.8Hz,1H),3.88(s,3H),3.76(s,3H).  
[0258J Step2)ethyl5-oxo-4,5-dihydropyrazolo[1,5-a]pyrimidine-2-carboxylate 

26 

0 Pd(dppf)012,Na2 003 0
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102591 Compound2(3.9g,17.32mmol,1cq)inEtOH(15mL)wasaddcdEtONa(1.77g,25.98 
mmol,1. 5eq). Themixturewasstirredat90 0 Cfor16hrThereactionmixturewasconcentratedunder 
reducedpressuretogivearesidue.Theresiduewasdilutedwithwater200mLandextractedwithEthyl 
acetate(200mL*2).Thewaterlayerwasfilteredandtheobtainedfiltercakewasconcentratedunder 

5 reducedpressuretogiveCompound3(5.4gcrude)asayellowsolid.  

[0260J 'HNMR(400MHzDMSO-d 6 )312.62(brs,1H),7.99(dI=7.5Hz1H),6.58(s,1H), 
5.82(dI=:7~5Hz1H),4.35(qI=7.1Hz,2H),1.34(tI=7.2Hz3H).  

[0261J Step3)ethyl5-chloropyrazolo[1,5-a]pyrimidine-2-carboxylate 

[0262J ToasolutionofCompound3(1g,4.83mmol,1eq)inMeCN(5mL)wereaddedNN
10 dimethylaniline(1.17g,9.65mmol,1.22mL,2eq),benzyl(triethyl)ammoniumchloride(5,50g,24.13 

mmol,5eq)andPOCl 3 (7.40g,48.27mmol,4.49mL,10eq)underN2atmosphere.Thereactionmixture 

wasstirredat100 0 Cfor16hrunderN 2 atmosphere. Thereactionmixturewasconcentratedunderreduced 
pressure.Theresiduewasquenchedbywater(lOOmL)andtreatedwithsaturatedsodiumbicarbonate 

solutionuntilpH=7.ThenthemixturewasextractedwithEthylacetate(100mL*2).Thecombined 
15 organiclayerswerewashedwithbrine100mLdriedoverNa 2 SO4 ,filteredandconcentratedunderreduced 

pressuretogivearesidue.Theresiduewaspurifiedbycolumnchromatography(silicalgelPetroleum 

ether:Ethylacetate=1:0to1:1).Compound4(900mg,3.99mmol,82.640oyield)wasobtainedasayellow 
solid.  

[0263J 'HNMR(400MHzDM50-cl 6 )38.63(dI 4.5Hz,1H),7.61(dI 4.5Hz1H),7.36 
20 (s,1H),4.40(dJ=7.1Hz2H),1.36(tJ=7.1Hz,3H).  

[0264J Step4)ethyl5-(5-methyl-1H-indazol-4-yl)pyrazolo[1,5-a]pyrimidine-2-carboxylate 

[0265J ToamixtureofCompound4(900mg,3.99mmol,1eq),(5-methyl-1H-indazol-4
yl)boronicacid(701.95mg,3.99mmol,1eq)andNa2CO3(845.55mg,7.98mmol,2eq)indioxane(5 
mL)andH2 0(1mL)wasaddedPd(dppf)C1 2 (145.93mg,199.44umol,0.05eq)underN2atmosphere.The 

25 mixturewasstirredat80 0 Cfor16hrunderN 2 atmosphere.Thereactionmixturewasdilutedwithwater 
100mLandextractedwithEthylacetate(SGmL*2).Thecombinedorganiclayerswerewashedwithbrine 
50mLdriedoverNa 2 SO4 ,filteredandconcentratedunderreducedpressuretogivearesidue.Theresidue 

waspurifiedbycolumnchromatography(silicalgelPetroleumether:Ethylacetate=1:0to0:1).  
Compound5(450mg,1.40mmol,35,lOOoyield)wasobtainedasayellowsolid).  

30 [0266J 'HNMR(400MHzDM50-cl 6 )313.28(s,1H),8.81-8.78(in,1H),7.71(dI=8.5Hz 

2.14(s,3H),1.27(tI=7.1Hz3H).  

[0267J Step5)5-(5-methyl-1H-indazol-4-yl)pyrazolo[1,5-a]pyrimidine-2-carboxylicacid 
[0268J ToasolutionofCompound5(450mg,1.40mmol,1eq)inTHF(5mL)andH 2 0(5mL) 

35 wasaddedLiOH*H20(117.53mg,2.80mmol,2eq).Themixturewasstirredat45 0 Cfor2hrThereaction 
mixturewasdilutedwithwater100mLandextractedwithEthylacetate(lOOmL*2).Thecombinedwater 
layersweretreatedwithHCl(iM)untilpH4,stirreduntilallsolidwasprecipitatedoutfilteredand 

concentratedunderreducedpressuretogivearesidue.Compound6(330mgcrude)wasobtainedasa 
yellowsolid.  

40 [0269J 'HNMR(400MHzDM50-cl 6 )313.51-13.06(in,1H),8.77(dI=4.2Hz1H),7.71(d, 
I=: 8.6Hz1H),7.66(dI 0.9Hz,1H),7.43(dI 8.7Hz,1H),7.31(dI 4.2Hz1H),7.24(s,1H), 
2.14(s,3H).  

[0270J Step6)5-(5-methyl-1H-indazol-4-yl)pyrazolo[1,5-a]pyrimidin-2-amine 
[0271J ToasolutionofCompound6(230mg,784.23umol,1eq)intoluene(2mL)wasadded 

45 TEA(87.29mg,862.66umol,120.07uL,1.1eq)andDPPA(237.40mg,862.66umol,186.93uL,1.1eq) 
underN2atmosphere.Themixturewasstirredat110 0 Cfor16hrH2 0(1.00g,55.51mmol,1mL,70.78 
eq)wasaddedtothemixtureunderN 2 atmosphere.Themixturewasstirredat110 0 Cfor3hrunderN 2 

atmosphere.Thereactionmixturewasdilutedwithwater50mLandextractedwithEthylacetate(SGmL* 

27 

1H),7.66(s,1H),7.44(dI 8.5Hz1H),7.34(dI 4.1Hz,1H),7.31(s,1H),4.30(qI 7.1Hz2H),
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2).Thecombinedorganiclayerswerewashedwithbrine50mLdriedoverNa 2 SO4 ,filteredand 

concentratedunderreducedpressuretogivearesidue.Theresiduewaspurifiedbyprep-TLC(Petroleum 
ether:Ethylacetate=O:1).Compound7(70mg,264.87umol,33.770oyield)wasobtainedasayellow 

solid.  

5 102721 'HNMR(400MHzDMSO-d 6 )313.19(s,1H),8.32(dI=4.3Hz1H),7.63- 7.59(in, 

2H),7.35(dI=:8.6HzlHj,6.71(dI 4.4Hz,1H),5.79(s,1H),5.71- 5.63(in,2H),2.15(s,3H).  
[0273J Step 7) (15,25)-2-fluoro-N-(5-(5-methyl- 1H-indazol-4-yl)pyrazolo[1,5-a]pyrimidin-2
yl)cyclopropane-1-carboxamide 

[0274J To a solution of Compound 7 (70 ing, 264.87 umol 1 eq), (1S,2S)-2
10 fluorocyclopropanecarboxylicacid(33.08mg,317.84umol,1.2eq)and3-methylpyridine(123.33mg, 

1.32inmol,128,95uL,5eq)inMeCN(2mL)wasaddedMsCl(45.51mg,397.30umol,30.75uL,1,5eq) 
at00 CunderN2 . Themixturewasstirredat25 0 Cfor16hrunderN 2 atmosphere. Thereaction 
mixturewasaddeddropwiseintowater20mLandextractedwithEthylacetate(20mL*2).Thecombined 
organiclayerswerewashedwithbrine20mLdriedoverNa 2 SO4 ,filteredandconcentratedunderreduced 

15 pressuretogivearesidue.Theresiduewaspurifiedbyprep-TLC(Petroleumether:Ethylacetate=O:1).  
Thentheresiduewaspurifiedbyprep-HPLC(column:PhenomenexlunaC18150*25mm*lOummobile 

0 0 0 0 

phase:[water(O.1oTFA)-ACN];B 0 0 : o-olOmin)andlyophilized.Example1(4.3ing,12.27umol,4.63 
yield,1000~purity)wasobtainedasayellowsolid.  

[0275J 'HNMR(400MHzMETHANOL-cl 4 )38.57(dI 4.3Hz,1H),7.66(dI 8.6Hz1H), 
20 7.64(dI=2.3Hz1H),7.44(dI 8.8Hz1H),7.13(s,1H),7.04(dI 4.3Hz1H),4.75- 4.61(in, 

1H),2.26(s,3H),1.98- 1.90(in,1H),1.83- 1.72(in,1H),1.19- 1.11(in,1H).  

[0276J SyntheticMethodB 
[0277J Example 3. C15,25)-2-fluoro-N-(6-(5-methyl-1H-indazol-4-vl)imidazor 1 - pyridazin
2-vl')cvclopropane-1-carboxamide 

0 
NH CI 

CI TsCIPy 

90~C6h TSNN N DIPEADMF,250020h 
H 

TFAA 0 1(2003 

DOE,60oQ3h F3 CAN MeOH/H20 )mr H2N 
H 

11 12 

0 N F,, q03J1% ANH V OH 
HO OH 

___________________ 0 CI Pd(dppf)012,Na2003  0 N 

EDGIDOM,25O~3 16h N)~~N-N 900rD,16h I N 

VH V H 

25 13 Example3 

[0278J Step1)N-(6-chloropyridazin-3-yl)-4-methylbenzenesulfonamide 

[0279J ToasolutionofCompound8(25g,192.98minol,1eq)inpyridine(300mL)wasadded 

TsCl(40.47g,212.28inmol,1.1eq),thenthemixturewasstirredat90 0 Cfor6hrunderN 2 .Water(100 

28 

8 9 10 NH2
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mL)waspouredintothemixtureandthemixturewasextractedwithethylacetate(50mL*3),thenthe 
organicphasewasdriedwithanhydroussodiumsulfate(Na 2 SO4 ),filteredandconcentratedinvacuumto 
obtainedCompound9(56.5gcrude)asagraysolid.  

102801 'HNMR(400MHzDMSO-d6)38.67- 8.59(in,1H),7.82- 7.77(in,2H),7.61- 7.54(in, 
5 1H),7.52- 7.46(in,1H),7.38(dI=8.3Hz2H),2.35(s,3H).  

[0281J Step2)(E)-2-(3-chloro-6-(tosylimino)pyridazin-1(6H)-yl)acetamide 

[0282J ToasolutionofCompound9(53g,186.79inmol,1eq)inDMF(300mL)wasadded 
DJPEA(26.56g,205.47inmol,35.79mL,1.1eq)and2-bromoacetamide(28.35g,205.47minol,1.1eq), 

thenthemixturewasstirredat25 0 Cfor20hr.Water(1000mL)wasaddedtothemixtureandthemixture 
10 wasfilteredthefiltercakewascollectedandconcentratedundervacuumtogiveCompound10(40g, 

117.38minol,62.840oyield)asabrownsolid.  

[0283J 'HNMR(400MHzDM50-cl 6 )38.00(dI 9.8Hz,1H),7.79(dI 9.8Hz1H),7.70 
(brdI=7.1Hz3H),7.38(brs,1H),7.32(brdI=7.8Hz,2H),4.88- 4.77(in,2H),2.40- 2.30(in,3H).  

[0284J Step3)N-(6-chloroimidazo[1,2-b]pyridazin-2-yl)-2,2,2-trifluoroacetamide 
15 [0285J ToasolutionofCompound10(35g,102.70ininol,1eq)inDCE(250inL)wasadded 

TFAA(258,85g,1,23mol,171,43inL,12eq),thenthemixturewasstirredat60 0 Cfor3hrWater(1000 
mL)wasaddedtothemixtureandthenadequateNaHCO 3 wasaddedtothemixturetoadjustthepH8, 

thenthemixturewasfilteredandthefiltercakewascollectedthenextractedwithwater(500mL)and 
ethylacetate(500mL),thentheorganicphasewasdriedwithNa 2 SO4 andconcentratedundervacuumto 

20 obtainedCompound11(21g,79.37inmol,77.280oyield)asawhitesolid.  

[0286J 'HNMR(400MHzDM50-a! 6 )312.88- 12.57(in,1H),8.41(s,1H),8.19(dI 9.4Hz 

1H),7.43(dI=9.4Hz1H).  

[0287J Step4)6-chloroiinidazo[1,2-b]pyridazin-2-amine 

[0288J ToasolutionofCompound11(21g,79.37minol,1eq)inMeOH(200inL)andH 2 0 
25 (200mL)wasaddedK 2 C03 (54.85g,396.84minol,5eq),tenthemixturewasstirredat75 0 Cfor3hr 

Water(100mL)waspouredintothemixtureandthemixturewasextractedwithethylacetate(50inL*3), 
thentheorganicphasewasdriedwithNa 2 SO4 ,filteredandconcentratedinvacuumtogiveCompound60 
(13.5gcrude).  

[0289J 'HNMR(400MHzDM50-cl6)67.68(dI 9.2Hz1H),7.36(s,1H),7.03(dI=9.2 

[0290J Step 5) (1S,25)-N-(6-chloroimidazo[1,2-b]pyridazin-2-yl)-2-fluorocyclopropane-1
carboxamide 

[0291J To a solution of Compound 12 (2 g, 11.86 minol, 1 eq), (1S,2S)-2
fluorocyclopropanecarboxylicacid(1.56g,14.24ininol,1.2eq)inDCM(50inL)wasaddedEDCI(3.41 

35 g,17.80minol,1.5eq),thenthemixturewasstirredat25 0 Cfor16hrThemixturewasconcentratedunder 
vacuumtogivearesidue.Thenwater(100mL)waspouredintothemixtureandthemixturewasextracted 
withethylacetate(50mL*3),thentheorganicphasewasdriedwithNa 2 SO4 ,filteredandconcentratedin 
vacuumtogiveCompound13(3.8gcrude)asawhitesolid.  

[0292J 'HNMR(400MHzDM50-cl 6 )611.37- 11.22(in,1H),8.32- 8.23(in,1H),8.07(dI
40 9.4Hz,1H),7.72- 7.64(in,1H),5.07-4.80(in,1H),2.21-2.12(in,1H),1.73- 1.61(in,1H),1.13- 1.05 

(inlID.  

[0293J Step 6) (15,2S)-2-fluoro-N-(6-(5-methyl- 1H-indazol-4-yl)iinidazo[1,2-b]pyridazin-2
yl)cyclopropane-1-carboxamide. 2TFA 

[0294J ToasolutionofCompound13(170ing,667.59umol,1eq),Na 2 CO3 (141.51ing,1.34 
45 minol,2eq)indioxane(6inL)andH 2 0(2inL)wasadded(5-methyl-1H-indazol-4-yl)boronicacid(117.48 

ing,667.59uinol,1eq)andPd(dppf)C1 2 (48.85ing,66.76umol,0.1eq),thenthemixturewasstirredat 

900 Cfor16hrunderN 2 .Thereactionmixturewaspurifiedby prep-HPLC(column:Phenoinenexluna 
C18150*25inin*lOuin*inobilephase:[water(0.10oTFA)-ACN];B 0o:l90o~490o,10mm)toobtainExample 

29 

30 Hz1H),5.65(s,2H).
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3(56.8mg,9333umol,14.060yield95.60 purity,2TFA)asalightyellowsolid.  

[0295J 'HNMR(400MHzDMSO-d 6 )311.27(s,1H),8.31(s,1H),8.10(dI= 9.3Hz1H), 
7.84(dI=0.9Hz1H),7.58(dI=8.4Hz,1H),7.38(ddI=8.9,16.1Hz,2H),5.08- 4.82(in,1H),2.38 
(s,3H),2.23- 2.14(in,1H),1.77- 1.62(in,1H),1.23- 1.12(in,1H).  

5 102961 SyntheticMethodC 
[0297J Example 24. C1S,2S)-2-fluoro-N-(6-(5-methyl-1H-indazol-4-yl)imidazor1,2-a]pyrazin-2
V1 )cvcl opropanecarboxamide . 2 TFA 

H 

0 Nitt 
N F,, OH N HO~~OH 'NH 

N- Br V 0 N- Br Pd(dpplJCI2,Na2 003  
hI tN dioxane/H2 0,8O~O,16h 0 NC

V H t~ 

H2N N F~, N 

14 15 Example24 

[0298J Step 1) (1S,2S)-N-(6-bromoimidazo[1,2-a]pyrazin-2-yl)-2
10 fluorocyclopropanecarboxamide 

[0299J Toasolutionof(1S,2S)-2-fluorocyclopropanecarboxylicacid(537.41mg,5. 16mmol,1.1 
eq)andCompound14(1g,4.69mmol,1eq)inNMP(20mL)wasaddedT 3 P(2.99g,9.39mmol,2.79 
mL,2eq)andDIPEA(1.42g,11.03mmol,1.92mL,2.35eq).Thereactionmixturewasstirredat25 0 C 
for16 . Water(15mL)wasaddedandtheaqueousphasewasextractedwithEtOAc(10mL*2).The 

15 combinedorganicphasewaswashedwithsaturatedbrine(10mL*2)andconcentratedinvacuum.The 
crudeproductwaspurifiedbyreverseflash(MeCN/J-1 2 0.0.05~~TFA)togiveCompound15(750mg, 
2.51mmol,53.420oyield)asalightyellowsolid.  

[0300J 'HNMR(400MHzDM50-ti 6 )311.39(s,1H),8.93(dI= 1,2Hz1H),8.75(s,1H), 
8.29(s,1H),5.17- 4.76(in,1H),2.23- 2.11(in,1H),1,67(tddJ=3.3,6.9,19,9Hz1H),1.25- 1.13(in, 

20 1H).  

[0301J Step 2) (1S,25)-2-fluoro-N-(6-(5-methyl- 1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2
yl)cyclopropanecarboxamide.2TFA 
[0302J Toasolution of(5-methyl-1H-indazol-4-yl)boronicacid(58.84mg,334.34umol,1eq)in dioxane/H20(3mL)wereaddedPd(dppf)C1 2 (12.23ing,16.72umol,0.05eq),Compound15(100mg, 

for3hrs.Water(10mL)wasaddedandtheaqueousphasewasextractedwithEtOAc(10mL*2).The 
combinedorganicphasewaswashedwithsaturatedbrine(10mL*2),andconcentratedinvacuum.The 
crudeproductwaspurifiedbyprep-HPLC(column:PhenomenexlunaCl8150*25mm~10ummobile 

0 0 

phase:[water(0.1oTFA)-ACN];B 0 0 :130 o-430 ol0min)togiveExample24(38.2mg,62.74umol,18.77 
30 yield,950opurity,2TFA)asalightyellowsolid.  

[0303J 'HNMR(400MHzDM50-cl 6 )311.48- 11.28(in,1H),9.06(s,1H),8.83(dI 1.3Hz 
1H),8.36(s,1H),7.91(dI 0.9Hz1H),7.52(dI 8.3Hz1H),7.33(dI 8.6Hz,1H),5.15- 4.79 
(in 1H),2.43- 2.35(in,3H),2.26- 2.14(in,1H),1.78- 1.62(in,1H),1.37- 1.06(in,1H).  

[0304J SyntheticMethodD 
4 

35 [0305J Example 25. (1S,2S)-N-(6-(5-ethyl-6-fluoro-1H-indazol-4-vl)iinidazor1,2-alpyrazin-2
')an.2TFA 

~NH 

Br 
-N N F N 

t NH 
0 Br Pd(PPh3)4,(SnBu3)2 , 

~t 0 N-- /SnBu3 

DioxaneII00 Q32h F', )& 0 N-S 
Ad2nBuP-Pd-G3, 
Dioxane,90O~7 16h 

~II
1 ~

JEiIttthEqqh N ~ 
16 17 

Example25 

30 

25 334.34umol,1eq)andNa 2 CO3 (70.87mg,668.67umol,2eq)underN 2 .Themixturewasstirredat90
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103061 Stcp 1) (1S,2S)-2-fluoro-N-(6-(tributylstannyl)imidazo[12-a]pyrazin-2

y1)cyciopropanecarboxamide 

[0307J Toasolutionoftributyl(tributylstannyl)stannanc(1.16g,2.01mmol,1.00mL,3eq)and 
Compound16(200mg,668.67umol,1cq)indioxane(3mL)wasaddedPd(PPh 3 )4 (38.63mg,33.43 

5 umol,0.05eq)andTBAJ(246.99mg,668.67umol,1eq)underN 2 .Thereactionmixturewasstirredat 
1100 Cfor32lirs.Thereactionwasfilteredandthefiltratewasconcentratedtogiveproduct.Thecrude 
productwaspurifiedbyprep-TLC(Petroleumether:Ethylacetate=1:1)togiveCompound17(130mg, 
255.28umol,38.180oyield)asawhitesolid.  

[0308J Step2)(1S,2S)-N-(6-(5-ethyl-6-fluoro-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2
10 fluorocyclopropanecarboxamide.2TFA 

[0309J Toasolutionof4-bromo-5-ethyl-6-fluoro-1H-indazole(40mg,164.56umol,1eq)and 
Compound17(92.18mg,181.01umol,1.1eq)inEtOH(2mL)wasaddedAd 2 n-BuP-Pd-G3(11.98mg, 
16.46umol,0.1eq)underN 2 .Thereactionmixturewasstirredat90 0 Cfor16hrs.Thereactionmixture 
wasconcentratedinvacuum.Thecrudeproductwaspurifiedbyprep-HPLC(column:PhenomenexLuna 

15 C18150*25mm*10ummobilephase:[water(O.1 0 oTFA)-ACN];B 0 o:240~540olOmin)togiveExample 
25(10mg,16.22umol,9.860oyield,990opunty,2TFA)asawhitesolid.  

[0310J 'HNMR(400MHzMETHANOL-cl 4 )38.99(s,1H),8.71(s,1H),8.42(s,1H),7.83(s, 
1H),7.36(dJAO.4Hz1H),5.00-4.97(in,1H),2.76-2.72(in,2H),2.16-2.15(in,1H),1.86-1.79(in, 
1H),1.26-1.24(in,1H),1.19-1.16(in,3H).  

20 [0311J SyntheticMethodE 

[0312J Example 61. (1S.2S)-N-(6-(5-chloro-6-fluoro-7-(isopropylanttino)-1H-indazol-4

A)imidazor1 2-a]pyrazin-2-A')-2 - lopropane-1-carboxamide 
F. THPI a 

Vd 

>EhIIt N ,N Ad2nBuP-Pd-G3 >11140 N 
HN \NXSB HN 

+ 

EtOH,90~C,16h 
CI F NH 

F 

17 IntermediateIE Example61 

[0313J ToasolutionofCompound17(456ing,0.896minol,1.3eq)andIntermediatelE(269 

mixturewasdegassedandpurgedwithN 2 for3timesandthenstirredat90 0 Cfor16hrunderN 2 

atmosphere.Thereactionmixturewasconcentratedinvacuum.Thecrudeproductwaspurifiedbysilica 
0 

gelchromatography(productcameoutatEthylacetate)toaffordExample61(86ing,0.162minol,24 
yield)asyellowcolorsolid.  

30 [0314J SyntheticMethodF 
0315 Exam le 64. iS 25 -N- 6- 5-chloro-6-fluoro-7-iso ro l-1H-indazol-4- 1 imidazo 1 2

I I p C,) (C ppy y) 

pyrazin-2-yE)-2 - lopropane-1-carboxamide 

31 

25 ing,0.689minol)inEtOH(3.44mL)wasaddedAd 2 nBuP-Pd-03(50ing,0.0689minol,0.1eq).The
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Br Bpin 
CI Na2003, Pd(dppf)C12  Pt02,H2 

dioxane/H20,16h MeOH,25~C1h CI 

I F F 

IntermediatelB 18 19 

F:
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>IIIItco HN \NX SnBu 3 

17 
r 0 

Ad2nBuP-Pd-G3 N 
______________ HN 

EtOH,9000 16h 

F 

Example64 

1031611 Step1)4-bromo-5-chioro-6-fluoro-7-(prop- 1-en-2-yl)-2-(tetrahydro-2H-pyran-2-yl)-2H
indazole 

[0317J ToasolutionofIntermediatelB(2g,4.35mmol,1cq),4,4,5,5-tctramethyl-2-(prop-1
5 en-2-yl)-1,3,2-dioxaborolane(877.73mg,5.22mmol,1.2eq)indioxane(0.4mL)andH 2 0(0.1mL)was 

addedNa2 CO3 (922.69mg,8.71mmol,2eq)andPd(dppf)C1 2 (159.25mg,217.64umol,0.05eq)under 
N2 atmosphere.Themixturewasstirredat80 0 Cforl6hrunderN 2 atmosphere.Thereactionmixturewas 
dilutedwithwater100mLandextractedwithEthylacetate(1OOmL*2). Thecombinedorganiclayers 
werewashedwithbrine100mLdriedoverNa 2 SO4 ,filteredandconcentratedunderreducedpressureto 

10 givearesidue.Theresiduewaspurifiedbycolumnchromatography(silicalgelPetroleumether:Ethyl 

acetate=1:Oto20:1).Compound18(870mg,2,33mmol,53,490oyield)wasobtainedasayellowoil 

[0318J Step2)4-bromo-5-chloro-6-fluoro-7-isopropyl-1H-indazole 
[0319J ToasolutionofCompound18(400mg,1.07mmol,1eq)inMeOH(0,5mL) wasadded 

15 purgedwithH 2 severaltimes.ThemixturewasstirredunderH 2 (15psi)at250 Cfor1hours.Thereaction 
mixturewasfilteredandconcentratedunderreducedpressuretogivearesidue.Theresiduewaspurified 

bycolumnchromatography(silicalgelPetroleumether:Ethylacetate=1:0to4:1).Compound19(240 
mg,823.19umol,76.90 0 oyield)wasobtainedasayellowsolid.  

[0320J 'HNMR(400MHzDM50-cl 6 )313.73(brs,1H),8.09(s,1H),3.59- 3.49(in,1H),1.39 
20 (dJ=6.9Hz6H).  

[0321J Step 3) (15,25)-N-(6-(5-chloro-6-fluoro-7-isopropyl- 1H-indazol-4-yl)imidazo[1,2
a]pyrazin-2-yl)-2-fluorocyclopropane- 1-carboxamide 
[0322J ToasolutionofCompound19(70mg,240.10umol,1eq),Compound17(134.50mg, 
264. 11umol,1. 1eq)inEtOH(1mL)wasaddedAd 2 nBuP-Pd-03(17.49mg,24. 01umol,0. 1eq)under 

25 N2 atmosphere.Themixturewasstirredat80 0 Cfor12hrunderN 2 atmosphere.5mLsaturatedKFaqueous 
solutionwasaddedtoquenchthereactionmixture. Themixturewasdissolvedintowater(2OmL)and 
extractedwithEthylacetate(2OmL*2).Thecombinedorganiclayerswerewashedwithbrine20mL, 
driedoverNa2 SO4 ,filteredandconcentratedunderreducedpressuretogivearesidue.Theresiduewas 
purified by prep-HPLC(column: Unisil 3-100 C18 Ultra 150*5Omm*3 um mobile phase: 

30 [water(0.225 0oFA)-ACN];B0 : 400~...600~10min)~dlyophilizedExample64(15mg3412umol14.210 
yield,980~purity)wasobtainedasawhitesolid.  

32 

PtO2 (40.00mg,176.15umol,1.65e-1eq)underN 2 .Thesuspensionwasdegassedundervacuumand
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103231 'HNMR(400MHzDMSO-d 6 )313.52(brs,1H),11.40(s,1H),9.14- 8.87(m,2H),8.38 
(slHj,8.04(brs,1H),5.17- 4.75(in,1H),3.66- 3.59(in,1H),2.19(tdI=7.0,13.6Hz1H),1.75- 1.62 
(m1H),1.45(brdI=7.0Hz,6H),1.20(tddI=6.3,8.9,12.3Hz,1H);LCMS(electrospray)m/z431.2 

(M+H+).  

5 [0324J Table1belowshowsthecompoundsofExamplesalongwithgeneralsyntheticmethods 
usedtomakethecompoundandcharacterizationdata.  

[0325J Table 1. Compounds ofExamples ________ 
Ex Structure/Nantte 1HNMR/MS(M+1) Method 

F. 'HNMR(400MHz METHANOL-d 4 )6 A 
S 

e 

N 8.57(dI=4.3Hz,1H),7.66(dI 8.6Hz 
HN '6NH 1H),7.64(dJ=2.3Hz1H),7.44(dJ 8.8 

N Hz,1H),7.13(s,1H),7.04(dJ 4.3Hz 
1H),4,75- 4.61(m1H),2.26(s,3H),1.98 

(15,25)-2-fluoro-N-(5-(5-methyl-1H- 1.90(m1H),1.83- 1.72(in,1H),1.19
indazol-4-yl)pyrazolo[1,5-a]pyrimidin-2- 1. 11(in, 1H);LCMS(electrospray)m/z 
yl)cyclopropane-1-carboxamide 351.2(M+H)+.  

2 F.. 'HNMR(400MHz METHANOL-d 4 )6 A 
a'p 0 
>1< N N 8.89(d,1=7.0Hz,1H),7.93(dJ3.1Hz 

1H),7.10(d,1=7.1Hz,1H),7.05(s,1H), 
5- NH 

N 4.96(dt1=3.8,6.2Hz1H),4.80(dt,1=3.8, 
6.3Hz1H),2.88- 2.80(in,2H),2.15- 2.07 

F 
F (in,1H),2.03(s,1H),1.88- 1.76(m1H), 

(~S,25)-N-(5-(5-ethyl-6,7-difluoro-1H- 1.28- 1.19(in, . LCMS(electrospray) 
indazol-4-yl)pyrazolo[1,5-a]pyrimidin-2- m/z401.2(M+H+).  
yl)-2-fluorocyclopropane- 1-carboxamide 

3 N~ 'HNMR(400MHzDMSO-d 6 )611.27(s, B 

N 7.84(dI=0.9Hz,1H),7.58(dI=8.4Hz I N-N 1H),7.38(ddI= 8.9,16.1Hz,2H),5.08
.9 1 4.82(in,1H),2.38(s,3H),2.23- 2.14(in, 
VH 

1H),1.77- 1.62(in, 1H),1.23- 1.12(in, 
CF3 000H CF3 000H 1H); LCMS (electrospray) in/z 351.1 

(1S,25)-2-fluoro-N-(6-(5-methyl-1H- (M+H)+.  
indazol-4-yl)imidazo[1,2-b]pyridazin-2
yl)cyclopropane- 1-carboxamide. 2TFA 

4 'HNMR(400MHzDMSO-d 6 )611.31(s, B 

A NH 1H),8.32(s,1H),8.13(d,1=9.2Hz1H), 

N 7.82(s,1H),7.50(dI= 10.4Hz1H),7.39 
N-N (dJ=9.1Hz,1H),5.24-4.78(in,1H),2.67 F~,, ~ %e4%kS - 2.62(in 2H),2.25- 2.14(in,1H),1.77

VH 
CF3 000H 1.60(in,1H),1.25- 1.18(in,1H),1.14(br 
CF3 000H =7.3Hz3H);LCMS(electrospray)in/z 

(1S,25)-N-(6-(5-ethyl-6-fluoro-1H- 383.1(M+H)+.  
indazol-4-yl)imidazo111,2-b]pyridazin-2
yl)-2-fluorocyclopropane- 1-carboxainide.  

33 

A NH 1H),8.31(s,1H),8.10(dI= 9.3Hz1H),
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2TFA 

5 N..4  'HNMR(400MHzDMSO-d6)611.31(s, B 
NH 1H),8.34(s,1H),8.14(dI 9.8Hz1H), 

N 7.88(dJ0.9Hz,1H),7.50(dJ9.9Hz 
N-N 1H),7.42(dJ9.3Hz,1H),5.13-4.83(m, F~, I 

V H 1H),2.27(dI=2.6Hz,3H),2.23- 2.16(in, 
CF3000H 1H),1.78- 1.61(at,1H),1.28- 1.12(in, 

(1S,2S)-2-fluoro-N-(6-(6-fluoro-5- 1H); LCMS (electrospray) in/z 369.1 

incihyl- 1H-indazol-4-yl)iinidazo[1,2- (M+H)+.  
b]pyridazin-2-yl)cyclopropanc-1
carboxamide 

6 F. 'HNMR(400MHzDMSO-d6)613.95(br B 
a, 0 

a s,1H),11.32(s,1H),8.32(s,1H),8.14(d, 
>11111< 1=9.3Hz,1H),7.95(br 1H),7.38(d,1=9.2 

Hz,1H),5.07- 4.85(in,1H),2.71- 2.66(in, 
2H),2.19(quin,1=6.9Hz,1H),1.75- 1.62 

F (in,1H),1.25- 1.19(in,1H),1.16(1,1=7.5 
F 

(1S,2S)-N-(6-(5-cthyl-6,7-difluoro-1H- Hz,3H);LCMS(clcctrospray)in/z401. 1(M 
indazol-4-yl)iinidazo[1,2-b]pyridazin-2
y1 )-2-fluorocyclopropane- 1-carboxainide 

7 N 'HNMR(400MHzDMSO-d6)613.27(br B 
'NH 

s,1H),11.29(s,1H),8.29(s,1H),8.10(dI 

N N/ - 9.3Hz1H),7.79(brtI= 4.4Hz1H), 

t I \ 7.35(dI=9.3Hz,1H),5.08- 4.83(in,1H), 
7 H 2.99(brdI= 1.5Hz6H),2.61(brdI

(is,2S)-N-(6-(7-(diincthylainino)-5-ethyl 5.7Hz2H),2.22-2.15(in,1H),1.73-1.62 
6-fluoro-1H-indazol-4-yl)iinidazo[1,2- (in,1H),1.24 1.18(in,1H),1.15(tI '7.4 

b]pyridazin-2-yl)-2-fluorocyclopropanc- Hz,3H));LCMS(clcctrospray)in/z426.3 

8 0 'HNMR(400MHzDMSO-d 6 )613.90(s, B 
F', ~N9' 1H),11.30(s,1H),8.33(s,1H),8.13(d, 

VHN NH 1=9.3Hz,1H),8.03(brs,1H),7.40(d,1=9.2 
Hz,1H),5.07- 4.86(in,1H),2.32(dft2.9 

F Hz,3H),2.22-2.15(in,1H),1.74-1.64( 
in, 

F 1H),1.20(brdd,1=9.2,12.3Hz, 
(1S,2S)-N-(6-(6,7-difluoro-5-inethyl-1H- LCMS(ciccirospray)in/z387.2(M+H+).  
indazol-4-yl)iinidazo111,2-b]pyridazin-2
yl)-2-fluorocyclopropane- 1-carboxainide 

9 'HNMR(400MHzDMSO-d6)613.46(br B 
s,1H),11.29(s,1H),8.23(s,1H),8.12
8.10(in,1H),7.92(s,1H),7.63(dI= 8.4 

0 Hz,1H),7.45(dI 9.3Hz,1H),5.05- 4.84 
Fe,,~ I (in,1H),2.31(s,3H),2.19(brs,1H),1.75

N F 
V H 1.64 (in 1H), 1.22 - 1.15 (in, 1H); 

(1S,2S)-2-fluoro-N-(6-(6-fluoro-5- LCMS(electrospray)in/z400.9(M+H+).  
(inethylthio)-1H-indazol-4

34 

1-carboxamide (M+H+).
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yl)imidazo[1,2-b]pyridazin-2
yl)cyclopropane-1-carboxamide 

10 F. 'HNMR(400MHzDMSO-d 6 )611.33(s, B 
S.U 0 

1H),8.36(s,1H),8.18(dI= 9.3Hz1H), 
>1.111< N N 

HN 'I 8.03(s,1H),7.79(ddI 1.0,9.2Hz1H), NH N 7.52(dI 9.4Hz,1H),5.09- 4.84(in,1H), 

2.24- 2.15(in, 1H),1.74- 1.63(in, 1H), 
CF3000H CI 1.25- 1.17(in, 1H)),LCMS(electrospray) 

F 
(1S,2S)-N-(6-(5-chloro-6-fluoro-1H- in/z389.3(M+H+).  
indazol-4-yl)iinidazo[1,2-b]pyridazin-2
y1)-2-fluorocyclopropane- 1-carboxainide.  
iTFA 

11 FE..9 'HNMR(400MHzDMSO-d 6 )611.43- B 
11.12(in,1H),8.39- 8.34(in,1H),8.04(s, 

N'4 1H),7.87(s,1H),7.56(dI 9.4Hz1H), 
NH 7.46- 7.40(in, 1H),5.55- 5.47(in,2H), 

N 
5.10- 4.76(in 1H),2.24(brdI= 8.9Hz 

H2N lHt1.76- 1.60(in, lHt1.28- 1.12(in, 
F 

(1S,2S)-N-(6-(5-ainino-6-fluoro-1H- 1H); LCMS(elcctrospray) in/z 370.2(M 
indazol-4-yl)iinidazo[1,2-b]pyridazin-2
y1 )-2-fluorocyclopropane- 1-carboxainide 

12 N 'HNMR(400MHzDMSO-d 6 )613.24(s, B ANH 
1H),11.30(s,1H),8.30(s,1H),8.11(d, 

I 1=9.3Hz1H),7.78(s,1H),7.37(d,1=9.3 N N 
N-N Hz,1H),5.11- 4.82(in 1H),3.24(brd, 

I, t~¼ 1=6.8Hz2H),2.96(d,1=2.0Hz3H),2.62 V H 

(1S,2S)-N-(6-(5-ethyl-7- (brd,1=7.5Hz,2H),2.23- 2.13(in, 1H), 
(ethyl(inethyl)ainino)-6-fluoro-1H- 1.72- 1.57(in,1H),1.23(brs,1H),1.14(1, 

y1 )-2-fluorocyclopropane- 1-carboxainide LCMS(clectrospray)in/z440.2(M+H+).  

13 0 'HNMR(400MHzDMSO-d 6 )613.58(br B 
N'4 5,1H)11.31(s,1H)8.31(s,1H)8.11(d, 

VHN NH 
1=9.29Hz,1H)7.85(s,1H)7.37(d,1=9.29 
Hz,1H)4.84- 5.06(in,1H)4.31-4.41(in, 

0 2H)2.60- 2.69(in 2H)2.18(dt,1=13.83, 
6.82Hz,1H)1.62- 1.73(in,1H)1.40(1, 

(1S,2S)-N-(6-(7-ethoxy-5-ethyl-6-fluoro- 1=6.96Hz,3H)1.18- 1.24(in,1H)1.15(1, 
1H-indazol-4-yl)iinidazo[1,2-b]pyridazin- 1=7.34Hz,3H);LCMS(clectrospray)in/z 
2-yl)-2-fluorocyclopropane-1- 427.1(M+H+).  

carboxanPdc 

35 

indazol4-yl)iinidazo~,2-b]pyridazin-2 1=7.4Hz 3H),1.07(1,1=7.0Hz,3H),
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14 0 'HNMR(400MHz METHANOL-d 4 )6 B 
F 4$ NI _N 8.44- 8.39(s,1H),8.03- 7.93(in,2H),7.55 

VHN NH 
- 7.45(dlHj,4.80- 4.57(inlHj,4.50
4.42(in,2H),4.51- 4.41(m2H),2.17

CI 0 
F K 2.07(in, 1H),1.83- 1.71(in 1H),1.51

1.44 (1, 3H), 1.23 - 1.15 (in, 1H); 
(1S,2S)-N-(6-(5-chloro-7-ethoxy-6-.  
fluoro-1H-indazol-4-yl)iinidazo[1,2- LCMS(clcctrospray)in/z433.2(M+H+).  
b]pyridazin-2-yl)-2-fluorocyclopropane
1-carboxamide 

15 F,.'p 'HNMR(400MHzDMSO-d 6 )611.36- B 
F -a-N 11.29(s,1H),8.39- 8.31(s,1H),8.19- 8.09 

NH (d,1H),8.03- 7.98(s,1H),7.54- 7.46(d, 

1H),5.13- 4.86(din1H),3.06- 2.98(s, 

CI K' in, 

F K 3H),2.24- 2.16(in, 1H),1.77- 1.62( 
1H),1.23- 1.16(in,1H),1.13- 1.08(t,3H), (1S,2S)-N-(6-(5-chloro-7- LCMS(clcctrospray)in/z433.2(M+H+).  

(ethyl(inethyl)ainino)-6-fluoro-1H
indazol-4-yl)iinidazo[1,2-b]pyridazin-2
y1 )-2-fluorocyclopropane- 1-carboxainide 

16 N 'HNMR(400MHzDMSO-d 6 )613.17(s, B 
A NH 1H),11.36- 11.21(in,1H),8.33- 8.28(in, 

I 1H),8.12(s,1H),7.84(s,1H),7.40- 7.34 
o N N 

N-N (in,1H),5.10-4.84(in,1H),2.98(dJ=1.7 
t N Hz,6H),2.24(dI 3.4Hz,3H),2.22-2.13 

(1S,2S)-N-(6-(7-(diinethylainino)-6- (in,1H),1.77 1.60(in,1H),1.29 1.12(in, 
fluoro-5-inethyl-1H-indazol-4- 1H); LCMS(electrospray) in/z 412.1(M 
yl)iinidazo[1,2-b]pyridazin-2-yl)-2

fluorocyclopropane-1-carboxamide 

~ N N 
VHN NH s,1H),11.30(s,1H),8.32(s,1H),8.11(dI 

=9.3Hz1H),7.89(s,1H),7.39(d,1=9.3 

Hz,1H),5.07- 4.85(in,1H),4.34(brdI 0 
F K 7.0Hz2H),2.27(dJ2.9Hz3H),2.18 

(brs,1H),1.74- 1.62(in,1H),1.39(tI
(1S,2S)-N-(6-(7-ethoxy-6-fluoro-5
inethyl-1H-indazol-4-yl)iinidazo[1,2- 7.0 Hz 3H), 1.26 - 1.16 (in, 1H); 

.  

b]pyndazin-2-yl)-2-fluorocyclopropane- LCMS(electrospray)in/z418. 1(M+H+).  
1-carboxanPde 

18 0 'HNMR(400MHzDMSO-d6)613.79(br B 
I. N N 1H),11.32(s,1H),8.29(s,1H),8.12(dI 
7HN NH 

9.3Hz1H),7.90(s,1H),7.36(dI=9.3 

F30 N~ Hz,1H),5.09- 4.78(in, 1H),3.04(brs, ' 6H),2.23-2.09(in,1H),1.75- 1.60(in,1H), 
F 

(1S,2S)-N-(6-(7-(diinethylainino)-6- 1.27- 1.12(in, 1H),LCMS(electrospray) 
fluoro~-(trifluoroinethyl)iH-indazol.4 in/z466.1(M+H+).  
yl)iinidazo[1,2-b]pyridazin-2-yl)-2
fluorocyclopropane-1-carboxamide 

36 

17 0 'HNMR(400MHzDMSO-d 6 )613.54(br B
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19 N 'HNMR(400MHzDMSO-d 6 )613.94- B 

A NH 13.79(m 
1H),11.39- 11.28(m1H),8.36 

0 N S (s,1H),8.17(dJ=9.3HzlHj,8.14- 8.08 I N-N \ (in,1H),7.55- 7.49(in,1H),5.08- 4.85(in, 
. .5 CI 1H),2.60(s,3H),2.25- 2.14(in 1H),1.76 VH 

(1S,2S)-N-(6..{5-chloro-6-fluoro-7- - 1.62(in, 1H), 1.28- 1.14(in, 1H); 
(incthylthio)-~H-indazol4 LCMS(clcctrospray)in/z435.1(M+H+).  
yl)iinidazo[1,2-b]pyridazin-2-yl)-2

fluorocyclopropane-1-carboxamidc 

20 0 'HNMR(400MHzDMSO-d6)614.18(s, B 
F tI~It' N1, 

\7HN NH 1H),11.28(s,1H),8.32(s,1H),8.12- 8.08 (in,2H),7.45- 7.43(in,1H),5.06- 4.85(in, 
1H),2.35(s,3H),2.19- 2.17(in 1H),1.72 

- 1.65(in, 1H), 1.23- 1.17(in, 1H); ' F LCMS(clcctrospray)in/z419.0(M+H+).  

(1S,2S)-N-(6-(6,7-difluoro-5
(incthylthio)-1H-indazol-4
yl)iinidazo[1,2-b]pyridazin-2-yl)-2

fluorocyclopropane-1-carboxamide 

21 N 'HNMR(400MHzDMSO-d6)613.53(br B 
A NH 

s,1H),11.31(s,1H),8.33(s,1H),8.13(br 
I dJ9.4Hz1H),7.98(brs,1H),7.47(dJ N N 

I \ =9.3Hz,1H),5.07- 4.84(in,1H),3.03(br 
SD N CI 6H),2.23- 2.14(in,1H),1.74- 1.62(in, 

(1S,2S)-N-(6-(5-chloro-7- 1H), 1.25 1.14 (in, 1H); 
(diinethylamino)-6-fluoro-1H--indazol-4- LCMS(electrospray)in/z432.1(M+H+).  
yl)iinidazo[1,2-b]pyridazin-2-yl)-2
fluorocyclopropane-1-carboxamide 

22 0 'HNMR(400MHzDMSO-d 6 )614.27(br B 

VHN NH s,1H),11.33(s,1H),8.36(s,1H),8.19(s, 1H),8.18- 8.15(in,1H),7.50(d,1-93Hz, 

ci F 1H),5.07- 4.85(in, 1H),2.24- 2.15(in, 1H),1.76- 1.61(in, 1H),1.25- 1.14(in, 
F in/z 406.8 

(1S,2S)-N-(6-(5-chloro-6,7-difluoro-1H- 1H); LCMS(electrospray) 
indazol4-yl)iinidazo~,2-b]pyridazin-2 (M+H+).  

y1 )-2-fluorocyclopropane- 1-carboxainide 

23 F. 'HNMR(400MHzDMSO-d6)613.84(br B 
.4a 0 

5,1H),11.34(s,1H),8.36(s,1H),8.17(dI 

=:9.2Hz1H),8.09(s,1H),7.53(dI=9.2 
NH Hz,1H),5.05- 4.86(in,1H),2.59(s,3H), 

'-V 2.24- 2.15(in, 1H),1.71- 1.61(in, 1H), 
CI S 1.20- 1.17(in, 1H),LCMS(electrospray) 

F 
(1~,2S)-N-(6(5-chloro-6-fluoro-7- in/z435.0(M+H+).  
(inethylthio)-1H-indazol-4
yl)iinidazo[1,2-b]pyridazin-2-yl)-2
fluorocyclopropane-1-carboxamide 

37 

F II'" N1,
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24 N 'HNMR(400MHzDMSO-d 6 )611.48- C 

'9 NH 11.28(in,1H),9.06(s,1H),8.83(dI= 1.3 

N Hz,1H),8.36(s,11-I),7.91(dI 0.9Hz 1H),7.52(dJ=8.3Hz1Hj,7.33(dJ 8.6 
I ~~4b% N 

I N Hz,1H),5.15- 4.79(in,1H),2.43- 2.35(in, 
VHCF3000H 3H),2.26- 2.14(in, 1H),1.78- 1.62(in, 

OF3000H 1H), 1.37 - 1.06 (in, 1H); LCMS 

(1S,2S)-2-fluoro-N-(6-(5-incihyl-1H- (cicetrospray)in/z351. 1(M+H)+.  
indazol-4-yl)iinidazo[1,2-a]pyrazin-2
yl)cyclopropanc-1-carboxamide. 2TFA 

25 N~ 'HNMR(400MHz METHANOL-d 4 )6 D 

-N 8.99(s,1H),8.71(s,1H),8.42(s,1H),7.83 

N--N' (s,1H),7.36(d,1=10.4Hz,1H),5.00- 4.97 
(in,1H),2.76- 2.72(in,2H),2.16- 2.15(in, 

/j, I~f~\<N F lHt1.86- 1.79(in, 1Ht1.26- 1.24(in, 
VH 

- 1.16 LCMS 
lHt 1.19 (in, 3H); 

CF3COOHCF3COOH (cicetrospray)in/z383.1(M+H)+.  

(1S,2S)-N-(6-(5-cthyl-6-fluoro-1H
indazol-4-yl)iinidazo111,2-a]pyrazin-2-yl)
2-fluorocyclopropane- 1-carboxainide. 2 

TFA 

26 N. 'HNMR(400MHzDMSO-d 6 )613.15(br D ANH 

-N 5, 1H),11.35(s,1H),9.01(dI= 0.6Hz 

N / / / 1H),8.76(dI= 1.3Hz1H),8.35(s,1H), 
j4~~ <N \ 7.83(s,1H),5.08-4.84(in,1H),2.97(brd, 

7 NH F J=1.lHz,6Ht2.64(brddJ=2.0,7AHz 

(1S,2S)-N-(6-(7-(diinethylainino)-5-ethyl-2H),2.23 2.15(in, 1H),1.74 1.63(in, 

6-fluoro-1H-indazol-4-yl)iinidazo[1,2- 1H),1.24 1.17(in,1H),1.12(tI=7.3Hz 

a]pyrazin-2-yl)-2-fluorocyclopropane-1- 3H) ; LCMS (cicetrospray)in/z426.4 

27 'HNMR(400MHzDMSO-d 6 )611.39(s, D 
A NH 1H),9.04(s,1H),8.89(dI 1.5Hz1H), 

-N 
in 

-S 8.38(s,1H),8.03(s,1H),s.1o 4.78( 
1H),2.56(s,3H),2.31- 2.27(in 3H),2.26 

.9 1 N S F - 2.14(in lHt1.74- 1.63(in,1H),1.25

HOI HOI 1.17(in, 1H);LCMS(cicetrospray)in/z 
447.1(M+H)+.  

(1S,2S)-2-fluoro-N-(6-(6-fluoro-5,7
bis(incthylthio)- 1H-indazol-4
yl)iinidazo[1,2-a]pyrazin-2

yl)cyclopropanc-1-carboxamide.2HCl 

38 

carboxamide (M+H)+.
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28 N 'HNMR(400MHzDMSO-d6)611.37(s, D 
-9 NH 1H),9.04-9.01(in,1H),8.87(dJ=1.4Hz 

N 1H),8.36(s,1H),7.94(dI 0.9Hz1H), 

0 Na
1 N N 7.54(ddI= 0.8,9.4HzlHj,5.12- 4.82 

S F (inlHj,2.26(s,3Hj,2.22- 2.13(m1H), 
1.75- 1.61(mlHj,1.19(tddI=6.3,9.0, CF3 000H 

GF3 000H 12.4Hz 1H);LCMS(cicetrospray)m/z 

(1S,2S)-2-fluoro-N-(6-(6-fluoro-5- 401.1(M+H)+.  

(mcthylthio)-1H-indazol-4
yl)imidazo[1,2-a]pyrazin-2
yl)cyclopropane-1-carboxamide. 2TFA 

29 'HNMR(400MHzDMSO-d 6 )613.86(br D 
Sa, 0 s,1H),11.38(s,1H),9.03(ci,1=0.6Hz1H), 
>1114 8.82(dJ1.4Hz1H),8.36(s,1H),8.02(br 

s,1H),5.09- 4.83(in,1H),2.72(brd,1=9.0 

F Hz,2H),2.18(brd,1=7.1Hz1H),1.76
1.62(in,1H),1.22(brdJ=9.OHz1H),1.15 

F 
(1S,2S)-N-(6-(5-cthyl-6,7-difluoro-1H- (t,1=7.4Hz3H);LCMS(electrospray)m/z 

indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)- 401.2(M+H)+.  

2-fluorocyclopropane-1-carboxamide 

30 N 'HNMR(400MHzDMSO-d 6 )611.47(s, D 
iv- NH 1H),9.13(s,1H),8.92(dI- 1.2Hz1H), 

-N 

N S 8.42(s,1H),7.97(dI 1.0Hz1H),7.44 
N ~ \I \ (dI= io.oHz,1H),5.06- 4.88(in,1H), 

F41~ *1 N F 2.29(d,12.6Hz,3H),2.25-2.14(in,1H), 
1.77- 1.63(at, 1H),1.29- 1.16(in, 1H); 

GF3COOH LCMS(electrospray)in/z369.3(M+H)+.  

(1S,2S)-2-fluoro-N-(6-(6-fluoro-5
inethyl-7-(inethylthio)- 1H-indazol-4

y1 )cyclopropane- 1-carboxamide. 1TFA 

31 N 'HNMR(400MHzDMSO-d6)613.42(br D 
'NH 

-N 5,1H),11.37(s,1H),9.05(s,1H),8.87(dI 

N - 1.3Hz1H),8.35(s,1H),8.02(s,1H), 
I j~N 5.09- 4.80(in,1H),2.52(brs,3H),2.29(d, 

e I, N F I=3.0Hz,3H),2.19(brddI=5.9,7.8Hz 

(1S,2S)-2-fluoro-N-(6-(6-fluoro-5- 1H),1.76- 1.62(in, 1H),1.24- 1.17(in, 
incthyl-1H-indazol-4-yl)iinidazo[1,2- 1H); LCMS (electrospray) in/z 415.3 

a]pyrazin-2-yl)cyclopropanc-1 (M+H)+.  

carboxainide 

32 N 'HNMR(400MHzDMSO-d 6 )13.59(s, D 
'NH 1H),11.41(s,1H),9.08(s,1H),9.03(s,1H), 

-N 

Na- 8.39(s,1H),8.10- 8.06(in,1H),7.74- 7.70 

,I I ~N' (in,1H),5.06- 4.87(in,1H),2.23- 2.18(in, N CI F 1H), 1.24 - 1.20 (in, 1H); 

CF3000H LCMS(electrospray)in/z389.1(M+H+).  
(1S,2S)-N-(6-(5-chloro-6-fluoro-1H

39 

yl)iinidazo[1,2-a]pyrazin-2-
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indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)
2-fluorocyclopropane- 1 . 1 

TFA 

33 XNNH 'HNMR(400MHzDMSO-d 6 )613.62- D 

-N 13.27(m1H),11.39(s,1H),9.05(s,1H), 
I 8.93(dI= 1.3Hz1H),8.38(s,1H),8.00 0 N-a N 

F~, \ (brs,1H),5.12- 4.80(in, 1H),3.01(brs, 
I S N CI F 6H), 
V H 1H),1.77- 1.61(in, 

(1S,2S)-N-(6-(5-chloro-7- 1H), 1.27 1.14 (in, 1H); 
(dimethylamino)-6-fluoro-1H-indazol-4- LCMS(clcctrospray)m/z432.3(M+H+).  
yl)imidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide 

34 F,. 'HNMR(400MHzDMSO-d6)613,90- D 
'I'F 0 

N N 13.65(in 1H),11.39(s,1H),9.05(s,1H), 
HN NH 8.97(dI 1.3Hz1H),8.38(s,1H),8.06 

(s,1H),5.06- 4.86(in 1H),4.44- 4.39(in, 
2H),2.22- 2.15(in, 1H),1.74- 1.64(in, 

1H),1.41(1,1=7.0Hz3H),1.25- 1.18(in, 

(1~,2S)-N-(6(5-chloro-7-ethoxy-6- 1H);LCMS(clcctrospray)in/z433.2(M 
fluoro-1H-indazol-4-yl)iinidazo[1,2- +H+).  
a]pyrazin-2-yl)-2-fluorocyclopropane- 1
carboxainide 

35 N~ 'HNMR(400MHzDMSO-d 6 )613.87- D 
13.72(in 1H),11.45- 11.28(in 1H),9.04 

0 N- F (s,1H),8.91- 8.78(in 1H),8.45- 8.32(in, 1H),8.11- 7.90(in, 1H),5,10- 4.82(in, 
F',, I 

\7H 1H),2.71- 2.57(in,1H),2.33(brdI=2.9 
Hz,3H),2.24-2.14(in,1H),1.75- 1.64(in, 

(1S,2S)-N-(6-(6,7-difluoro-5-inethyl-1H- 1H), 1.26 1.16 (in, 1H); 

2-fluorocyclopropane-1-carboxainide 

36 N% 'HNMR(400MHzDMSO-d 6 )614.30- D 

N __ 13.89(in,1H),11.43- 11.32(in,1H),9.07
N- F 9.00(in,1H),8.88(dI= 1.4Hz1H),8.43 

F',,~ I -8.36(in,1H),8.10(dJ3.lHz1H),5.10 
N S F 4.82(in 1H),2.32(s,3H),2.24- 2.14(in, 

I lHt1.73- 1.62(in, 1H),1.29- 1,15(in, 
(1S,2S)-N-(6-(6,7-difluoro-5- 1H);LCMS(clcctrospray)in/z419,1(M 
(inethylthio)-1H-indazol-4
yl)iinidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropane-1-carboxamide 

40 

indazol-4-yl)iinidazo[1,2-a]pyrazin-2-yl)- LCMS(clectrospray)in/z387.0(M+H+).
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37 F.. 'HNMR(400MHzDMSO-d6 )612.05- D 
aSF 0 

N N 11.89(in,1H),9.95- 9.84(in,1H),9.49(s, 
HN NH 1H),8.97(dI 1.5Hz1H),8.82(s,1H), 

8.43(slHj,5.56- 5.25(in,1H),3.32(dqI 

s =:2.3,7.4Hz,2H),3.08(s,3Hj,2.41- 2.30 
F I (in, 2H), 1.81 - 1.70 (in, 5H); 

(1S,2S)-N-(6-(5-cthyl-6-fluoro-7- LCMS(clcctrospray)m/z428.12(M+H+).  
(mcthylthio)-1H-indazol-4
yl)imidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide 

38 F.. 'HNMR(400MHzDMSO-d 6 )613.76(s, D 
a. 0 

a 

N N 1H),11.40(s,1H),9,07(s,1H),9.02(dI
HN 'a 1.5Hz1H),8,40(s,1H),8.13(s,1H),5.08 

NH 
-4.86(m1H),2.59(s,3H),2.21-2.17(in, 

s 1H),1.74- 1.64(iii,1H),1.24- 1.18(in,1ff 
F I LCMS(electrospray)in/z435(M+H+).  

(1S,2S)-N-(6-(5-chloro-6-fluoro-7
(incthylthio)-1H-indazol-4
yl)iinidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropane-1-carboxamide 

39 F,. 'HNMR(400MHzDMSO-d6)613.41- D 
SFa 0 

>1111/< N N 13.32(in,1H),11.36(s,1H),9.01(dI=0.8 
HN NH Hz,1H),8.80(dI 1.4Hz,1H),8.36(s, 

1H),7.95- 7.86(in, 1H),5.07- 4.85(in, 

S NA 1H),2.99(dI= 1.5Hz6H),2.28(s,3H), 
I F 1 2.22- 2.14(in, 1H),1.73- 1.63(in, 1H), 

(1S,2S)-N-(6-(7-(diincthylainino)-6- 1.23- 1.17(in, 1H),LCMS(electrospray) 
fluoro-5-(incthylthio)-1H--indazol-4- in/z444(M+H+).  
yl)iinidazo[1,2-a]pyrazin-2-yl)-2

40 F.. 'HNMR(400MHzDMSO-d6)611.39(s, D 
U 

N rN 1H),8.98(s,1H),8.81(dI= 1.4Hz1H), 
HN 'a 

NH 8.33(s,1H),7.98(s,1H),5.21- 4.77(in, 
1H),3.03(dI=2.4Hz,6H),2.24- 2.13(in, 
1H),1.76-1.60(in1H),1.20(tddI=6.1, 

F 9.1,12.4Hz1H);LCMS(electrospray)in/z 
(1S,2S)-N-(6-(7-(diinethylainino)-6- 466.1(M+H+).  

fluoro-5-(trifluoroinethyl)- 1H-indazol-4
yl)iinidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide 

41 F,. 'HNMR(400MHzDMSO-d6)613.53- D 
'I9 0 

N NN 13.35(in,1H),11.42- 11.37(in,1H),9.09
HN NH 9.04(in, 1H),8.99- 8.94(in 1H),8.41

8.36(in, 1H),8.07- 7.97(in 1H),5.10

NA 4,85(in, 1H),3.30(brdI 7.0Hz2H), 

F K 3,03- 2.97(in,3H),2.24- 2.14(in, 1H), 

(1S,2S)-N-(6-(5-chloro-7- 1.76- 1.62(in,1H),1.19(s,1H),1.12- 1.07 

41 

fluorocyclopropane-1-carboxamide
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(ethyl(methyl)amino)-6-fluoro-1H- (in,31-ItLCMS(electrospray)m/z446.1(M 

indazo1-4-yl)imidazo111,2-a]pyrazin-2-yl)- 0 

2-fluorocyclopropanc-1-carboxamidc 

42 F. 'HNMR(400MHzDMSO-d 6 )613.80- D 
S 0 

N NN N 13.59(m1H),11.39(s,1H),8.98(s,1H), 
HN NH 8.84(dI 1.3Hz1H),8.33(s,1H),8.00 

(brs,1H),5.07- 4.84(in,1H),3.29(brdI 
=7,3Hz,2H),3,00(dI 1,7Hz3H),2.24 

F K - 2.14(m1Ht1.75- 1.64(in,1H),1.24
(1S,2S)-N-(6-(7-(cthyl(mcthyl)antno)-6- 1.17(at, 1H),1.09(tI 7.1Hz 3H); 
fluoro-5-(trifluoromethyl)-1H-indazol-4- LCMS(clcctrospray)m/z480.3(M+H+).  
yl)imidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropane-1-carboxamide 

43 XNH 'HNMR(400MHzDMSO-d 6 )613.12(s, D 
1H),11.35(s,1H),9.07- 8.96(in,1H),8.78 

I 
0 Mw- (dJil.4Hz,1H),8.39-8.28(in,1H),7.83 

1 t4< (s,1H),5.10- 4.81(in 1H),3.21(brs,2H), 
N 

2.94(dI= 1.5Hz,3H),2.64(brdI=2.0 
(1S,2S)-N-(6-(5-cthyl-7- Hz,1H),2.21-2.16(in,1H),1.73- 1.64(in, 
(ethyl(inethyl)ainino)-6-fluoro-1H- 1H),1.20- 1.17(in,1H),1.12(1,1 7.5Hz 
indazol-4-yl)iinidazo[1,2-a]pyrazin-2-yl)- 3H), 1.06 (1, 1 - 7.0 Hz 3H); 
2-fluorocyclopropane-1-carboxainide LCMS(clectrospray)in/z440.1(M+H+).  

44 F,. 'HNMR(400MHzDMSO-d 6 )613.44(br D 
0 

N s,1H),11.36(s,1H),9.02(s,1H),8.79(dI 
HN NH - 1.4Hz1H),8.35(s,1H),7.89(s,1H), 

5.07-4.85(in,1H),4.33(qI=6.4Hz2H), 

0 2.70- 2.63(in 2H),2.19(IdI 6.9,13.6 
F> Hz,1H),1.74- 1.63(in,1H),1.39(1,I 7.0 

(1S,2S)-N-(6-(7-ethoxy-5-cthyl-6-fluoro- Hz,3H),1.24- 1.17(in,1H),1.13(1,I 7.4 

y')-2-fluorocyclopropane- 1-carboxainide (M+H+).  

45 F~. 'HNMR(400MHzDMSO-d 6 )613.11(s, D 
US. 0 

1H),11.36(s,1H),9.03(dI=0.6Hz1H), 

NH 8.80(dI= 1.2Hz1H),8.33(s,1H),7.90 N (s,1H),5.11- 4.82(in 1H),3.26- 3.17(in, 

N7  2H),2.94(dI=1.6Hz3Ht2.25(dI3.2 Hz,3H),2.22-2.15(inlHt1.77-1.61(in, lHt1.25-1.14(in,1H),1.06(1,1=7.1Hz 

(1S,2S)-N-(6-(7-(cthyl(incthyl)anPno)-6- 3H);LCMS(electrospray)in/z425. 18(M 
fluoro-5-inethyl-1H-indazol-4
yl)iinidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide 

42 

1H-indazol-4-yl)iinidazo111,2-a]pyrazin-2- Hz 3H);LCMS(clectrospray)in/z427.0
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46 F. 'HNMR(400MHzDMSO-d 6 )613.53- D 
a, 

e 

12.84(m1H),11.37(s,1H),9.04(s,1H), 
'4 

NH 8.79(dI= 1.3HzlHt8.35(s,1H),7.91 
(s,1H),5.14-4.78(m2H),2.97(ci,1=2.2 

NX Hz,6H),2.25(dJ=3.3Hz,3H),2.20-2.16 
I (in,1H),1.76- 1.62(in,1H),1.25- 1.15(in, F 

(1S,2S)-N-(6-(7-(dimcthylamino)-6- 1H);LCMS(clcctrospray)m/z412,2(M 

fluoro-5-methyl-1H-indazol-4
yl)imidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropane-1-carboxamide 

47 F,. 'HNMR(400MHzDMSO-d 6 )613.20- D 
a.  0 

S 

N 13.68(in 1H)11.26- 11.47(in 1H)9.03 

NH (s,1H)8.81(d,1=1.25Hz1H)8.34(sI.  
H)7.96(s,1H)4.84-5.09(m1H)4.33(q, 

1=7.00Hz,2H)2.28(d,1=3.00Hz3H) 
2,14-2.23(in,1H)1,62- 1,75(in,1H)1,39 

F> (I,1=7.00Hz,3H)1.20(ddt,1=12.37,9.05, 

(1S,2S)-N-(6-(7-ethoxy-6-fluoro-5- 6.24,6.24Hz 1H);LCMS(clcctrospray) 
methyl~1H~rndazol~4~yl)ins1idazo[1,2- m/z413. 1(M+H+).  
a]pyrazin-2-yl)-2-fluorocyclopropane- 1
carboxamide 

48 'HNMR(400MHzDMSO-d 6 )613.62(br D 
"NH 

N s,1H),11.42(s,1H),9.08(s,1H),8.94(d, 
N OF3  1=1.2Hz1H),8.37(s,1H),8.19(s,1H), 

9 .1 5.09- 4.83(in,1H),2.32(d,1=2.9Hz3H), 
H F 2.24- 2.15(in, 1H),1.76- 1.63(in, 1H), 

(1S,2S)-2-fluoro-N-(6-(6-fluoro-5- 1.26- 1.15(in, 1H),LCMS(clcctrospray) 
incihyl.4-(Influoroincihyl)iH-indazoi.4 in/z437.2(M+H+).  
yl)imidazo[1,2-a]pyrazin-2

49 F,. 'HNMR(400MHz METHANOL-d 4 )6 D 
0 

N N 9.04- 8.94(in,1H),8.82(d,1=1.5Hz1H), 
HN NH 8.44- 8.36(in 1H),8.01(brs,1H),5,00

4.95(in, 1H),2.17- 2.11(in 1H),1.89
F 1.76 (in 1H), 1.30 - 1.21 (in, 1H); 

F LCMS(clectrospray)in/z451.0(M+H+).  

(1S,2S)-N-(6-(5-bromo-6,7-difluoro-1H
indazol-4-yl)iinidazo[1,2-a]pyrazin-2-yl)
2-fluorocyclopropane-1-carboxainide 

50 F. 'HNMR(400MHzDMSO-d 6 )613.34(br D 
aa, 0 
>.iii/K N NN N 5,1H),8.04(dI= 1.3Hz,1H),7.83(dI 

HN NH 8.2Hz1H),7.68(s,1H),7.49(ddI= 1.7, 

8.3Hz1H),5.16- 4.94(in 1H),3.23(qI 

N"" ~7.1Hz,2H),2.95(dJ2.OHz3H),2.28 
'F K - 2.22(in 1H),2.20(s,3H),1.82- 1.68(in, 

(1S,2S)-N-(6-(7-(ethyl(inethyl)anPno)-6- 1H),1.31(tddI 6.2,8.9,12.6Hz1H), 
fluoro-5-(inethylthio)-1H-indazol-4- 1.07 (1, 1 7.1 Hz 

43 

yl)cyclopropanc-1-carboxamide
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yl)imidazo[1,2-a]pyrazin-2-yl)-2- LCMS(electrospray)m/z474(M+H+).  

fluorocyclopropane-1-carboxamide 

51 F.. 'HNMR(400MHzDMSO-d 6 )614.33- D 
CEel' 0 

N N 13.89(m1H),11.40(s,1H),9.07(s,1H), 
HN NH 9.01(d,1=1.4Hz1H),8.39(s,1H),8.20(br 

s,1H),5.09- 4.85(in,1H),2.19(Id,1=7.0, 

F 14.2Hz,1H),1.76- 1.63(m1H),1.25
F 1.17(in, LCMS(electrospray)m/z 

(1S,2S)-N-(6-(5-chloro-6,7-difluoro-1H- 407.2(M+H+).  
indazol-4-yl)imidazo111,2-a]pyrazin-2-yl)
2-fluorocyclopropane-1-carboxamide 

52 F. 'HNMR(400MHzDMSO-d 6 )613.41(s, D 
eqS 0 
>1111< N N 1H),11.43- 11.36(at,1H),9.11- 9.05(in, 

HN NH 1H),8,97(dI= 1.5Hz1H),8,38(s,1H), 
N 7,99(s,1H),7.69- 7.65(in,1H),5.21- 4.77 

CF3 000H Br (in,1H),2.25- 2.13(in,1H),1.74- 1.63(in, 
F 1H), 1.25 1.18 (in, 

(1S,2S)-N-(6-(5-broino-6-fluoro-1H- LCMS(electrospray)in/z435.0(M+H+).  
indazol-4-yl)iinidazo111,2-a]pyrazin-2-yl)
2-fluorocyclopropane- 1-carboxainide. 1 
TFA 

53 F.. 'HNMR(400MHzDMSO-d 6 )613.71(br D 
'p 0 

N NN N s,1H),11.40(s,1H),9.01(s,1H),8.91(d, 
HN \N NH 1=1.3Hz1H),8.35(s,1H),8.08(s,1H), 

7.77(dhdl.4Hz,1H),5.18-4.81(in,1H), 
2.25- 2.15(in, 1H),1.78- 1.54(in, 1H), 

F 1.28- 1.09(in, 1H)),LCMS(elcctrospray) 
(1S,2S)-2-fluoro-N-(6-(6-fluoro-5- in/z4231(M+H+).  

(trifluoroinethyl)- 1H-indazol-4

yl)cyclopropane-1-carboxamide 

54 F,. 'HNMR(400MHzDMSO-d 6 )613.15(s, D 
'I 

a 0 
>5111/< N 1H),11.37(s,1H),9.03(s,1H),8.89(S, 

HN 1H),8.36(s,1H),7.95(s,1H),5.08-4.84(in, 

1H),3.99-3.88(in,1H),3.79-3.62(in 4H), 
N 2.27-2.12(in,1H),2.04-1.86(in,5H),1.78

F 1.60(in, 1H),1.30-1.18(in, 1H);LCMS 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7- (electrospray)in/z4581(M+H)+.  

4 

(pyrrolidin-1-yl)-1H-indazol-4
yl)iinidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropane-1-carboxamide 

44 

yl)iinidazo[1,2-a]pyrazin-2-
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55 F..p 'HNMR(400MHzDMSO-d6)613.36(s, D 

N 1H),11.41(s,1H),9.05(dI 4.9Hz1H), 
HN 8.95(dI 11Hz,1H),8.37(dI 4.4Hz 

1H),8.01(s,1H),5.14-4.81(in,1H),3.30
N 3.08(in,4H),2.26-2.10(ni,1H),1.79 1.71 

F 4H),1.71-1.55(in,3H),1.26-1.15(in, 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7- LCMS (cicetrospray) in/z 472.1 
(pipcridin-1-yl)-1H-indazol-4- (M+H)+ 
yl)imidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropane-1-carboxamide 

56 F.'p 'HNMR(400MHzDMSO-d6)613.14(s, D 
N 1H),11.38(s,1H),9.02(s,1H),8.89(s,1H), HN NH 8.35(s,1H),7.94(s,1H),5.64(s,1H),5.11

N 4.80(in,1H),4.68(s,1H),3.63- 3.48(in, 
F H 4H),2.25-2.10(in,1H),1.78-1.63(in 3H), 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-((3- 1.32-1. 10(in, 1H);LCMS(cicetrospray) 
hydroxypropyl)aniino)-1H-indazol-4- in/z462.1(M+H)+.  
yl)imidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide 

57 Fl. 'HNMR(400MHzDMSO-d 6 )613.03(s, D 
Vp 

N 1H),11.38(s,1H),9.02(s,1H),8.88(s,1H), 
HN 8.36(s,1H),7.97(s,1H),5.11-4.82(in,1H), 

4,49- 4.34(s,4H),2.36(qI=7.3Hz2H), 
N~3 2.25-2.13(in, 1H),1.76- 1.63(in, 1H), 

F 
.  (1S,2S)-N-(6-(7-(azctidin-1-yl)-5-chloro- 1.22-1. 13(in, 1H);LCMS(cicetrospray) 

6-fluoro-1H-indazol-4-yl)iinidazo[1,2- in/z444.1(M+H)+.  
a]pyrazin-2-yl)-2-fluorocyclopropane- 1
carboxamide 

58 F. 'HNMR(400MHzDMSO-d 6 )613.49(s, D 
0'U 0 

HN NH 8.36(s,111),8.00(s,1H),5.03 - 4.83(in, 
1H),3.01(br,4H),2.17-2.14(in 1H),1.69 

N - 1.62(in,1H),1.19- 1.14(in,1H)0.64-0.59 
F I (in, 2H), 0.48-0.45 (in, 2H); LCMS 

(1S,2S)-N-(6-(5-chloro-7- (electrospray)in/z458. 1(M+H)+.  
(cyclopropyl(incthyl)ainino)-6-fluoro-1H
indazol-4-yl)iinidazo111,2-a]pyrazin-2-yl)
2-fluorocyclopropane-1-carboxainide 

59 F. 'HNMR(400MHzDMSO-d6)613.50(s, D 
1H),11.38(s,1H),9.01(s,1H),8.87(s,1H), 

8.34(s,11-I),7.92(s,1H),5.03 - 4.83(in, 
NH 1H),3.15(tI=4.6Hz,3H),2.17-2.14( 

in, 

-p 1H),1.69- 1.62(in, 1H),1.19- 1.14(in, 
CI N 1H); LCMS (electrospray) in/z 418.1 

F H 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7- (M+H)+.  

(inethylan'iino)- 1H-indazol-4

45 

N NN N 1H),11.41(s,1H),9.05(s,1H),8.96(s,1H),
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yl)imidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropane-1-carboxamide 

60 F.. 'HNMR(400MHzDMSO-d 6 )613.43(s, D 
I,9 0 

N 1H),11.41(s,1H),9.06(s,1H),8.96(dI
HN "I 1.6Hz1H),8.38(s,1H),8.03(dI 1.6 

NH 
Hz,1H),5.08- 4.85(in,1H),3.52- 3.44(s, 

N 4H),2.91-2.86(m,4H),2.26-2.12(m1H), 
F S 1.78-1.60(in, 1H), 1.31-1,12 (in, 1H); 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7- LCMS(electrospray)in/z490.1(M+H)+.  

thioinorpholino-1H-indazol-4
yl)iinidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropane-1-carboxamide 

61 F. 'HNMR(400MHzDMSO-d 6 )613,18(s, B 
4,V 0 

1H),11.37(s,1H),9.03(s,1H),8.91(dIN NN N 1.6Hz1H),8.35(s,1H),7.97(s,1H),5.21 
HN 

(dI= 10.0Hz,1H),5.06- 4.86(in, 1H), 

N 4.05(in, 1H),2.20- 2.15(in 1H),1.72
F H 1.65(in,1H),1.28- 1.16(in,7H);LCMS 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7- (clectrospray)in/z446.10(M+H)+.  
(isopropylamino)- 1H-indazol-4
yl)iinidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide 

62 F,. 'HNMR(400MHzDMSO-d6)613.38(s, B 
S4, 0 

1H),11.41(s,1H),9.06(s,1H),8.97(dI
>11111< N NN -N 1.2Hz1H),8.37(s,1H),8.01(s,1H),5.06 

HN 
- 4.86(in, 1H),3.56(in 1H),2.90(dI

N 2.8Hz3H),2.20-2.17(in,1H),1.72-1.65 
F I (in, 1H),1.23- 1.13(in 7H), LCMS 

(isopropyl(inethyl)ainino)- 1H-indazol-4
yl)iinidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide 

63 F.C 'HNMR(400MHzDMSO-d 6 )613.46(br D 
s,1H),11.41(s,1H),9.08(ddI= 0.7,1.3 

>miiiK' -N Hz,1H),9.00(dI 1.5Hz,1H),8.39(s, 
NH 1H),8.07(s,1H),5.64(s,1H),5.39(s,1H), 

5.13- 4.78(in,1H),2.22(s,3H),2.21- 2.13 
CI (in,1H),1.76- 1.62(in,1H),1.21(tddI

F 6.2,9.0,12.5Hz,1H);LCMS(electrospray) 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(prop- in/z429.2(M+H+).  
1-en-2-yl)-1H-indazol-4-yl)iinidazo[1,2
a]pyrazin-2-yl)-2-fluorocyclopropane- 1
carboxamide 

46 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7- (electrospray)in/z460.10(M+H)+.
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64 F.a 'HNMR(400MHzDMSO-d6)613.52(br F 
s,1H),11.40(s,1H),9.14- 8.87(m2H), 

>i.ii/K 
N 
I' 8.38 8.04 5.17- 4.75(in, HN NH 

N 1H),3.66- 3.59(in1H),2.19(IdI 7.0, 
13.6Hz,1H),1.75- 1.62(in,1H),1.45(br 

CI I 7.0Hz,6H),1.20(tddI 6.3,8.9, 
F 12.3Hz 1H);LCMS(cicetrospray)in/z 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7- 431.2(M+H+).  

isopropyl-1H-indazol-4-yl)iinidazo111,2
a]pyrazin-2-yl)-2-fluorocyclopropane- 1
carboxainide 

65 F~. 'HNMR(400MHzDMSO-d6 )613.16(s, D 
a 0 

N NN N 1H),11.19(s,1H),9.01(s,1H),8.91(s,1H), 
HN 9' 8.35(s,1H),8.02(s,1H),6.03(s,1H),5.16

NH 
4.77(in,2H),2.32-2.11(in 1H),1.81-1.64 

N ON (in, 4H), 1.24-1.09 (in, 1H); LCMS 
F H (cicetrospray)in/z457.10(M+H)+.  

(1S,2S)-N-(6-(5-chloro-7-((1
cyanocthyl)amino)-6-fluoro-1H-indazol
4-yl)iinidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide 

66 F~. 'HNMR(400MHzDMSO-d6)613.61(s, D 
'pU 0 

N N 1H),11.29(s,1H),9.08(s,1H),9.02(dI
HN 9' 1.1Hz1H),8.42(s,1H),8.16(s,1H),7.23 

(s,2H),6.42(s,2H),5.12-4.79(in, 1H), 

N\ 2.28-2.14(in,1H),1.79-1.63(in,1H),1.32
F 1.19(in, 1H);LCMS(clectrospray)in/z 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(1H- 454.10(M+H)+ 
pyrrol-1-yl)-1H-indazol-4-yl)iinidazo[1,2
a]pyrazin-2-yl)-2-fluorocyclopropane- 1

67 F. 'HNMR(400MHzDMSO-d6)612.89(s, D 
'pS 0 1H),11.32(s,1H),8.98(s,1H),8.85(dI

-N 1.6Hz1HX8.31(s,1H),7.89(dI 1.6 
NH Hz,1H),5.79(s,2H),5.06-4.78(in, 1H), 

2.20-2.09(in,1H),1.73-1.56(in,1H),1.18
CI NH2  1.13(in, 1H);LCMS(electrospray)in/z 

F 404.05(M+H)+ 
(1S,2S)-N-(6-(7-ainino-5-chloro-6-fluoro
1H-indazol-4-yl)iinidazo[1,2-a]pyrazin-2
y1 )-2-fluorocyclopropane- 1-carboxainide 

68 F. 'HNMR(400MHzDMSO-d6)613.18(s, D 
0U 0 

N N 1H),11.25(s,1H),9.02(s,1H),8.92(s,1H), 
HN 9' 8.35(s,1H),8.02(s,1H),6.66-6.18(in,1H), 

NH 
5.08-4.48(in,3H),2.27-2.14(in,1H),1.79

N~CN 1.61(in, 1H),1.20-1.09(in, 1H);LCMS 
F H (electrospray)in/z443.10(M+H)+.  

(1S,2S)-N-(6-(5-chloro-7

47 

carboxanPde
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((cyanomethyl)amino)-6-fluoro-1H
indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)
2-fluorocyclopropanc-1-carboxamidc 

69 F. 'HNMR(400MHzDMSO-d 6 )613.93(s, D 
S.e 0 1H),11.42(s,1H),9.09(s,1H),9.06(dI 

>1111/< N 1.1Hz1H),9.00(s,1H),8.39(s,1H),8.17 
NH (s,1H),6.37(s,2H),5.07-4.86(iii, 1H), 

2.22-2.15(in,1H),1.73-1.63(in,1H),1.25
0I 1.16(in, 1H);LCMS(electrospray)m/z 

F 
N N 471.10(M+H)+ 
"-ft 
N 

(1S,2S)-N-(6-(7-((2H-tetrazol-2
yl)mcthyl)-5-chloro-6-fluoro-1H-indazol
4-yl)imidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide 

70 5. 'HNMR(400MHzDMSO-d 6 )612.87(br D 

>1111K N 5,1H),11.39(s,1H),9.06(s,1H),8.97(s, 

HN 1H),8,38(s,1H),7.97(s,1H),6.05(brs, 
1H),5.13- 4.82(in, 1H),2.19(brs,1H), 

HCOOH OH 1.70(s,6H),1.63(brs,1H),1.21(brs,1H); 

F LCMS(clectrospray)m/z447.0(M+H)+.  
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(2
hydroxypropan-2-yl)-1H-indazol-4
yl)imidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide. 1 
fom~iicacid 

71 F. 'HNMR(400MHzDMSO-d 6 )613.96(s, D 
S.a 0 

1H),11.40(s,1H),9.07(s,1H),9.03(dI
>iiiK N 1.4Hz1H),8.39(s,1H),8.15(brs,1H), 

(in, 1H),5.84(dI= 11.9Hz1H),5.12
0I 4.80(in, 1H),2.26- 2.12(in 1H),1.77

F 1.60(in,1H),1.21(tddJ=6.3,9.1,12.4Hz 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-vinyl- 1H); LCMS (electrospray) in/z 415.1 
1H-indazol-4-yl)iinidazo[1,2-a]pyrazin-2- (M+H)+.  
y')-2-fluorocyclopropane- 1-carboxainide 

72 F.a. 'HNMR(400MHzDMSO-d 6 )613.68(br D 
a 5, 1H),11.42(s,1H),9.10(s,2H),8.49

HN NH 8.37(in,1H),8.17(s,1H),5.09- 4.84(in, 
1H),2.77(d,1=6.2Hz3H),2.25- 2.12(in, 
1H),1.74- 1.62(in, 1H),1.27- 1.21(in, 

0I 1H); LCMS (electrospray) in/z 431.1 
F 

(1S,2S)-N-(6-(7-acetyl-5-chloro-6-fluoro- (M+H)+.  
1H-indazol-4-yl)iinidazo[1,2-a]pyrazin-2
y')-2-fluorocyclopropane- 1-carboxainide 

48 

NH 7.11(ddI= 11.8,17.9Hz,1H),6.39- 6.22
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73 F~.a 'HNMR(400MHzDMSO-d 6 )613.74(s, D 

1H),11.39(s,1H),9.06(s,1H),8.96(dI

HN NH 1.4Hz1H),8.38(s,1H),8.04(brs,1H), 
N 5.18- 4.72(in, 1H),2.25- 2.11(in,2H), 

1.76- 1.62(in, 1H),1.25- 1.19(in, 1H), 
CI 1.18- 1.10(in,2H),1.06- 0.92(in,2H); 

F LCMS(cicetrospray)in/z429.3(M+H)+.  
(1S,2S)-N-(6-(5-chloro-7-cyclopropyl-6
fluoro-.1H-indazol-4-yl)iinidazo[1,2
a]pyrazin-2-yl)-2-fluorocyclopropane- 1
carboxanPdc 

74 F..~0 'HNMR(400MHzDMSO-d 6 )612.93(s, D 
U 

N NN -a-N 1H),11.40(s,1H),9.07(s,1H),9.00(d, 
HN NH 1=1.3Hz1H),8.39(s,1H),8.01(s,1H), 

5.11- 4.84(in, 1H),3.29- 3.03(in,2H), 
~ 2.20(Id,1=7.0,13.7Hz 1H),1.75(brd, 

F 1=3.3Hz6H),1.68(brddJ3.8,7.1Hz 
(1S,2S)-N-(6-(5-chloro-7-(2- 1.25- 1.18(in 1H),1.14(1,1=7.0Hz 
cthoxypropan-2-yl)-6-fluoro-1H-indazol- 3H)~ LCMS (cicetrospray) in/z 475.1 
4-yl)iinidazo[1,2-a]pyrazin-2-yl)-2- (M+H)+ 
fluorocyclopropane-1-carboxamide 

75 F. 'HNMR(400MHzDMSO-d 6 )612.98(s, D 
r 

N N 1H),11.40(s,1H),9.07(s,1H),8.99(d, 
HN 11.3Hz1H),8.38(s,1H),8.00(s,1H), 

5.13- 4.81(in 1H),3.18(s,3H),2.19(Id, 
O%%%% 1=7.0,13.7Hz1H),1.72(brd,1=2.4Hz 

F 6H),1.69- 1.60(in, 1H),1.24- 1.18(in, 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(2- 1H); LCMS (electrospray) in/z 461.0 

incthoxypropan-2-yl)-1H-indazol-4- (M+H)+.  
yl)iinidazo[1,2-a]pyrazin-2-yl)-2

76 F. 'HNMR(400MHzDMSO-d 6 )613.36(s, D 
a 

N N 1H),11.41(s,1H),9.05(s,1H),8.98(dI
HN 1.1Hz1H),8.36(s,1H),7.98(s,1H),5.07

4.86(in, 1H),4.49(s,1H),2.21-2.15(in, 
1H),1.72-1.63(in,1H),1.28-1.18(in,1OH); 
LCMS(electrospray)in/z460.10(M+H)+.  

F 

(1S,2S)-N-(6-(7-(Iert-butylamino)-5
chloro-6-fluoro-1H-indazol-4
yl)iinidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropane-1-carboxamide 

77 'HNMR(400MHzDMSO-d6)612.98(s, D 
9 

N N 1H),11.36(s,1H),9.02(s,1H),8.89(dI
HN 1.1Hz1H),8.35(s,1H),7.94(s,1H),6.15 

(s,1H),5.06-4.86(in 1H),3.17-3.13(in, A 1H),2.22-2.15(in,1H),1.73-1.63(in 1H), 
N 
H 1.23-1.16(in,2H),0.85-0.80(in,2H),0.64

F 
0.61 (in, 2H); LCMS (electrospray) in/z 

49 

fluorocyclopropane-1-carboxamide
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(1S,2S)-N-(6-(5-chloro-7- 444.10(M+H)+ 
(cyclopropylamino)-6-fluoro- 1H-indazol
4-yl)imidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide 

78 .4. 'HNMR(400MHzDMSO-d 6 )613.17(s, D 
>11111< N N 1H),11.24(s,1H),9.01(s,1H),8.87(s,1H), 

HN 'INH 8.39(s,1H),8.01(brs,1H),5.63-5.34(in, 

1H),5.09-4.74(in,1H),4.51-3.46(in 4H), 
N F 2.38-2.03(in,3H),1.85-1.59(in,1H),1.31

F 1.09(in, 1H);LCMS(cicetrospray)in/z 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(3- 476.10(M+H)+ 

fluoropyrrolidin-1-yl)-1H-indazol-4
yl)iinidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropane-1-carboxamide 

79 F,. 'HNMR(400MHzDMSO-d 6 )613.41(s, D 
'p 

U 0 
1H),11.43(s,1H),9,10(s,1H),9.06(dI

>1111< N 
HN 1.1Hz 

1H),7.09(tJil.9Hz1H),6.40(qJ=1.8 I 
Hz,1H),6.27(tI 3.0Hz1H),5.08-4.87 

F (in,1H),3,55(dI= 1.1Hz3H),2.23-2.16 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(1- (in, 1H),1.741.64(in, 1H),1.251. 17(in, 
inethyl- 1H-pyrrol-2-yl)- 1H-indazol-4- 1H); LCMS (cicetrospray) in/z 469.1 

yl)iinidazo[1,2-a]pyrazin-2-yl)-2- (M+H)+.  
fluorocyclopropane-1-carboxamide 

80 'HNMR(400MHzDMSO-d 6 )613.74(s, D 
1H),11.43(s,1H),9.09(s,1H),9.04(dI

HN NH 1.1Hz2H),8.39(s,1H),8.16(s,1H),6.79 
(qI=7.1Hz,1H),5.07-4.86(in,1H),2.28 
(dI=6.6Hz,3H),2.22-2.15(in,1H),1.72

CI 1.65(in, 1H),1.23-1.18(in, 2H);LCMS 

, N (clectrospray)in/z485.10(M+H)+.  N t-N 

(1S,2S)-N-(6-(7-(1-(2H-tctrazol-2
yl)cthyl)-5-chloro-6-fluoro-1H-indazol-4
yl)iinidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropane-1-carboxamide 

81 F,. 'HNMR(400MHzDMSO-d 6 )614.11- D 
C 

N N 13.58(in,1H),11.41(s,11-1),9.12- 8.97(in, 

5.13-4.80(in,1H),2.26(s,3H),2.22-2.16 
(in,1H),1.74- 1.63(in,1H),1.24- 1.16(in, 

F 1H); LCMS (clectrospray) in/z 427.3 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(prop- (M+H)+.  
1-yn-1-yl)- 1H-indazol-4-yl)iinidazo[1,2
a]pyrazin-2-yl)-2-fluorocyclopropane- 1
carboxamide 

50 

F N
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82 Fj.F 'HNMR(400MHzDMSO-d6)613.19(s, D 

1H),11.37(s,1H),9.04(dI=0.8Hz1H), 

8.82(dI= 1.4HzlHj,8.34(s,1H),7.93 

NH (s,1H),5.09- 4.86(m1H),3.64- 3.54( 
1H),2.26(ciI=3.0Hz,3H),2.21- 2.15(in, 

1H),1.77- 1.63(in,1H),1.44(dI- 7.0Hz 
F 6H), 1.27 - 1.16 (in, 1H); LCMS 

(1S,2S)-2-fluoro-N-(6-(6-fluoro-7- (cicetrospray)in/z411.2(M+H)+.  

isopropyl-5-inethyl- 1H-indazol-4
yl)iinidazo[1,2-a]pyrazin-2

yl)cyclopropanc-1~carboxanA1idc 

83 F.F 'HNMR(400MHzDMSO-d6)613,13(s, D 
1H),11.38(s,1H),9.05(s,1H),8.84(dI

'I 1.4Hz1H),8.45(s,1H),8.35(s,1H),7.96 
NH (s,1H),5.56(s,1H),5.32(s,1H),5.07-4.85 

(in,1H),2.27(dI=2.9Hz,3H),2.23- 2.17 
(in,4H),1.77- 1.62(in,1H),1.25- 1.16(in, 

F 1H); LCMS (cicetrospray) in/z 409.2 
(1S,2S)-2-fluoro-N-(6-(6-fluoro-5- (M+H)+ 
incthyl-7-(prop-1-cn-2-yl)-1H-indazol-4
yl)iinidazo[1,2-a]pyrazin-2
yl)cyclopropane-1-carboxamide 

84 F,. 'HNMR(400MHzDMSO-d6)613.39(s, D 
'p 

N N 1H),11.47(s,1H),9.03(s,1H),8.90(d, 
HN 1=1.2Hz1H),8.30(s,1H),8.06- 7.77(in, 

1H),5.31- 5.14(in, 1H),5.07- 4.77(in, 

N 1H),4.05(br5, 1H),1.67- 1.48(in, 1H), 
F H 1.33- 1.26(in,1H),1.23(d,1=6.2Hz6H), 

(1R,2S)-N-(6-(5-chloro-6-fluoro-7- 1.22- 1. 18(in, 1H);LCMS(electrospray) 

(isopropylamino)iH-indazol-4 in/z446.2(M+H)+.  

fluorocyclopropane-1-carboxamide 

85 F 'HNMR(400MHzDMSO-d6)613.21(br D 

N 5,1H),11.47(s,1H),9.03(s,1H),8.90(d, .~~~1< 
HN 1=1.3Hz1H),8.35- 8.22(in,1H),8.07

7.89(in, 1H),5.29- 5.18(in 1H),5.04

N 4.77(in,1H),4.04(brs,1H),1.65- 1.48(in, 
F H 1H),1.33- 1.26(in, 1H),1.26- 1.19(in, 

(1S,2R)-N-(6-(5-chloro-6-fluoro-7- 7H); LCMS (electrospray) in/z 446.1 

(isopropylamino)-1H-indazol-4- (M+H)+.  
yl)iinidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide 

51 

yl)iinidazo[1,2-a]pyrazin-2-yl)-2-
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86 'HNMR(400MHzDMSO-d 6 )613.20(br D 

N s,1H),11.36(s,1H),9.02(s,1H),8.90(d, 
HN 1=1.3Hz1H),8.35(s,1H),7.96(brs,1H), 

5.27- 5.15(in,, 1H),5.08- 4.78(in, 1H), 

N 4.22-3.84(in,1H),2.18(tdJ=7.0,13.9Hz 
H 1H),1.78- 1.59(in,1H),1.23(d,1=6.3Hz 

F 

(1R,2R)-N-(6-(5-chloro-6-fluoro-7- 6H), 1.22 - 1.16 (in, 1H); LCMS 
(isopropylamino)-1H-indazol-4 (cicetrospray)m/z446.1(M+H)+.  
yl)imidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropano-1-carboxamide 

87 F.C 'HNMR(400MHzDMSO-d 6 )613.62(br D 
5,1H),11.39(s,1H),9.08- 9.04(in 1H), 

N'6 8.99(dI= 1.5Hz1H),8.48(s,1H),8.38 
NH (s,1H),8.03(s,1H),5.09- 4.83(in, 1H), 

2.98(brII= 7.4Hz2H),2.24- 2.14(in, 
0I 1H),1.75- 1.65(in 3H),1.20(tddI=6.3, 

F 9,0,12.4Hz1H),0.97(tI 7,3Hz3H); 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7- LCMS(cicetrospray)in/z431.3(M+H)+.  

propyl-1H-indazol-4-yl)iinidazo[1,2

a]pyrazin-2-yl)-2-fluorocyclopropane-1
carboxainide 

88 'HNMR(400MHzDMSO-d 6 )613.95(s, D 
Cor 0 

N N 1H),11.42(s,1H),9.10(s,1H),9.08(dI
HN 'S 1.5Hz1H),8.42(s,1H),8.20(s,1H),6.97 NH 

(s,1H),6.27(tI=3.1Hz,1H),6.13(dI

1.1Hz1Ht5.12-4.84(inlHt2.24-2.16 

F (in,1H),2.06(s,3H),1.77- 1.64(in 1H), 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(2- 1.26 1.16(in, 1H);LCMS(electrospray) 
incthyl-1H-pyrrol-1-yl)-1H-indazol-4- in/z468.2(M+H)+.  

fluorocyclopropane-1-carboxamide 

89 *0 'HNMR(400MHzDMSO-d 6 )614.15(s, D 
N '~N N 1H),11.42(s,1H),9.10(s,1H),9.05(s,1H), 

HN 8.43(s,1H),8.32-8.24(in,1H),7.66(s,1H), 

7.29(s,1H),6.69-6.64(in,1H),5.12- 4.80 

F (in,1H),3.23-2.89(in,6H),2.20(dl,1=13.8, 

0 6.8Hz1HX1.78-1.62(in,1H),1.29- 1.14 
(in, 1H),LCMS(electrospray)in/z525.1 

1-(5-chloro-6-fluoro-4-(2-((1S,2S)-2- (M+H)+.  

fluorocyclopropane-1

carboxainido)iinidazo[1,2-a]pyrazin-6
yl)-1H-indazol-7-yl)-NN-diinethyl-1H
pyrrole-3-carboxamide 

52 

yl)iinidazo[1,2-a]pyrazin-2-yl)-2-



WO2022/064458 PCT/1B20211058794 

90 a. 'HNMR(400MHzDMSO-d 6 )613.57(s, D 
1H),11.41(s,1H),9.08(s,1H),8.98(dI>~"'~4 N 

HN LiHz1H),8.39(s,1H),8.04(s,1H),5.08 
- 4.86(m2H),3.88- 3.75(in,2H),3.65
3.56(in,1H),2.20(tdJ=7.0,13.8Hz1H), 
1.76-1.64(m,1H),1.40(dJ=7.lHz3H), F 
1,21(tddI=6.3,9,0,12,4Hz1H);LCMS 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(1- (cicetrospray)m/z447.3(M+H)+.  
hydroxypropan-2-yl)-1H-indazol-4
yl)imidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide 

91 F..U 'HNMR(400MHzDMSO-d 6 )613.54(s, D 
1H),11.41(s,1HZ),9.08(dI=0.6Hz1H), 

>1111< N 
HN 9.00(dI 1.5Hz1H),8.39(s,1H),8.05 

(brs,1H),5.09- 4.85(in,1H),3.85- 3.75 
(in,2H),3,73- 3.66(in,1H),3.25(s,3H), 

F 2.25- 2.16(in, 1H),1.76- 1.64(in, 1H), 
1.41(brd,1=6.4Hz,3H),1.21(tddI 6.3, 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(1- 9.1,12.4Hz1H);LCMS(clectrospray)m/z 
mcthoxypropan-2-yl)- 1H-indazol-4- 461.3(M+H)+.  
yl)imidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropane-1-carboxamide 

92 F. 'HNMR(400MHzDMSO-d6)613.72(s, D 

a.S 0 1H),11.39(s,1H),9.07(dI 0.6Hz1H), 
'4 9.01(dI 1.4Hz1H),8.38(s,1H),8.05 
NH (s,1H),5.13-4.84(m2H),3.38-3.35( 

2H),2.23- 2.14(in, 1H),1.74- 1.63(in, 
CI lHt1.46- 1.37(in,3H),1.24- 1.15(in, 

F 
F 1H); LCMS (electrospray) in/z 449.4 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(1- (M+H)+.  

yl)iinidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide 

93 F,. 'HNMR(400MHzDMSO-d 6 )613.21(br D 
a 0 

N NN N s,1H),11.37(s,1H),9.02(s,1H),8.89(s, 
HN NH 1H),8.46(s,1H),8.35(s,1H),7.96(brs, 

1H),5.74(brs,1H),5.09- 4.83(in, 1H), 

N 2.18(IdI 7.113.7Hz,1Ht1.94- 1.77 
F H (in,1H),1.77- 1.60(inlHt1.32- 1.11(in, 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7- 1H),0.94(dI 6.6 6H);LCMS 

(isobutylainino)-1H-indazol-4- (electrospray)in/z460.2(M+H)+.  
yl)iinidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide 

53 

fluoropropan-2-yl)- 1H-indazol-4-
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94 F. 'HNMR(400MHzDMSO-d 6 )613.16(br D 
0' 

C 0 
N NN N s,1H),11.37(s,1H),9.02(s,1H),8.89(s, 

HN 1~ 1H),8.35(s,1H),7.95(brs,1H),5.65(brs, 
NH 

1H),5.07- 4.85(in, 1H),3.53- 3.42(in, 
N'~~'' 2H),2.18(IdI= 6.913.9Hz,1H),1.75

F H 1.64(in,1H),1.63- 1.56(in 2H),1.24
(1S,2S)-N-(6-(5-chloro-6-fluoro-7- (in,1H),0.95(tJ7.4Hz3H);LCMS 

(propylainino)-1H-indazol-4- (cicetrospray)in/z446.2(M+H)+.  
yl)iinidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide 

95 F,. 'HNMR(400MHzDMSO-d 6 )613.77(s, D 
0'D 0 

1H),11.40(s,1H),9.07(s,1H),9.01(dI >.iiiK -N 1.5Hz1H),8.42- 8.34(in,1H),8.09(brs, 
NH 1H),7.04- 6.44(in,2H),5.24- 4.63( 

in, 

1H),2.25- 2.14(in,1H),2.03(brdI=4.5 
0I Hz,3H),1.76- 1.63(in,1H),1.21(tddI

F 6.2,9.1,12.4Hz,1H);LCMS(ciccirospray) 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-((E)- in/z429. 3(M+H)+.  
prop-1-en-i-yl)-1H-indazol-4
yl)iinidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropane-1-carboxamide 

96 F,. 'HNMR(400MHzDMSO-d 6 )613.41(s, D 
U 

>111< N N 1H),11.37(s,1H),9.02(dI=0.6Hz1H), 
HN 'I 8.89(dI 1.3Hz,1H),8.49- 8.44(in,1H), 

8.35(s,1H),8.02- 7.92(in,1H),5.80- 5.58 

~ (in,1H),5.08- 4.84(in,1H),3.65- 3.53(in, 
H 2H),2.26- 2.13(in 1H),1.79(s,1H),1.25 

F 

(1S,2S)-N-(6..{5-chloro-7-(ethylamino)-6 - 1.20(in, 3H), 1.20(s, 1H),. LCMS 
fluoro-1H-indazol-4-yl)iinidazo[1,2- (clectrospray)in/z432.2(M+H)+.  

carboxamide 

97 0 'HNMR(400MHzDMSO-d 6 )613.47(s, D <-K 
N1  1H)10.74(s,1H)9.01(s,1H)8.92(s,1 

t 

NH H)8.18(s,1H)8.00(brs,1H)4.87- 4.92 

(in, 1H)3.91- 4.04(in 2H)3.78(brd, 

CI h9.76Hz,1H)3.02(s,6H)1.07(d,1=7.13 
F I Hz,3H);LCMS(clectrospray)in/z474.1 

(3R,4S)-4-mcthyltctrahydroftiran-3-yl(6- (M+H)+.  
(5-chloro-7-(dimcthylamino)-6-fluoro
1H-indazol-4-yl)iinidazo[1,2-a]pyrazin-2
yl)carbainate 

98 F,..4' 'HNMR(400MHzDMSO-d 6 )613.45(s, D 
p 

N NN N 1H),11.39(s,1H),9.08(s,1H),9.02(d, 
HN I' 1=1.5Hz 8.40 1H),8.03(s,1H), NH 0 5.07- 4.86(in,1H),4.12(s,2H),3.20(s, 

NA 3H),2.90(s,3H),2.23- 2.17(in 1H),1.74 
F I - 1.65(in 1H),1.24- 1.17(in 1H);LCMS 

(1S,2S)-N-(6-(5-chloro-7-(2

54 

a]pyrazin-2-yl)-2-fluorocyclopropane- 1-
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(dimethylamino)-2-oxoethyl)-6-fluoro- (eleetrospray)m/z474.2(M+H)+.  
1 9 -4-yl)imidazo[1,2-a]pyrazin-2
y1 )-2-fluorocyclopropanc- 1-carboxamidc 

99 F,. N 'HNMR(400MHzDMSO-d 6 )613.80(s, D 
VU 

HN 1H),11.43(s,1H),9.08(s,1H),9.03(d, 
>uiii(~0 I 1=1.3Hz1H),8.47(s,1H),8.40(s,1H), 

F s~~<NN 8.12(s,1H),5.20- 4.75(in,1H),4.05(s, 
0 

HOOOH 2H),3.02(s,3H),2.81(s,3H),2.26- 2.08 
(1S,2S)-N-(6-(5-chloro-7-((2- (in,1H),1,76- 1.61(in,1H),1,29- 1.15(in, 
(dimethylanfino)-2-oxoethyl)thio)-6- 2H); LCMS (cicetrospray) m/z 506.0 

H-indazol-4-yl)imidazo111,2- 9 

fluoro-1 9 

a] 9 

pyrazin-2-yl)-2-fluorocyclopropane- 1
am.1formicacid 

100F 'HNMR(400MHzDMSO-d 6 )613.47(s, D 
S.Fa 0 

1H),11.47- 11.38(in.,1H),9.07(s,1H), 

HN NH 9.03- 8.98(in, 1H),8.39(s,1H),8.05(s, 
1H),5.08- 5.05(in, 1H),5,04- 4.84(in, 

F 1H),3.24(s,3H),2.19(tdJ=7.0,13.8Hz 
CI 1Ht1.76- 1.63(in,1H),1.59(dI=6.6Hz 

F 3H), 1.25 - 1.17 (in, 1H); LCMS 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(9 1- (cicetrospray)in/z447.1(M+H)+.  
fluoroethyl)-1H-indazol-4
yl)iinidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide 

101 F. __N 'HNMR(400MHzDMSO-d 6 )613.83(s, D 
*0 'I' 

1H),11.42(s,1H),9,11- 9,03(in,2H),8.48 
a NH 
>IIII{ (s,1H),8.40(s,1H),8.15(s,111)6.65(s, 

0 1H),6.34(s,1H),5.11- 4.84(in 1H),2.25 CI 

CF3  2.14(in 1H),1.78- 1.62(in,1H),1.27

trifluoroprop-1-cn-2-yl)-1H-indazol-4- ~83.0(M+H)+.  
yl)iinidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide 

102 F,. 'HNMR(400MHzDMSO-d 6 )613.06(s, D 
S 

N N 1H),11.34(s,1H),9.01(s,1H),8.76(dI
HN 1.1Hz1H),8.48(s,1H),8.32(s,1H),7.88 

(brs,1H),5.08- 4.85(in,1H),4.77(brdI 

N =8.8Hz1H),4.07- 3.91(in,1H),2.27(d, 
H I=3.3Hz,3H),2.23- 2.15(in,1H),1.75

F 
(1S,2S)-2-fluoro-N-(6-(6-fluoro-7- 1.63(in,1H),1.25- 1.24(in,1H),1.21-1.20 
(isopropylamino).5-inethyl1 9 .4 (in, 7H)9 LCMS(clectrospray)in/z426.1 

yl)iinidazo[1,2-a]pyrazin-2- 9 

yl)cyclopropanc-1-carboxamide 

55 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(3,3,3- 1.13(in, 1H);LCMS(clectrospray)in/z
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103 'HNMR(400MHzDMSO-d 6 )611.41(s, D 
C 

N N 1H),9.07(s,1H),9.00(ddI=8.2,1.1Hz 
HN 1H),8.39(s,1H),8.05-8.03(in,1H),5.07

H 4.86(in,1H),4.174.02(in 2H),2.37-2.15 
NN (in,4H),1.74-1.64(in, 1H),1.27-1.20(in, 

1H); LCMS (clectrospray) in/z 432.10 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7- (M+H)+.  
((incthylainino)incthyl)- 1H-indazol-4
yl)iinidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropane-1-carboxamide 

104 'HNMR(400MHzDMSO-d 6 )613.44(s, D 

>uiii4' N __N 1H),11.41(dJ11.5Hz1H),9.08(s,1H), 
HN 9.02(dI 1.6Hz1H),8.39(s,1H),8.04 

(s,1H),5.07-4.86(in,1H),3.79(dI=24.2 
NN Hz,2H),2.27-2.15(in,8H),1.69(dtdI

F 23.3,6.9,3.8Hz1H),1.25-1.09(in, 1H); 
(1S,2S)-N-(6-(5-chloro-7- LCMS(clectrospray)in/z446.10(M+H)+.  

((diincthylainino)incthyl)-6-fluoro- 1H
indazol-4-yl)iinidazo[1,2-a]pyrazin-2-yl)
2-fluorocyclopropane-1-carboxainide 

105 F.a 'HNMR(400MHzDMSO-d 6 )613.14(s, D 
1H),11.39(s,1H),9.04(s,1H),8.82(dI
LiHz1H),8.36(s,1H),7.94-7.85(in,1H), 

5.57(s,1H),5.32(s,1H),5.10-4.83(in,1H), 
2.77-2.60(in,2H),2.28-2.11(in,4H),1.82
1.58(in,1H),1.22-1.16(in,1H),1.13(1,1

F 7,6Hz,3H);LCMS(dccirospray)in/z 
(1S,2S)-N-(6-(5-cthyl-6-fluoro-7-(prop-1
cn-2-yl)-1H-indazol-4-yl)iinidazo[1,2- 423. 15(M+L-J)+ 
a]pyrazin-2-yl)-2-fluorocyclopropane- 1

106 F,. 'HNMR(400MHzDMSO-d 6 )613.20(s, D 
'Ia 0 

1H),11.38(s,1H),9.03(dI= 1.1Hz1H), 
N 

HN I' 8.80 1H), (s, 7.87 1 NH Hz,1H),5.09-4.84(in, 1H),3.67-3.53( 
in, 

1H),2.74-2.59(in,2H),2.25-2.13(in 1H), 
1.78-1.61(in,1H),1.44(dI- 7.1Hz6H), 

F 1.22-1.15 (in, 1H), 1.15-1.06 (in, 3H); 
(1S,2S)-N-(6-(5-cthyl-6-fluoro-7- LCMS(ciccirospray)in/z425.20(M+H)+.  
isopropyl-1H-indazol-4-yl)iinidazo111,2

a]pyrazin-2-yl)-2-fluorocyclopropane- 1

carboxanAlide 

56 

carboxanAlidc
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107 'HNMR(400MHzDMSO-d 6 )612.93(s, D 
St 

N __N 1H),11.35(s,1H),8.99(s,1H),8.73(dI
HN 1.6HzlHt8.33(slHt7.80(dI 1.1 

Hz,1H),5.12-4.83(in, 1H),4.74(ddI
N 9.9,2.2Hz1H),4.10-3.90(in, 1H),2.72
H 2.60(in,2H),2.24-2.14(in 1H), 

F 1.75-1.61 
(1S,2S)-N-(6-(5-cthyl-6-fluoro-7- (in,1H),1.32-1.16(in 7H),1.13(tI=7.1 
(isopropylamino)iH-indazol-4 Hz,3H);LCMS(cicetrospray)in/z440.20 

yl)iinidazo[1,2-a]pyrazin-2-yl)-2- (M+H)+.  
fluorocyclopropano-1-carboxamide 

108 'HNMR(400MHzDMSO-d 6 )613.31(s, D 
a 

N NN N 1H),11.42(s,1H),9.08(s,1H),9.01(dI
HN 7~ 1.6Hz1H),8.39(s,1H),8.07(s,1H),7.48 

NH 
(s,1H),7.01-6.96(in,1H),6.65(dI=2.2 
Hz,1H),5.07-4.86(in, 1H),3.76(s,3H), 

F 2.23-2.16(in,1H),1.74-1.64(in,1H),1.25
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(1- 1,16(in, 1H);LCMS(cicetrospray)in/z 
incihyl- 1H-pyrrol-3-yl)- 1H-indazol-4- 469. 1(M+H)+.  
yl)iinidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide 

109 F. 'HNMR(400MHzDMSO-d 6 )613.31(s, D 
N 1H),11.45(s,1H),11.41(s,1H),9.08(s, 

HN It 1H),9.01(dI 1.1Hz1H),8.39(s,1H), 
NH 

8,07(dI=: ~ Hz1H),7.50(s,1H),7,02 
(qI=:2.4Hz1H),6.69(s,1H),5.07-4.86 

F (in, 1H),2.23-2.16(in, 1H),1.69(didI
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(1H- 23.5,6.9,3.7Hz1H),1.25-1.16(in, 1H); 
pyrrol-3-yl)-1H-indazol-4-yl)iinidazo[1,2-LCMS(ciccirospray)in/z455. 1(M+H)+.  
a]pyrazin-2-yl)-2-fluorocyclopropane- 1

110 'HNMR(400MHzDMSO-d 6 )613.54(s, D 
mea >~< N N 1H),11.44(s,1H),9.12(s,1H),9.09(dI 

HN 1~ NH 1.6Hz1H),8.43(dI 7.7Hz1H),8.18 
I (dI= 1.1Hz,1H),7.71-7.68(in,1H),6,67 

N (dI= 1.9Hz,1H),5.08-4.88(in,1H),3.77 

F (II=: ~Hz,3H),2.24-2.17(in,1H),1.70 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(1- (didI 23.4,6.8,3.8Hz1H),1.26-1.18 

inethyl-1H-pyrazol-5-yl)-1H-indazol-4- (in, 2H);LCMS(clectrospray)in/z470.1 

yl)iinidazo[1,2-a]pyrazin-2-yl)-2- (M+H)+.  
fluorocyclopropane-1-carboxamide 

111 'HNMR(400MHzDMSO-d 6 )613.82(s, D 
a 

N NN N 1H),11.39(s,1H),9.04(s,1H),8.96(dI 
HN I' 1.3Hz 8.48 5,1H),8.36(s,1H), NH /, 

7.98(s,1H),5,54- 4.80(in,2H),4.61(brs, 
NH 1H),3.44- 3.40(in,3H),2.27- 2.08(in, 

F OH 1H),1.75- 1.62(in 1H),1.23(s,1H),1.19 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-((~ (s,6H);LCMS(ciccirospray)in/z476.2 

57 

carboxamidc
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hydroxy-2-methylpropan-2-yl)amino)- (M+H)+.  
1 9 -4-yl)imidazo1,2-a]pyrazin-2
y1 )-2-fluorocyclopropanc- 1-carboxamidc 

112 'HNMR(400MHzDMSO-d 6 )613.79(s, D 
ii, 0 

a 1H),11.42(s,1H),9.12- 9.05(in,2H),8.41 

HN NH (s,1H),8.18(s,1H),5.10- 4.85(in,2H), 
2.23- 2.16(in, 1H),1.75- 1.64(in, 1H), 
1,30(dI= 1.1Hz9Ht1,25(brs,1H); 

CI LCMS(electrospray)in/z473,3(M+H)+.  
F 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7
pivaloyl-1H-indazol-4-yl)iinidazo[1,2
a] 9 

pyrazin-2-yl)-2-fluorocyclopropane- 1
carboxamide 

113 'HNMR(400MHzDMSO-d 6 )613.63(s, D 
aSr 0 
>1.111< N NN N 1H)11.40(s,1H)9.04-9.10(in,1H)8.98 

HN (s,1H)8.38(s,1H)8.07(brs,1H)4.81

5.12(in,1H)4.55(in1H)2.15-2.25(in, 
A 1H)1.63-L77(in1H)1.15-1.28(in,1 

F H)0.86-0.96(in2H)0.69-0.78(in,2H); 
(1S,2S)-N-(6-(5-chloro-7-cyclopropoxy- LCMS(clectrospray)in/z445.0(M+H)+.  
6-fluoro-1H-indazol-4-yl)iinidazo[1,2

pyrazin-2-yl)-2-fluorocyclopropane- 1
carboxamide 

114 0 'HNMR(400MHzDMSO-d6)613.98(s, D 
N 1H),10.95- 10.53(in, 1H),9.03(s,1H), 

HN 9' NH 9.00(dI= 1.3Hz1H),8.50(s,1H),8.19 
(brs,1H),8.12(s,1H),4.92-4.81(in 1H), 

CI S 4.04- 3.91(in,2H),3.81- 3.71(in, 1H), 

4-incthyltctrahydrofuran-3~y1 (6-(5- Hz,3H)9 LCMS(electrospray)in/z477.3 

chioro-6-fluoro-7-(inethylthio)- 1H- 9 

indazol-4-yl)iinidazo111,2-a]pyrazin-2
yl)carbainate 

115 'HNMR(400MHzDMSO-d6)613.50(s, D 
p 

N 1H),11.35(s,1H),9.02(dI 0.6Hz1H), 
HN 8.88(dI 1.3Hz1H),8.49(s,1H),8.35 

(s,1H),8.01- 7.88(in 1H),8.09- 7.79(in, 
~ 1H),5.67(brdI=2.6Hz,1H),5.07- 4.83 
H 

F (in,2H),3.66- 3.53(in,4H),2.24- 2.10(in, 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-((2- 1H),1.76- 1.59(in 1H),1.20(tddI=6.3, 

9 9 

hydroxyethyl)amino)- 1H-indazol-4
yl)iinidazo[~,2-a]pyrazin-2-yl)-2- 9.0,12.4Hz1H),1.05(tI= 7.0Hz1H); 
fluorocyclopropane-~-carboxamide LCMS(clectrospray)in/z448.3(M+H)+.  

58 

F I 2.59(s,3H),1.23(brs,1H),1.07(dI 7.1
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116 'HNMR(400MHzDMSO-d 6 )613.12(s, D 
aMW 0 

N NN 1H),11.35(s,1H),9.02(s,1H),8.88(dI
HN 'a LiHz1HX8.35(s,1HX7.94(brs,1H), 

NH 
~~L:j 5.79(brdJ=6.4Hz1H),5.10-4.80( 

N 1H),4.35(brdI=5.3Hz,1H),2.36- 2.30 
F H (in,2H),2.22- 2.15(in,1H),2.06- 2.01(in, 

(1S,2S)-N-(6-(5-chloro-7- 1H),2.06- 1,99(in 1H),1,71(IdI= 3.2, 

(cyclobutylanttino)-6-fluoro-1H-indazol-4-6.8Hz2H),1.68- 1.63(in,1H),1.25- 1.15 
yl)iinidazo[1,2-a]pyrazin-2-yl)-2- (in, 2H),LCMS(cicetrospray)in/z458.1 

fluorocyclopropane-1-carboxamide (M+H)+.  

117 'HNMR(400MHzDMSO-d6)613.53(s, D 0 
N ½ N 1H),11.36(s,1H),9.02(s,1H),8.89(dI

HN 'a 1.2Hz1H),8.47(s,1H),8.35(s,1H),7.96 
NH 

(brs,1H),5.52- 5.39(in,1H),5.11- 4.82 

N (in,1H),4.43- 4.23(in,1H),2.23- 2.15(in, 
F H lHt1.94(brdJ=5.4Hz,2H),1.82-1.69 

(1S,2S)-N-(6-(5-chloro-7- (in,3H),1.63- 1.55(in,4H),1.25- 1.16(in, 
(cyclopcntylamino)-6-fluoro-1H-indazol- 1H); LCMS (clectrospray) in/z 472.1 
4-yl)iinidazo[1,2-a]pyrazin-2-yl)-2- (M+H)+ 
fluorocyclopropane-1-carboxamide 

118 'HNMR(400MHzDMSO-d6)613.31(s, D 
C 

N 1H),11.36(s,1H),9.02(s,1H),8.89(dI
HN 1.3Hz1H),8.35(s,1H),8.08- 7.86(in, 

~ 1H),5.67(brs,1H),5.15- 4.76(in, 1H), 
H 3.74- 3.61(in,2H),3.58- 3.49(in,2H), F 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-((2- 3.29(s,311),2.25- 2.11(in,1H),1.80- 1.54 
incthoxycthyl)ainino)-1H-indazol-4- (in, 1H), 1.26 1.12(in . LCMS 

yl)iinidazo[i,2-a]pyrazin-2-yl)-2- (electrospray)in/z426.0(M+H)+.  
fluorocyclopropane-1-carboxamide 

119 Fr 'HNMR(400MHzDMSO-d6 )613.94(s, D 

N N 1H),11.42(s,111),9.11- 9.01(in,2H),8.47 

(in,1H),4.60- 4.46(in,1H),2.25- 2.15(in, 
F 

HOOCH F 1H),1.75(brdI=6.7Hz3H),1.66(dlI 
F - 3.8,6.7Hz 1H),1.29- 1.13(in, 1H); 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(1,1,1- LCMS(electrospray)in/z485. 0(M+H)+.  
trifluoropropan-2-yl)-1H-indazol-4
yl)iinidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropane-1-carboxamide. 1 

forinicacid 

120 F.. N 'HNMR(400MHzDMSO-d 6 )613.65(s, D 
S 
p HN 1H),11.38(s,1H),9.03(s,1H),8.90(s,1H), 

0 8.44(s,1H),8.36(s,1H),7.98(s,1H),7.23 
N OH 

F H (s,1H),6.96-6.84(in 1H),5.31(d,1=7.9 
HCOOH Hz,1H),5.14-5.00(in, 1H),4.98-4.82(in, 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-((1- 1H),4.14-3.85(in,1H),2.25-2.14(in 1H), 

_____ hydroxypropan-2-yl)ainino)-1H-indazol- 2.08(s,2H),1.79-1.57(in, 1H),1.30-1.12 

59 

SWw 0
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4-yl)imidazo[1,2-a]pyrazin-2-yl)-2- (in, 51=1:,;LCMS(electrospray)m/z462.0 
fluorocyclopropane-1-carboxamide. 1(M+H)+.  
formicacid 

121 N 'HNMR(400MHzDMSO-d 6 )613.20(s, D 
SF..'I HN 1H),11.36(s,1H),9.02(s,1H),8.90(s,1H), 
>uiii( 

0 
N ~N 8.35(s,1H),7.95(s,1H),5.32-5.20(in,1H), 
H 5.05(dd,1=6.2,3.7Hz,1H),4.95-4.81(in, 

F 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-((1- 1H),4.424.29(111,1H),4.163.99(in 1H), 
incthoxypropan-2y1)amino)1H-indazol 3.27(in,3H),2.24-2.12(in 1H),1.77-1.61 
4-yl)iinidazo[i,2-a]pyrazin-2-yl)-2- (in, 1H),1.29-1.13(in, 1H),1.05(1,1=7.0 
fluorocyclopropane-~-carboxamide Hz,1H),LCMS(cicetrospray)in/z476.1 

(M+H)+.  
122 1 'HNMR(400MHzDMSO-d 6 )613.80(s, D 

NN 1H),11.27(s,1H),9.04(s,1H),8.93(d, 
aS 1=1.3Hz1H),8.37(s,1H),8.00(s,1H), 

N NN N 7,54(s,1H),7.29(s,1H),3.80(s,3H),3,02 
Ut. NH (d,1=2.3Hz,6H),2.37-2.30(in 1H),2.02 

(I,1=4.7Hz1H),1.62(ddd,1=9.1,6.1,4.8 Hz,1H),0.97(dh6.2Hz3H);LCMS 

(1S,2R,3S)-N-(6-(5-chloro-7- (clectrospray)in/z508.1(M+H)+.  
(diincthylamino)-6-fluoro-1H-indazol-4
y1 )iinidazo111,2-a]pyrazin-2-yl)-2-inethyl
3-(1-inethyl-1H-pyrazol-4

yl)cyclopropane-1-carboxamide 

123 1 'HNMR(400MHzDMSO-d 6 )611.27(s, D 
N 1H),9.04(d,1=0.6Hz1H),8.92(dftl.4 

N 
way Hz,1H),8.41(s,1H),8.00(s,1H),7.53(s, 

'I 

e N N 1H),7.26(s,1H),3.76(s,3H),3.01(d, 
9' 

NH W2.4Hz7H),2.23-2.16(in,1H),2.12(dd, 

N'~ 1H), 1.25 (d, 1=6.1 Hz 3H); LCMS 
F I (clectrospray)in/z508.1(M+H)+.  

(1S,2S,3S)-N-(6-(5-chloro-7

(diincthylamino)-6-fluoro- 1H-indazol-4
yl)iinidazo[1,2-a]pyrazin-2-yl)-2-incthyl
3-(1-incthyl-1H-pyrazol-4

yl)cyclopropane-1-carboxamide 

124 'HNMR(400MHzDMSO-d 6 )613.19(br D 
S 0 

5,1H),11.40(s,1H),9.08(s,1H),8.99(s, 
>1114 -N 1H),8.39(s,1H),8.06(s,1H),5.12-4.84 

NH (in,1H),2.28-2.15(in,1H),1.96-1.86( 
in, 

F 6H),1.74-1.64(in, 1H),1.26-1.16(in, 
CI 1H); LCMS (clectrospray) in/z 449.2 

F 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(2- (M+H)+.  
fluoropropan-2-yl)-1H-indazol-4
yl)iinidazo[1,2-a]pyrazin-2-yl)-2

60 

1=8.9,4.8Hz,1H),1.60(dt,1=8.9,6.3Hz
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fluorocyclopropane-1-carboxamide 

125 F.a. 'HNMR(400MHzDMSO-d 6 )613.37(s, D 
1H),11.42(s,1H),9.08(s,1H),9.01(dI

N LiHz1H),8.39(s,1H), 8.08(dI= 1.1 NH Hz,1H),6.42(tI 1.9Hz1H),5.07-4.86 

(in, 1H),3.01-2.85(in,2H),2.67-2.59(in, 
CI 2H),2.33-2.16(in,1H),2.09-1.91(in 2H), 

F 1.69(dtdI 23.43.6Hz1H),1.31-1.16 
(1S,2S)-N-(6-(5-chloro-7-(cyclopent-1- (in 1H);LCMS(electrospray)in/z455.10 
en-i-yl)-6-fluoro-iH-indazol-4- (M+H)+ 
yl)iinidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide 

i26E 'HNMR(400MHzDMSO-d 6 )613.97(s, D 

a.a 0 iH),11.42(siH),9.07(siH),9.02(dI 

HN 'I 1.1HziH),8.38(siH),8.15(siH),7.86 
NH (siH),7.22(siH),6.89(tiH),5.62(s, 

2H),5,07-4.86(iniH),2.22-2,15(in iH), 
0I 1,72-1.63 (in, iH), 1.22-1.16 (in, iH); 

F N LCMS(electrospray)in/z469.10(M+H)+.  

\%77 
(1S,2S)-N-(6-(7-((iH-iinidazol-1
yl)inethyl)-5-chloro-6-fluoro-iH-indazol
4-yl)iinidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropane-1-carboxamide 

127 'HNMR(400MHzDMSO-d 6 )612.73(s, D 
'Ua 0 

N iH),11.39(siH),9.03(siH),8.94-8.86 
HN (iniH),8.37(dI 7.7HziH),7.96(dI 

0 2.2HziH),7.32(dI2.7HziH),5.13

NN 4.81(iniH),3.95-3.72(in 4H),2.97-2.78 

(iS,2S)-N-(6-(5-chloro-6-fluoro-7- iH), 1.27-1.18 (in, iH); LCMS 
(inorpholinoainino)-1H-indazol-4- (electrospray)in/z489.10(M+H)+.  
yl)iinidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide 

128 'HNMR(400MHzDMSO-d6 )614.26(s, D 

a.a 0 iH),11.39(siH),9.05(siH),8.98(dI

HN NH 1.4HziH),8.37(siH),8.06(siH),5.09 
- 4.83(in iH),4.75(brsiH),4.68- 4.66 
(iniH),2.24- 2.13(iniH),2.07(siH), 

CI i.79-i.59(iniH),i.37(dI6.iHz6H), 
F 1.26- 1.12(in, iH);LCMS(electrospray) 

(iS,2S)-N-(6-(5-chloro-6-fluoro-7- in/z447.0(M+H)+.  
isopropoxy-iH-indazol-4-yl)iinidazo[1,2

a]pyrazin-2-yl)-2-fluorocyclopropane- 1
carboxainide 

61 

F H (in,4H),2.24-2.13(in, iH),1.75-1.62(in,
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129 'HNMR(400MHzDMSO-d 6 )613.55(s, D 
a'I. 0 

N NN rN 1H),11.39(s,1H),9.08(s,1H),9.00(d, 
HN 9, 1=1.4Hz1H),8.40(s,1H),8.04(s,1H), 

NH 
0 7.66(brs,1H),7.15(brs,1H),5.07- 4.84 

NH2 (inlHj,3.89(s,2H),2.24- 2.15(m1H), 
F 1.78- 1.63(in, 1H),1.24- 1.17(in, 1H); 

(1S,2S)-N-(6-(7-(2-amino-2-oxocthyl)-5- LCMS(cicetrospray)m/z446,2(M+H)+.  
chloro-6-fluoro-1H-indazol-4
yl)imidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropano-1-carboxamide 

130 F. 'HNMR(400MHzDMSO-d 6 )613.41(s, D 

0~a 0 1H),11.41(s,1H),9.08(dI=0.6Hz1H), 
HN NH 9.03(dI= 1.5Hz1H),8.39(s,1H),8.06 

(s,1Ht6.31(dJ=1.1Hz,1H),5.12-4.80 
(inlHj,2.24- 2.15(in,1Hj,2.04(s,3H), 

CI 1.74- 1.65(in,4H),1.26- 1.17(in,2H); 
F LCMS(ciccirospray)m/z443.2(M+H)+.  

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(2
methyiprop-1-en-i-yl)-1H-indazol-4
yl)imidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropane-1-carboxamide 

131 'HNMR(400MHzDMSO-d 6 )614.09(s, D 
"pS 0 

N NN 1H),11.36(s,1H),9.02(s,1H),8.90(dI
HN 9' 1.2Hz1H),8.45(brs,1H),8.35(s,1H), 

NH 
8.05(brs,1H),6.44- 6.00(in,2H),5.10

F 4.80(in, 1H),4.12- 3.79(in 2H),2.23
N 

F H F 2.14(in,1H),2.07(s,1H),1.75- 1.62(in, 
(1S,2S)-N-(6-(5-chloro-7-((2,2- 1H), 1.26 - 1.14 (in, 1H); LCMS 
difluoroethyl)amino)-6-fluoro-1H- (electrospray)in/z468.3(M+H)+.  
indazol-4-yl)iinidazo[1,2-a]pyrazin-2-yl)

132 F 'HNMR(400MHzDMSO-d 6 )614.08(s, D 
a. 0 

a 

N N 1H),11.44- 11.37(in, 1H),9.34(s,1H), 
HN 9, 9.07(s,1H),9.05- 9.00(in, 1H),8.73(s, 

1H),8.45(s,1H),8.41- 8.36(in 1H),8.13 

(s,1H),7.59(dJ=12.1Hz,1H),5.16-4.71 

F Br (in,1H),2.27- 2.04(in,3H),1.77- 1.60(in, 
F 1H), 1.29 - 1.13 (in, 2H); LCMS 

(iS,2S)-N-(6-(7-(2-broino-2- (clectrospray)in/z527.3(M+H)+.  
fluorocyclopropyl)-5-chloro-6-fluoro-1H
indazol-4-yl)iinidazo111,2-a]pyrazin-2-yl)
2-fluorocyclopropane-1-carboxainide 

62 

2-fluorocyclopropane-1-carboxainide
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133 F.e 'HNMR(400MHzDMSO-d 6 )613.O1(s, D 

N N 1H)11.24- 11.49(in,1H)8.97- 9.11(in, 
HN ~N 1H)8.90(s,1H)8.29- 8.43(in 1H)7.90 

-8.06(m1H)5.88-6.08(m,2H)5.21(br 

~ dJd6.94Hz,1H)5.07-5.14(m,1H)4.85 
F H - 5.07(in 1H)4.02- 4.28(in,2H)2.11

(1S,2S)-N-(6-(7-(allylainino)-5-chloro-6- 2.26(in,1H)1.54 1.79(in,1H)1.13 1.25 
fluoro-1H-indazol-4-yl)iinidazo[1,2- (in, 1H);LCMS(cicetrospray)in/z444.0 
a]pyrazin-2-yl)-2-fluorocyclopropane- 1- (M+H)+.  
carboxainide 

134F 'HNMR(400MHzDMSO-d 6 )613.48(s, D 
.9F 0 1H),11.39(s,1H),9.07(s,1H),8.99(ddI 

>111/K' -N 

NH - 13.5,1.4Hz 1H),8.45-8.38(in, 1H), 
8.07-8.03(in,1H),5.07-4.86(in 1H),3.62 

(tI=8.2Hz,1H),2.23-2.16(in,1H),2.07
0I 1.91(in,6H),1.73-1.64(in 3H),1.25-1.16 

F (in, 1H);LCMS(electrospray)in/z45510 
(1S,2S)-N-(6-(5-chloro-7-cyclopentyl-6- (M+H)+.  

fluoro-1H-indazol-4-yl)iinidazo[1,2
a]pyrazin-2-yl)-2-fluorocyclopropane- 1
carboxamide 

135 'HMR(400MHzDMSO-d 6 )612.54(s, D 
a 0 

N 1H),11.38(s,1H),9.02(s,1H),8.89(dI
HN N~ 1.6Hz1H),8.35(s,1H),7.94(dI 1.6 

N~N Hz,1H),7.20(s,1H),5.09-4.83(in, 1H), 

2.88(in,4H),2.57(in,4H),2.29-2.11(in, 
F H 

4H),1.76-1.60(in,1H),1.21-1.18(in 1H); 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-((4- LCMS(electrospray)in/z502.20(M+H)+.  
inethylpiperazin-1-yl)amino)- 1H-indazol
4-yl)iinidazo[1,2-a]pyrazin-2-yl)-2

136 F,. 'HNMR(400MHzDMSO-d 6 )613.49(s, D 
V >7'N 1H),11.36(s,1H),9.02(dI=0.6Hz1H), 

HN 8.90(dI 1.4Hz1H),8.35(s,1H),8.01 

(brdI=2.5Hz1H),5.93(brs,1H),5.10 

N''~'~ - 4.80(in 1H),4.68(tI=4.8Hz1H),4.56 
F H (II 4.9Hz,1H),4.01- 3.66(in,2H),2.25 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-((2- - 2.13(in, 1H),1.75- 1.61(in, 1H),1.20 

fluoroethyl)ainino)-1H-indazol-4- (tddI= 6.3 9.1 12.4Hz 1H);LCMS 
yl)iinidazo[1,2-a]pyrazin-2-yl)-2- (electrospray)in/z450.3(M+H)+.  
fluorocyclopropane-1-carboxamide 

63 

fluorocyclopropane-1-carboxamide
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137 'HNMR(400MHzDMSO-d 6 )613.98(s, D 
a 0 >7'N N 1H),11.38(s,1H),9.11- 9.02(in,1H),8.96 

HN (dI 1.5Hz,1H),8.36(s,1H),8.00(brs, 
1H),5.28- 4.82(in,3Hj,4.51(brs,1H), 

NH 3.56- 3.45(m4Hj,2.19(IdI= 7.0,13.9 
F Hz,1H),1.74- 1.62(m1H),1.30- 1.11(in, 

2H),1,06(brs,3H);LCMS(cicetrospray) 

S,2S)-N-(6-(5-chloro-7-((~3 m/z492.2(M+H)+.  
dihydroxy-2-methylpropan-2-yl)amino)
6-fluoro-1H-indazol-4-yl)imidazo[1,2
a]pyrazin-2-yl)-2-fluorocyclopropane- 1
carboxamide 

138 F.e 'HNMR(400MHzDMSO-d 6 )613.34(brs, D 
1H),11.36(s,1H),9.28(d,1=1.3Hz1H), 

>.iii/< N 'I' 9.05(s,1H),8.66(s,1H),8.38(s,1H),7.51 
HN NH (d,1=12.7Hz,1H),5.08- 4.85(in,1H),3.64 

- 3,53(in,1H),2.19(Id,1=6.9,13.8Hz1H), 
1.77- 1.63(in,1H),1.43(d,1=7.0Hz6H), 

F 1.23- 114(in, 1H);LCMS(cicclrospray) 
(1S,2S)-2-fluoro-N-(6-(6-fluoro-7- in/z397.2(M+H)+.  
isopropyl-1H-indazol-4-yl)iinidazo111,2
a]pyrazin-2-yl)cyclopropane-1
carboxainide 

139 'HNMR(400MHzDMSO-d 6 )613.19(br D 
U 0 

N 5,1H),11.39(s,1H),9.06(s,1H),8.99(d, 
HN NH 1=1.1Hz1H),8.49(s,1H),8.38(s,1H), 

8.28(brs,1H),8.04(brs,1H),7.24(d, 

I N 
Jd.9Hz1H),5.45(brs,1H),5.10- 4.83 

F (in,1H),3.79(s,3H),2.19(Id,1=6.9,13.8 

inclhyl-1H-pyrazol-5-yl)ainino)-1H- h6.2 9.0, 12.3 Hz, 1H); LCMS 

indazol-4-yl)iinidazo[1,2-a]pyrazin-2-yl)- (cicclrospray)in/z484. 1(M+H)+.  
2-fluorocyclopropane-1-carboxainide 

140 F. 'HNMR(400MHzDMSO-d 6 )613.30(s, D 
U 

N N 1H),11.35(s,1H),9.02(s,1H),8.90(s,1H), 
HN 'I 8.35(s,1H),7.95(s,1H),5.26- 5.18(in, NH 

1H),5.10-5.00(in,1H),4.90-4.84(in 1H), 

NH 4.78-4.71(in,1H),4.04-3.94(in,1H),3.66
F 3.54(in,3H),2.23-2.15(in 2H),1.85-1.75 

(in,1H),1.73-1.63(in 3H),1.22(d,1=6.2 

OH Hz,4H),LCMS(eleclrospray)in/z476.1 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-((4- (M+H)+.  
hydroxybulan-2-yl)amino)- 1H-indazol-4
yl)iinidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide 

64 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-((1- Hz,1H),1.77- 1.61(in, 1H),1.21(Idd,
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141 S 'HNMR(400MHzDMSO-d6)613.33- D 
13.64(in,1H),11.33-11.43(in,1H),9.00

HN NH 9.07(in, 1H),8.81- 8.89(m1H),8.43
8.43(in, 1H),8.40- 8.46(m3H),8.34

8.38(in,1H),7.91-8.00(in,1H),5.13-4.97 
HGOOH (in,1H),4.91-4.84(in,1H),2.28-2.25(in, 

F 
HCOOH 3H),2,23-2.14(in,1H)1.77-1.62(in,1H), 

(1S,2S)-2-fluoro-N-(6-(6-fluoro-7- 1.50- 1.41(in,6H),1.12- 1.00(in, 1H); 

isopropyl-5-(incthylthio)-1H-indazol-4- LCMS(cicetrospray)in/z443.1(M+H)+.  
yl)iinidazo[1,2-a]pyrazin-2
yl)cyclopropane-1-carboxamide. 2formic 

acid 

142 1 'HNMR(400MHzDMSO-d6)613,80(s, D 
N 1H),11.28(s,1H),9.06(s,1H),8.97(d, 

N 
1=1.3Hz1H),8.37(s,1H),8.04(s,1H), 

N N 7.54(s,1H),7.29(s,1H),3.80(s,3H),2.33 
it 

¾ (dd,1=5.3,3.8Hz,1H),2.02(t,1=4.7Hz 
1% 

1H),1.72-1.57(in,2H),1.45(d,1=6.9Hz 
7H), 0.97 (d, 1=6.2 Hz 3H); LCMS 

F (clcctrospray)in/z507.1(M+H)+.  
(1S,2R,3S)-N-(6-(5-chloro-6-fluoro-7
isopropyl-1H-indazol-4-yl)iinidazo111,2
a]pyrazin-2-yl)-2-incthyl-3-(1-incthyl-1H
pyrazol-4-yl)cyclopropanc-1-carboxamide 

143 1 'HNMR(400MHzDMSO-d6)613.74(s, D 
N 1H),11.26(s,1H),9.05(s,1H),8.95(d, 

N 
S. 1=1.3Hz1H),8.40(s,1H),8.04(s,1H), 

jf 

N 7,53(s,1H),7.26(s,1H),3.76(s,3H),3.67
3.62(in, 1H), 2.23-2.16(in, 1H),2.13 

Hz,1H),1.45(dk7.0Hz,6H),1.30-1.21 

F (in, 311);LCMS(clectrospray)in/z507.1 
(1S,2S,3S)-N-(6-(5-chloro-6-fluoro-7- (M+H)+.  
isopropyl-1H-indazol-4-yl)iinidazo[1,2
a]pyrazin-2-yl)-2-incthyl-3-(1-inethyl-111
pyrazol-4-yl)cyclopropanc-1-carboxamido 

144 'HNMR(400MHzDMSO-d6)613.86(s, D 
F /0 1H),11.40(s,1H),9.07(s,1H),9.02(dI

N9' 1.6Hz1H),8.37(s,1H),8.11(s,1H),6.93 
NH (,2H),6.00(tJ2.2Hz211),5.51(s,2H), 

5.05-4.88(in,1H),2.21-2.21(in,1H),1.72
CI 1.66(in, 1H),1.18-1.18(in, 1H);LCMS 

F N 
\ I (clectrospray)in/z468.10(M+H)+.  

(1S,2S)-N-(6-(7-((1H-pyrrol-1

yl)incthyl)-5-chloro-6-fluoro-111-indazol
4-yl)iinidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamidc 

65 

(dd,1=8.9,4.7Hz,1H),1.60(dl,1=8.9,6.2
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145 F. 'HNMR.(400MHzDMSO-d 6 )613.79(s, D 
'IF 0 1H),11.40(s,1H),9.07(s,1H),9.02(dI
>msii/4 'I 1.6Hz1H),8.38(s,1H),8.09(s,1H),7.97 

(s,1H),7.43(s,111),6.26(tJ=1.9HzlHj, 
5.75(s,2H),5.05-4.86(in, 1H),2.21-2.15 

CI (in, 1H),1.74-1.65(in,1H),1.21-1.16(in, 
F N 1H); LCMS (cicetrospray) in/z 469.10 

\,N (M+H)+.  

(1S,2S)-N-(6-(7-((1H-pyrazol-1
yl)incthyl)-5-chloro-6-fluoro-1H-indazol
4-yl)iinidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide 

146 F. N 'HNMR(400MHzDMSO-d 6 )613.31(s, D 

'pF NH 1H),11.37(s,1H),9.07-8.99(in 2H),8.34 
>sIII\(~ (s,1H),8.04(s,1H),7.60(dI 5.5Hz 

0 OH 1H),5.75(qI 6.6Hz,1H),5.03-4.82(in, 
CI 

F 1H),2.19-2.12(in,1H),1.70-1.62(in 1H), 
CF3 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(2,2,2- ~181.13(in, 1H);LCMS(cicetrospray) 
trifluoro-i-hydroxycihyl)iH-indazol.4 in/z488.1(M+H)+.  
yl)iinidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropane-1-carboxamide 

147F 'HNMR(400MHzDMSO-d 6 )613.87(s, D 
'pS 0 1H),11.40(s,1H),9.07(s,1H),9.01(dI

-N'4 1.1Hz1H),8.38(s,1H),8.12(s,1H),6.83 
NH (1,1=2.5Hz,1H),6.64(s,1H),5.81(t,1H), 

5.41(s,2H),5.06-4.86(in, 1H),2.22-2.15 
CI N (in, 1H),1.94(s,311),1.74-1.64(in, 1H), 

F 1.25-1.16(in, 1H);LCMS(electrospray) 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7
(pyrrolidin-~-yl)-1H-indazol-4- in/z482.10(M+H)+.  

fluorocyclopropane-1-carboxamide 

148 C 'HNMR(400MHzDMSO-d 6 )613.12(s, D 

N NN N 111),11.35(s,1H),9.02(s,1H),8.88(s,1H), 
HN NH 8.36(s,1H),7.95(s,1H),5.11-4.80(in,2H), 

4.50-4.32(in,1H),4.23-3.88(in,2H),3.81
N OH 3.61(in,1H),3.53-3.40(in 1H),2.26-2.13 

F (in, 111),2.13-1.95(in, 111),1.95-1.82(in, 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(3- iii),1.78-1.58(in,111),1.22-1.11(in 111); 

hydroxypyrrolidin-1-yl)-1H-indazol-4- LCMS(electrospray)in/z474.10(M+H)+.  
yl)iinidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropane-1-carboxamide 

66 

yl)iinidazo[1,2-a]pyrazin-2-yl)-2-
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149 'HNMR(400MHzDMSO-d 6 )613.12(s, D 
p 

C 

N NN N 1H),11.36(s,1H),9.03(s,1H),8.87(dI
HN NH 11.5Hz,1H),8.36(s,1H),7.95(s,1H), 

5.12-4.82(in,2H),4.50-4.34(in,1H),4.22
N *"OH 3.88(in,2H),3.82-3.63(m1H),3.53-3.38 

F (in, 1H),2.26-2.12(in,1H),2.12-1.96(in, 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-((R)-3- 1H),1.95-1. 82(in,1H),1.77-1.60(in 1H), 
hydroxypyrrolidin-1-yl)-1H-indazol-4- I..28-1. 13(in, 1H);LCMS(cicetrospray) 
yl)iinidazo[1,2-a]pyrazin-2-yl)-2- in/z474.10(M+H)+.  

fluorocyclopropane-1-carboxamide 

150 'HNMR(400MHzDMSO-d 6 )613.58(s, D 
e 0 

N 1H),11.41(s,1H),9.10-9.06(in 2H),8.41 
HN 'I (dJ=6.OHz,1H),8.19(dJ 1.1HzlHt NH 

6.79(s,1H),5.07-4.86(in, 1H),3.40-3.36 
(in, 1H),3.29-3.27(in,2H),2.58-2.56(in, 

0 
F 2H),2.23-2.16(in,1H),1.75-1.64(in 1H), 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(3- 1.25-1. 17(in, 1H);LCMS(clectrospray) 
oxocyclopent-1-en-1-yl)-1H-indazol-4- in/z469.10(M+H)+.  
yl)iinidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide 

151 'HNMR(400MHzDMSO-d6)613.47(s, D 
aa. 0 1H),11.47- 11.38(in, 1H),9.07(s,1H), 

HN 'S 9.03- 8.98(in, 1H),8.39(s,1H),8.05(s, NH 1H),5.08- 5.05(in, 1H),5.04- 4.84( 
in, 

CI 0 N 1H),3.24(s,3H),2.19(tdJ=7.0,13.8Hz 1H),1.76- 1.63(in,1H),1.59(dI=6.6Hz 
F 3H), 1.25 - 1.17 (in, 1H); LCMS 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(1
(clectrospray)in/z447.1(M+H)+.  

incihoxyothyl)-1H-indazol-4
yl)iinidazo[1,2-a]pyrazin-2-yl)-2

152F& 'HNMR(400MHzDMSO-d6)613.44(s, D 
p 0 

C >1< N N 1H),11.40(s,1H),9.36-9.30(in,1H),9.07 
HN ~N NH (s,1H),8.99(s,1H),8.69(brs,1H),8.38(s, 

1H),8.25- 8.16(in 1H),8.08(s,1H),7.60 I 
N~~r - 7.51(in 1H),6.17- 5.99(in,1H),5.80

F 0 5.68(in,1H),5.11- 4.84(in,1H),3.03(s, 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(1-(N- 2H),2.96(s,1H),2.78(brs,1H),2.21-2.17 
incthylacctantdo)cthyl)-1H-indazol-4- (in,1H),2.04(s,3H),1.86- 1.72(in 1H), 
yl)iinidazo[i,2-a]pyrazin-2-yl)-2- 1.68(brdI= 7.3Hz3H),1.24- 1.16(in, 

fluorocyclopropane-i-carboxamide 1H); LCMS (electrospray) in/z 488.1 

(M+H)+.  

67 

fluorocyclopropane-1-carboxamide
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153 F. 'HNMR(400MHzDMSO-d 6 )613.26(s, D 
a, 0 

S 1H),11.40(s,1H),9.07(s,1H),9.00(d, 
>11111< N 

HN 1=1.3HzlHj,8.38(s,1H),8.01(s,1H), 
5.88(d,1=1.5Hz,1Ht5.O8-5.O1(in, 1H), 
4.92-4.84(in,1H),4.62(d,1=6.0Hz1H), 

F OH 2.25-2.12(in, 1H),1.78- 1.60(in, 1H), 
(1S,2S)-N-(6-(5-chloro-7- 1.52-1.39(in,1H),1.35-1.13(in,3H),0.65

(cyclopropyl(hydroxy)mcthyl)-6-fluoro- 0.52(in, 2H),0.48-0.28(in, 2H);LCMS 
1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2- (elcetrospray)m/z459.1(M+H)+.  
y1 )-2-fluorocyclopropane- 1-carboxamide 

154 'HNMR(400MHzDMSO-d 6 )613.26(br D 
a 0 

N ~N _N s,1H),12.14(brslii),11.37(s,1H),9.05 
HN (s,1H),8.96(d,1=1.5Hz,1H),8.44(brs, 

I N 1H),8.38(s,1H),8.00(s,1H),7.63(s,1H), 
S.  

N N 5.90(s,1H),5.08- 4.84(in,1H),2.19(Id, 
F H H 1=69,13.8Hz,1H),1.75- 1.63(in, 1H), 

(1S,2S)-N-(6-(7-((1H-pyrazol-5- 1,25- 1.16(in, 1H);LCMS(cicetrospray) 
yl)amino)-5-chloro-6-fluoro-1H-indazol- m/z470. 1(M+H)+.  
4-yl)imidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide 

155 'HNMR(400MHzDMSO-d 6 )613.51(br D 

N 5,1H),11.39(s,1H),9.06(s,1H),8.97(d, 
'4 

NH 1=1.4Hz1H),8.38(s,1H),8.04(s,1H), 
5.08- 4.85(in, 1H),3.69- 3.56(in, 1H), 
2.19(P1,1=7.0,13.9Hz,1H),1.75- 1.63(in, 

CI 
F 1H),1.46(d,1=7.0Hz6H),1.26- 1,16(in, 

(1R,2R)-N-(6-(5-chloro-6-fluoro-7- 1H); LCMS (cicetrospray) m/z 431.1 
isopropyl-1H-indazol-4-yl)imidazo111,2- (M+H)+.  

carboxamide 

156 F 'HNMR(400MHzDMSO-d 6 )613.52(br D 
0 

.14 N 5,1H),11.51(brs,1H),9.08(s,1H),8.98 
(d,1=1.3Hz1H),8.34(s,1H),8.04(s,1H), 

NH 
5.06- 4.82(in,1H),3.63(Id,1=7.0,14.0Hz 
1H),1.64- 1.51(in,1H),1.46(d,1=7.0Hz 

0I F 6H),1.28(Id,1=6.4,13.1Hz1H);LCMS 

(1S,2R)-N-(6-(5-chloro-6-fluoro-7- (cicclrospray)in/z431.2(M+H)+.  
isopropyl-1H-indazol-4-yl)iinidazo[1,2

a]pyrazin-2-yl)-2-fluorocyclopropane- 1
carboxamide 

68 

a]pyrazin-2-yl)-2-fluorocyclopropane- 1-
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157 'HNMR(400MHzDMSO-d 6 )613.52(br D 
s,1H),11.50(s,1H),9.07(dJ0.6Hz1H), 

*1 

NH 8.97(d,1=1.3Hz1H),8.33(slHj,8.04(br 
slHj,5.05- 4.82(in,1H),3.63(Id,1=7.0, 
14.2Hz,1H),1.65- 1.51(in,1H),1.45(d, 

0I 1=7.1Hz,6H),1.34- 1.21(m1H);LCMS 
F (cicetrospray)m/z431.2(M+H)+.  

(1R,2S)-N-(6-(5-chloro-6-fluoro-7
isopropyl-1H-indazol-4-yl)imidazo[1,2

a]pyrazin-2-yl)-2-fluorocyclopropane- 1
carboxamide 

158 'HNMR(400MHzDMSO-d 6 )613.47(br D 
ScF 0 

N NN N 5,1H),11.88(brs,1H),11.40(s,1H),9.08 

HN (s,1H),9.02(d,1=1.2Hz1H),8.40(s,1H), 

I~N 8.07(s,1H),7.52(s,1H),5.51(s,1H),5.09 
S.  

N N - 4.85(m1H),3.38(s,3H),2.20(Id1=6.9, 
H 14.0Hz,1H),1.76- 1.63(m1H),1.27

F I 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7- 1.15(in, 1H);LCMS(cicetrospray)m/z 
(methyl(1H-pyrazol-5-yl)amino)- 1H- 484. 1(M+H)+.  

indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)
2-fluorocyclopropane-1-carboxamide 

159 'HNMR(400MHzDMSO-d 6 )613.55(br D 
a 0 

N N 5,1H),11.40(s,111),9.08(d,10.6Hz1H), 
HN NH 9.01(d,1=1.5Hz1H),8.40(s,1H),8.08(s, 

I N 1H),7.68(d,1=2.4Hz1H),5.59(dft2.3 
N N Hz,1H),5.21(s,2H),5.08- 4.86(m1H), 

'I 

F I SEM 3.55-3.47(m,2H),3.37(brs,3H),2.19(td, 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7- 1=6.9,13.9Hz,1H),1.76- 1.63(in, 1H), 
(mcthyl(1-((2- 1.26- 1.16(in 1H),0.85- 0.80(in,2H),
(trimcthylsilyl)cthoxy)nwthyl)-1H- 0.03(s,9H);LCMS(electrospray) 

yl)imidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide 

160 'HNMR(400MHzDMSO-d 6 )613.76(s, D 
MWa 0 

N ~N _N 1H),11.40(s,1H),9.07(s,1H),9.01(d, 
HN \N NH 1=1.3Hz1H),8.39(s,11-I),8.13(d,1=1.2 

I N Hz,1H),7.34(d,12.0Hz,1H),6.07(d, 
S.  

N N 1=2.0Hz1H),5.07- 4.85(in,1H),3.32(br 
F I \ s,3H),3.28(s,3H),2.19(td,1=7.0,13.9Hz 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7- 1H),1.76- 1.62(in,1H),1.21(tdd,1=6.2, 
(methyl(1-nwthyl-1H-pyrazol-5- 9.0,12.4Hz1H);LCMS(electrospray)m/z 

yl)anA1ino)~1H-indazol-4-yl)imidazoIll,2- 498.2(M+H)+.  

a]pyrazin-2-yl)-2-fluorocyclopropane- 1

carboxamide 

69 

pyrazol-5-yl)amino)-1H-indazol-4- 614.2(M+H)+.
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161 F.C 'HNMR(400MHzDMSO-d 6 )613.78(s, D 
1H),11.43(s,1H),9.10(s,2H),8.43(s,1H), 

>.iii/< NH 8.18(s,1H),5.14-4.79(m,1H),3.62-3.53 

(in,1H),2.20(tdJ=6.9,13.8HzlHj,1.79 

- 1.67(in, 1H),1.24(dI= 6.6Hz7H); 
CI LCMS(clectrospray)m/z459.3(M+H)+.  

F 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7
isobutyryl-1H-indazol-4-yl)imidazoIll,2

a]pyrazin-2-yl)-2-fluorocyclopropanc- 1
carboxanPde 

162 'HNMR(400MHzDMSO-d 6 )613.18(br D 
S.  

a 0 
5,1H),11.40(s,1H),9.07(s,1H),9.01(dI 

-N'4 - 1.5Hz1H),8.39(s,1H),8.00(s,1H), 
NH 5.87(brdJ=3.1Hz1H),5.10-4.83( 

CI OH 2H),2.24- 2.14(in,2H),1.75- 1.63(in, 1H),1.21(RIdI 6.1,9.0,12.3Hz1H), 
F 1.08(dJ=6.6Hz,3H),0.81(dJ=6.7Hz 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(1- 3H); LCMS (electrospray) m/z 461.4 
hydroxy-2-methyipropyl)- 1H-indazol-4- (M+H)+.  
yl)imidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropane-1-carboxamide 

163 'HNMR(400MHzDMSO-d 6 )613.21(s, D 
S 

C 

N NN 1H),11.35(s,1H),9,02(s,1H),8.89(dI
HN Yb OH 1.1Hz 8.34 I=: 6.0Hz1H),7.95 NH turn 

(s,1H),5.56-5.39(in 1H),5.09-4.84(in, 

N 1H),4.84-4.73(in,1H),4.48-4.13(in 2H), 
F H 2.26-2.11(in,2H),2.03-1.87(in,1H),1.81

(1S,2S)-N-(6-(5-chloro-6-fluoro-7- 1.53(in, 5H),1.22-1.13(in, 1H);LCMS 
(((1S,3R)-3-hydroxycyclopcntyl)ainino)- (cicetrospray)in/z488.10(M+H)+.  

y1 )-2-fluorocyclopropane- 1-carboxainide 

164E 'HNMR(400MHzDMSO-d 6 )613.92(s, D 
a.a 0 lHt11.41(dI 7.4HzlHt9.08(dI

>~"K N 
'4 

HN NH 7.1Hz1H),9.04-9.02(in,1H),8.39(dI
7.1Hz1H),8.18(dI= 6.6Hz1H),7.03 
(dI=7.1Hz,1H),6.73-6.71(in,1H),5.53 
(dI=7.1Hz,2H),5.06-4.88(in,1H),2.39 

F N \I (dI7.7Hz,3H),2.22-2.17(in,1H),1.72
N 1.67(in, 1H),1.19-1.19(in, 1H);LCMS 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-((2- (clectrospray)in/z483. 10(M+H)+.  
inethyl- 1H-iinidazol- 1-yl)inethyl)- 1H
indazol-4-yl)iinidazo111,2-a]pyrazin-2-yl)
2-fluorocyclopropane-1-carboxainide 

70 

1H-indazol-4-yl)iinidazo[1,2-a]pyrazin-2-
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165 F. 'HNMR(400MHzDMSO-d 6 )612.91(s, D 
'Ue 0 

1H),11.39(s,1H),9.07(dI= 1.6Hz1H), 

HN NH 8.97(dI= 1.6HzlHj,8.38(s,1H),7.98 
(dJ1.lHz,1H),5.76(dJ5.5Hz1H), 
5.07-4.86(in,1H),2.20(dI=17.6Hz6H), 

CI 1.95(ddI 18.7,13.2Hz,3H),1.83(dI
F 6.6Hz2H),1.74-1.64(in, 1H),1.25-1.19 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(1- (in, 1H);LCMS(cicetrospray)m/z473.10 
hydroxycyclopentyl)-1H-indazol-4- (M+H)+ 
yl)imidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropane-1-carboxamidc 

166 F,.F 'HNMR(400MHzDMSO-d 6 )613.39(s, D 
1H)11.32- 11.50(in,1H)8.96- 9.04(in, 

HN 1H)8.81- 8.91(in 1H)8.27- 8.40(in,1 
H)7.95-8.11(in,1H)5.11-4.83(in1H) 

3.59-3.74(in,1H)2.14-2.26(in,1H)1.63 

F - 1.77(in 1H)1.40- 1.52(in,6H)1.13
F F 1.26(in, 1H);LCMS(cicetrospray)in/z 

(1S,2S)-2-fluoro-N-(6-(6-fluoro-7- 465.1(M+H)+.  
isopropyl-5-(trifluoroincthyl)- 1H-indazol
4-yl)iinidazo[1,2-a]pyrazin-2
yl)cyclopropane-1-carboxamide 

167 F,. 'HNMR(400MHzDMSO-d 6 )611.40(s, D 
S 0 1H),9.07(s,1H),9.02(dI 1.5Hz1H), 

N'4' 9.04- 8.99(in, 1H),8.39(s,1H),8.12(s, 
HN NH 1H),6.70- 6.31(in, 1H),5.12- 4.82(in, 

1H),4.10- 3.89(in, 1H),2.25- 2.15(in, 
CI 2H),1.78- 1.62(in,1H),1.56(dI 7.2Hz 

F 
F F 3H), 1.29 - 1.13 (in, 2H); LCMS 

(1S,2S)-N-(6-(5-chloro-7-(1,1- (electrospray)in/z467.0(M+H)+.  

indazol-4-yl)iinidazo[1,2-a]pyrazin-2-yl)
2-fluorocyclopropane-1-carboxainide 

168 F.~. 'HNMR(400MHzDMSO-d 6 )613.60(s, D 
'Ua 0 1H),11.40(s,1H),9.07(s,1H),9.01(dI 

HN NH 1.3Hz1H),8.38(s,1H),8.04(s,1H),5.06 
-4.86(in1H),2.89(brdI7.2Hz2H), 
2.23- 2.17(in, 1H),2.09- 2.03(in, 1H), CI 1.74- 1.66(in, lHt1.26- 1.18(in, lHt F 0.97 (d, - 6.5 Hz 6H); LCMS 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7- (clectrospray)in/z445.4(M+H)+.  
isobutyl-1H-indazol-4-yl)iinidazo[1,2
a]pyrazin-2-yl)-2-fluorocyclopropane- 1
carboxamide 

71 

difluoropropan-2-yl)-6-fluoro-1H-
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169 'HNMR(400MHzDMSO-d 6 )613.35(s, D 
1H),11.40(brs,1H),9.07(s,1H),9.03(d, 

HN NH I=: 1.3HzlHj,8.38(s,1H),8.04(s,1H), 

5.07-4.85(in,1H),4.55(dJ7.9Hz1H), 

0 N. 3.21(s,3H),2.27(brdclI= 7.0,13.5Hz 1H),2.22- 2.16(in, 1H),1.74- 1.63(in, 
F lHt1.24-1.16(m,1H),1.1O(dJ66Hz 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(1- 3H),0.79(dI= 6.7lIz,3H);LCMS 
mcthoxy-2-mothyipropyl)- 1H-indazol-4- (cicetrospray)m/z475.4(M+H)+.  
yl)imidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropane-1-carboxamidc 

170 F,.F 'HNMR(400MHzDMSO-d 6 )613.60(s, D 
1H),11.42(s,1H),9.09(dI=0.6Hz1H), 

N'I 9.05(dI 1.5Hz1H),8.46(s,1H),8.40 
HN NH (s,1H),8.11(s,1H),5.92- 5.76(in, 1H), 

F 5.58(brdI=: 8.2Hz1H),5.10- 4.85(in, 

0I 1H),2.21(brddI 2.1,6.8Hz,1H),1.64

HCOOH F 1.60(in,1H),1.56- 1.47(in,1H),1.18(br 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(1- dI=6.5Hz,3H),0.85(dI 6.7Hz3H); 
fluoro-2-inethylpropyl)-1H--indazol-4- LCMS(electrospray)in/z463.4(M+H)+.  
yl)iinidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide. 1 
forinicacid 

171 F,. 'HNMR(400MHzDMSO-d 6 )613.10(s, D 
VOF 0 
>1117< N 1H),11.35(s,1H),9.02(s,1H),8.90(s,1H), 

HN 8.35(s,1HZ),7.98-7.92(in, 1H),5.29
4.84,(in,2H),3.47(t,1=6.17Hz2H),3.21 

NH (s,4H),2.23-2.14(in 2H),1.22(d,1=6.2 
Hz,4H),1.16(dJ6.9Hz2H);LCMS 

F 

0 
I 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-((4
incthoxybutan-2-yl)ainino)- 1H-indazol-4
yl)iinidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamidc 

172 N 'HNMR(400MHzDMSO-d 6 )613.70(s, D 
4'C HN '0NH 1H),11.35(s,1H),9.02(s,1H),8.89(s,1H), 

F 
o 8.35(s,1H),7.96(brs,1H),5.46- 5.20(in, 

N 1H),5.11- 4.82(in, 1H),4.75- 4,44(in, 
H 

F 1H),2.70- 2.64(in, 1H),2.35- 2.30(in, 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-((3- 1H),2.26- 2.10(in,2H),1.74- 1.60(in, 
fluorocyclobutyl)amino)-1H-indazol-4- 1H),1.20(brddI= 9.0,12.2Hz2H); 
yl)iinidazo[1,2-a]pyrazin-2-yl)-2- LCMS(electrospray)in/z476.2(M+H)+.  

fluorocyclopropane-1-carboxamide 

72 

(cicetrospray)in/z443. 1(M+H)+.
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173 a 'HNMR(400MHzDMSO-d 6 )613.40(s, D 
1H),11.44(s,1H),9.08(s,1H),9.03(s,1H), 

HN NH 8.38(slHj,8.05(slHj,5.10- 4.82(in,1 
H),4.26(d,1=8.6Hz,1H),3.26(s,3H),2.19 

(dtJd3.2,6.6Hz,1H),1.79- 1.62(m,1H), 
CI 1.35-1.11(in,2H),0.77-0.53(in,2H),0.51

F O%~ 0.21(in, 2H);LCMS(cicetrospray)in/z 
(1S,2S)-N-(6-(5-chloro-7- 473.0(M+H)+.  
(cyclopropyl(incthoxy)incthyl)-6-fluoro
1H-indazol-4-yl)iinidazo[1,2-a]pyrazin-2
y')-2-fluorocyclopropanc- 1-carboxainidc 

174 F 'HNMR(400MHzDMSO-d 6 )613.40(s, D 
*6S 0 

1H),11.41(s,1H),9.08(s,1H),9.03(s,1H), 
>11111< N 

1~ 8.39 8.06 6.95- (in, 
NH 1H),5.07-4.86(in, 1H),2.18- 2.21( 

in, 
1H),2.14(in,3H),1.63- 1.73(in,1H),1.47 

CI (in,3H),1.23(in,1H);LCMS(cicetrospray) 

F 4431(M+H)+.  
(1S,2S)-N-(6-(7-((E)-but-2-cn-2-yl)-5
chloro-6-fluoro-1H-indazol-4
yl)iinidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide 

175 F 'HNMR(400MHzDMSO-d 6 )613.52(s, D 
S.a 0 

1H),11.41(s,1H),9.07(s,1H),9.00(s,1H), 

HN '4 8.39(s,1H),8.06(s,1H),6.20- 6.28(in, NH 1H),5.19(d,1=8Hz,1H),5.12(dI 8Hz 

1H),4.87- 5.07(in,1H),4.20- 4.24(in, 1 
CI Ht2.16- 2.23(in,1H),1.53- 1.74(in,1 

F H),1.56(d,1=6.8Hz3H),0.84- 0.88(in, 

(1S,2S)-N-(6-(7-(but-3-en-2-yl)-5-chloro- 1 H), LCMS (ciccirospray)in/z443.1 

a]pyrazin-2-yl)-2-fluorocyclopropane- 1
carboxainide 

176 Fr 'HNMR(400MHzDMSO-d 6 )613.03- D 
S 

a 0 
N N 13.28(in,1H),11.26- 11.42(in,1H),8.99

HN NH 9.07(in, 1H),8.86- 8.95(in 1H),8.32

8.39(in, 1H),7.89- 8.04(in 1H),5.25
4.85(in, 1H),3.73- 3.99(in 1H),2.14

H 2.24(in, 1H), 
F 1.59- 1.74(in 2H),1.45

(1S,2S)-N-(6-(7-(sec-butylainino)-5- 1.56(in,1H),1.16- 1.25(in4H)0.91- 0.98 
chloro-6-fluoro-1H-indazol-4- (in, 3H);LCMS(clectrospray)in/z460.2 

yl)iinidazo[1,2-a]pyrazin-2-yl)-2- (M+H)+.  
fluorocyclopropane-1-carboxamide 

73 

6-fluoro-1H-indazol-4-yl)iinidazoIll,2- (M+H)+.
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177F 'HNMR.(400MHzDMSO-d 6 )613.65(s, D 
a.a 0 1H),11.40(s,1H),9.07(s,1H),9.03(dI

>~"K' N 
HN 1.6Hz1H),8.38(slHj,8.12(slHj,6.68 

(s,1H),5.87(t,,I=3.0HzlHj,5.77(slHj, 
5.44(s,2H),5.05-4.88(in, 1H),2.23-2.17 
(in,4H),1.71-1.66(in, 1H),1.17-1.15(in, 

F N 1H); LCMS (cicetrospray) m/z 482.10 
\I (M+H)+.  

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-((2
mcthyl-1H-pyrrol-1-yl)mcthyl)-1H
indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)
2-fluorocyclopropane-1-carboxamide 

178 'HNMR(400MHzDMSO-d 6 )613.92(s, D 
aa. 0 1H),11.40(s,1H),9.07(s,1H),9.01(dI

>1111< N 1.6Hz1H),8.38(s,1H),8.14(s,1H),7.72 
NH (s,1H),6.87(s,1H),5.53(s,2H),5.07-4.86 

(in, 1H),2.22-2.15(in, 1H),2.02(s,3H), 
CI 1.74-1.64(in, 1H), 1.22-1.16 (in, 1H); 

F N 
K'~I LCMS(cicetrospray)in/z483. 10(M+H)+.  
N 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-((4
inethyl- 1H-iinidazol- 1-yl)incthyl)- 1H
indazol-4-yl)iinidazo[1,2-a]pyrazin-2-yl)
2-fluorocyclopropane-1-carboxainide 

179Fa 'HNMR.(400MHzDMSO-d 6 )613.79(s, D 
1H),11.40(s,1H),9.07(dI= 1.6Hz1H), 

>1.111< -N Hz 
'4 9.02 1.6 
NH (s1H),7.65(s,1H),7.22(s,(s,1H),8.10 

1HZ)5.64(s, 
2H),5.07-4.86(in,1H),2.23-2.15(in 1H), 

CI 1.98(s,3H),1.74-1.64(in, 1H),1.25-1.16 

N 
(M+H)+.  

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-((4
incihyl- 1H-pyrazol- 1-yl)incthyl)- 1H
indazol-4-yl)iinidazo[1,2-a]pyrazin-2-yl)
2-fluorocyclopropane-1-carboxainide 

180 'HNMR(400MHzDMSO-d 6 )613.12(s, D 
a 

N NN -CN 1H),11.36(s,1H),9.02(s,1H),8.88(s,1H), 
HN 'I 8.36(s,1H),7.95(s,1H),5.11-4.82(in,2H), 

NH 
4.51-4.33(in,1H),4.22-3.89(in 2H),3.70 

N OH (s,1H),3.54-3.41(in 1H),2.26-2.14(in, 
F 1H),2.11-1.95(in,1H),1.95-1.81(in 1H), 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-((S)-3- 1.77-1.62(in, 1H), 1.25-1.18 (in, 1H); 
hydroxypyrrolidin-1-yl)-1H-indazol-4- LCMS(clectrospray)in/z474.10(M+H)+.  
yl)iinidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropane-1-carboxamide 

74 

F N (in,1H));LCMS(clectrospray)in/z483.10
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181 'HNMR(400MHzDMSO-d 6 )613.47(s, D 
1H),11.37(dJ=13.2Hz1H),9.07(s,1H), 

HN 'I NH 8.97(dJ=1.6Hz,1H),8.39(dJ4.4Hz 
1H),8.02(dI= 1.1HzlHj,7.53(ciI
12.6HzOH),5.07-4.86(m2Hj,4.53-4.42 

F (in, 1H),3.48(dclI= 18.7,8.2Hz1H), 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(2- 2.332.O1(in,4H),1.99-1.61(in,6H),1.25

hydroxycyclopentyl)-iH-indazol-4- 1.16(in, 1H);LCMS(cicetrospray)m/z 

yl)imidazo[i,2-a]pyrazin-2-yl)-2- 473.10(M+L-J)+ 

fluorocyclopropano-1-carboxamide 

182 F.a 'HNMR(400MHzDMSO-d 6 )613.12(s, D 

>1< N 1H),11.32(s,1H),8.98(dI=8.2Hz1H), 
HN Yb 8.85(dI 10.4Hz,1H),8.31(dI 6.6 

NH 
Hz,1H),7.92(s,1H),5.60(dI 8.2Hz 

0 1H),5.01-4.82(in,1H),4.53(s,1H),3.93
N 

F H 3,81(in,2H),3.75-3.67(in 2H),2.24-2.11 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7- (in,2H),1.88(dI=9.3Hz1H),1.67-1.61 

((tctrahydroftiran-3-yl)amino)-1H- (in, 1H), 1.19-1.12 (in, 1H); LCMS 

indazol-4-yl)iinidazo[1,2-a]pyrazin-2-yl)- (cicetrospray)in/z475. 1(M+H)+.  
2-fluorocyclopropane-1-carboxainide 

183 F.U 'HNMR(400MHzDMSO-d 6 )613.58(s, D 
1H),11.38(dJ=13.2Hz1H),9.07(s,1H), 

>11111< N 
HN 8.99(tI 1.9Hz,1H),8.38(s,1H),8.04 

(dI= 1.1Hz,1H),5.07-4.86(in,1H),4.20 
(qI=5.9Hz,1H),3.61(qI=8.2Hz1H), 

F 3.15-3.10(in,3H),2.23-2.08(in,4H),1.97
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(2- 1.64(in, 6H),1.274,16(in, 2H);LCMS 

inethoxycyclopentyl)-iH-indazol-4 (clectrospray)in/z486.90(M+H)+.  
yl)iinidazo[1,2-a]pyrazin-2-yl)-2

184 F. 'HNMR(400MHzDMSO-d 6 )613.12(s, D 
a N NN 1H),11.35(s,1H),9.02(s,1H),8.90(s,1H), 

HN Yb 

NH OH 8.34(s,1H),7.94(s1H),5.34(dI=: 7~7 Hz,1H),5.09-4.82(in 1H),4.55(dI 3.3 NOh' Hz,1H),4.50-4.38(in, 1H),4.35-4.21(in, 1H),2.26-2.08(in,2H),2.04-1.87(in 2H), 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7- 1.81-1.62(in,2H),1.59-1.44(in,2H),1.22

(((1S,3S)-3-hydroxycyclopcntyl)anttino)- 1. I.1(in, 1H);LCMS(clcctrospray)in/z 

1H-indazol-4-yl)iinidazo111,2-a]pyrazin-2- 488. 10(M+L-J)+ 
yl)-2-fluorocyclopropane- 1-carboxainide 

185 Fr 'HNMR(400MHzDMSO-d 6 )613.24(br D 

N N s,1H),11.40(s,1H),9.07(s,1H),9.00(s, 
Yb 

HN NH 1H),8.38(s,1H),8.08(brs,1H),5.09-4.84 
¾ (in, 1H),4.61(q,1=7.0Hz,1H),2.87(d, 

CI N'' 1=3.2Hz6H),2.24- 2.12(in,1H),1.77
F I 1.62(in,1H),1.50(d,1=7.0Hz,3H),1.27

(1S,2S)-N-(6-(5-chloro-7-(1- 1.15(in, 1H);LCMS(electrospray)in/z 

75 

fluorocyclopropano-1-carboxamide
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(dimethylamino)-1-oxopropan-2-yl)-6- 488. 1(M+H)+.  
fluoro- 1H-indazol-4-yl)imidazo[1,2
a] 9 

pyrazin-2-yl)-2-fluorocyclopropane-1
carboxamidc 

186Fa. 'HNMR(400MHzDMSO-d 6 )614.04- D 13.53(m1H),11.40(s,1H),9.08(s,1H), 
>.iii/< N 9.06- 8.96(in,2H),8.39(s,1H),8.18(brs, NH 1H),6.79(qJ=6.9Hz,1H),5.11-4.77(in, 

1H),2.28(brdI=6.9Hz,3H),2.22- 2.16 
CI (inlHt1.77- 1.63(inlHt1.22- 1.15(in, 

F 
N N 1H); LCMS (cicetrospray) in/z 485.1 
~¾A (M+H)+.  

(1S,2S)-N-(6-(7-((R)-1-(2H-tctrazol-2
yl)ethyl)-5-chloro-6-fluoro-1H-indazol-4
yl)iinidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide 

187 'HNMR(400MHzDMSO-d 6 )613.72(s, D 
Sa. 0 1H),11.40(s,1H),9.08(s,1H),9.03(s,2H), 

N 
I' 8.39 1H), (s, 6.79 1 
NH Hz,1H),5.08- 4.81(in,1H),2.28(brdI 

7.0Hz3H),2.22-2.16(in,1H),1.73-1.64 
CI *1 (in, 1H), 1.23 1.17(in 9 LCMS 

F 
N N (electrospray)in/z485. 1(M+H)+.  
Kg 

(1S,2S)-N-(6-(7-((S)-1-(2H-tctrazol-2
yl)ethyl)-5-chloro-6-fluoro-1H-indazol-4
yl)iinidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropane-1-carboxamide 

188 'HNMR(400MHzDMSO-d 6 )614.11- D 
'pa 0 

HN 9.03(s,1H),8.52(brs,1H),8.40(s,1H), 
8.18(s,1H),5.11- 4.79(in,2H),2.20(brs, 

ON 1H),1.75(brdI=7.1Hz,3H),1.67(brs, 

F 1H), 1.27 - 1.16 (in, 1H); LCMS 
(1S,2S)-N-(6-(5-chloro-7-(1-cyanoethyl)- (electrospray)in/z442.3(M+H)+.  
6-fluoro-1H-indazol-4-yl)iinidazo[1,2

pyrazin-2-yl)-2-fluorocyclopropane-1
carboxanAlide 

189 F,. 'HNMR(400MHzDMSO-d 6 )613.97- D 
'pS 0 

13.60(in 1H),11.40(s,1H),9.76(s,1H), 

NH 9.08(s,1H),9.02(dI 1.1Hz1H),8.39 
(s,1H),8.20(brs,1H),6.60(qI=7.0Hz 
1H),5.08- 4.83(in, 1H),2.24- 2.13(in, 
4H),1.74- 1.63(in, 1H),1.23- 1.16(in, 

F N'/ 1H); LCMS (electrospray) in/z 485.4 

N-NN (M+H)+.  (1S,2S)-N-(6-(7-((R)-1-( 1H-tetrazol-1

76 

N N 13.66(in 1H),11.41(s,1H),9.08(s,1H),



WO2022/064458 PCT/1B20211058794 

yl)ethyl)-5-chloro-6-fluoro-1H-indazol-4
yl)imidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide 

190 F.a 'HNMR(400MHzDMSO-d 6 )614.15- D 
13.21(in,1H),11.40(s,1H),11.33(s,1H), 

'4 9.76(s,1H),9.38(s,1H),9.08(s,1H),9.02 
NH (s,1H),8.98(s,1H),8.45(s,1H)8.39(s, 

t"' 1H),8.20(brs,1H),,7.77(s,1H),6.59(qI 
- 7.0Hz1H),5.08- 4.83(inlHj,2.19

F N 2.14(in,1H),1.74- 1.63(in,1H),1.19(br 
¶g'IN dJ8.5Hz1H);LCMS(clcctrospray)m/z 
N-N 

(1S,2S)-N-(6-(7-((S)-1-(1H-tctrazol-1- 485.4(M+H)+.  
yl)ethyl)-5-chloro-6-fluoro-1H-indazol-4
yl)imidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide 

191 'HNMR(400MHzDMSO-d6)613.29(br D 
U 

N N s,1H),11.39(s,1H),9.07(s,1H),8.98(s, 
HN 9'NH 1H),8.40(s,1H),8.05(brs,1H),7.48(brs, 

0 1H),7.16(brs,1H),5.11- 4.78(in, 1H), 
NH2  4.25(brd,1=7.4Hz,1H),2.19(brs,1H), 

F 1.78- 1.62(in, 1H),1.55(brd,1=7.0Hz 
(1S,2S)-N-(6-(7-(1-ainino-1-oxopropan- 3H),1.20(brs,1H);LCMS(electrospray) 
2-yl)-5-chloro-6-fluoro-1H-indazol-4- in/z460.0(M+H)+.  
yl)iinidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropane-1-carboxamide 

192 F. N NN -a-N 'HNMR(400MHzDMSO-d 6 )613.68(s, D 
9pS HN 9' 

>11K 9 ' 0 F 8.51(s,1H),8.39(s,1H),6.08(s,1H),5.33N 4.68(in,1H),4.13-3.96(in 1H),2.23-2.14 

HGOOH F H 
(in,1H),1.77- 1.60(in,1H),1.42-1.28(in, 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-((1- 1H), 1.26-1.10 (in, 1H); LCMS 
fluoropropan-2-yl)ainino)-1H-indazol-4- (electrospray)in/z464.1(M+H)+.  
yl)iinidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide. 1 
forinicacid 

193 F N N 'HNMR(400MHzDMSO-d 6 )613.70(br D 
9pa HN '4 1H),11.41~ 

9.09(s,1H),9.06(s, 
NH 5, 

>11ii<~ 1H),8.40(s,1H),8.16(s,1H),7.97(s,1H), 

7.18(brs,1H),6.82(ddI= 1.73.2Hz 
F 1H),5.10- 4.82(in 1H),2.20(IdI= 6.8, 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(furan- 13.7Hz,1H),1.76- 1.63(in,1H),1.21(tdd, 
2-yl)-1H-indazol-4-yl)iinidazo[1,2- I = 6.2, 8.9, 12.3 Hz 1H); LCMS 
a]pyrazin-2-yl)-2-fluorocyclopropane-1- (electrospray)in/z455.0(M+H)+.  
carboxamide 

77 

NH 1H),11.52(s,1H),9.07(s,1H),8.96(s,1H),
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194 Fr 'HNMR(400MHzDMSO-d 6 )613.60(br D 
S 0 

N NN N s,1H),11.41(s,1H),9.70(s,1H),9.29(s, 
HN 1~ 1H),9.09(s,1H),9.06(dI 0.9Hz1H), 

8.41(s,1H),8.28(brslHj,5.08- 4.85(in, 
1H),2.25- 2.12(at,1H),1.75- 1.62(in, 

I 

F N 1H), - (in, 1H); LUIVIS 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7- (cicetrospray)in/z455.9(M+H)+.  
(isoxazol-4-yl)-1H-indazol-4
yl)iinidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropano-1-carboxamide 

195 'HNMR(400MHzDMSO-d 6 )613.21(s, D 
e 0 

N NN N 1H),11.35(s,1H),9.02(s,1H),8.89(dI
HN\ NH OH 0.8Hz1H),8.35(s,1H),7.95(s,1H),5.46 

(dI=: 6.6Hz,1H),5.11-4.83(in 1H),4.77 
N (dI 2.7Hz1H),4.29(s,1H),4.19(s, 

F H 1H),2.28-2.09(in,2H),2.04-1.87(in 1H), 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7- 1.83-1.51 (in, 6H), 1.22-1.11 (in, 1H); 
(((1R,35)-3-hydroxycyclopcntyl)ainino)- LCMS(cicetrospray)in/z488. 70(M+H)+.  
1H-indazol-4-yl)iinidazo[1,2-a]pyrazin-2
y1 )-2-fluorocyclopropane- 1-carboxainide 

196 'HNMR(400MHzDMSO-d 6 )613.32(s, D 
N 1H),11.40(s,1H),9.07(s,1H),9.02(dI 

HN 1.6Hz1H),8.39(s,1H),8.09(s,1H),6.37 

(s,1H),4,99(dI= 52.2Hz2H),2.92-3.09 
OH (1H),2.67(s,1H),2.33(s,1H),2.19(dI

F 4.9Hz1H),1.72(s,3H),1.35-1.18(in,4H); 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(3
hydroxycyclopent-~-~1~~ 1)~H-indazol LCMS(clectrospray)in/z471.1(M+H)+.  
4-yl)iinidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide 

0'D 0 
13.94(1H),11.39(s,1H),9.07(s,1H),9.02 

>EhII/4 N 
HN (dI 1.6Hz1H),8.38(s,1H),8.10(s, 

1H),7.84(d,>2.2Hz1H),6.02(dI 1.6 
Hz,1H),5.65(s,2H),5.06-4.86(in, 1H), 

F NN 2.22-2.15(in,1H),2.09(dI=3.3Hz3H), 
1.72-1.64 (in, 1H), 1.25-1.16 (in, 1H); 

\I LCMS(clectrospray)in/z483.70(M+H)+.  

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-((3
incihyl- 1H-pyrazol- 1-yl)incthyl)- 1H
indazol-4-yl)iinidazo[1,2-a]pyrazin-2-yl)
2-fluorocyclopropane-1-carboxainide 

78 

197 F.. 'HNMR(400MHzDM50-cl 6 )613.61- D
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198 'HNMR(400MHzDMSO-d 6 )613.46(s, D 
ra 0 

>1.1< N N 1H),11.42(s,1H),9.08-9.06(m2H),8.40 
HN 

(dI=: 11.0HzlHt8.14(ciI= 20.9Hz 
1H),5.82-5.75(inlHj,5.07-4.86(m1H), 

0 N 3.50(s,3H),2.23-2.16(in, 1H),1.74-1.64 
p (in, 1H), 1.21-1.16 (in, 1H); LCMS 

OF3 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(2,2,2- (cicetrospray)m/z501.7(M+H)+.  
trifluoro-1-methoxycthyl)-1H-indazo1-4
yl)imidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropano-1-carboxamide 

199 'HNMR(400MHzDMSO-d 6 )613.51(s, D 
a 

N ~ -CN 1H),11,40(s,1H),9,07(s,1H),8.98(dI
HN NH 1.6HzlHt8.39(s,1Ht8.03(dI 1.1 

0 Hz,1H),5.07-4.87(m1H),4.12(tI 5.5 
N Hz,1H),3.92-3.80(in,2H),3.75-3.65(in, 

2H),2.90-2.86(in,3H),2.23-2.16(in 1H), 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7- 2.06(RIJ 13.1,7.3HzlHt1.91(tdI
(incthyl(tctrahydrofuran-3-yl)ainino)-1H- 12.6,7.1Hz1H),1.75-1.65(in,1H),1.23
indazol-4-yl)iinidazo[1,2-a]pyrazin-2-yl)- i.17(in, 1H);LCMS(cicetrospray)in/z 
2-fluorocyclopropane-1-carboxainide 488.7(M+H)+.  

200FS 'HNMR(400MHzDMSO-d 6 )613.63(s, D 
1H),11.40(s,1H),9.07(s,1H),9.02(dI

HN 'a 1.1Hz1H),8.38(s,1H),8.11(s,1H),7.84 
NH (s,2H),6.50(qI= 7.1Hz1H),5.07-4.86 

(in, 1H),2.23-2.14(in,4H),1.74-1.65(in, 
0I 1H), 1.22-1.16 (in, 1H); LCMS 

F N 
N N (electrospray)in/z484.70(M+H)+.  

(1S,2S)-N-(6-(7-(1-(2H-1,2,3-triazol-2

yl)iinidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropano-1-carboxamide 

201 'HNMR(400MHzDMSO-d 6 )613.61(s, D 
Sa. 0 1H),11.40(s,1H),9.07(s,1H),9.01(dI

HN 1.1Hz1H),8.86(s,1H),8.38(s,1H),8.11 NH (s,1H),7.98(s,1H),6.29(qI= 7.0Hz 

1H),5.06-4.86(in,1H),2.22-2.09(in 4H), 

1.74-1.65 (in, 1H), 1.22-1.16 (in, 1H); 
F NN LCMS(clectrospray)in/z484.70(M+H)+.  

(1S,2S)-N-(6-(7-(1-(1H-1,2,4-triazol-1
yl)ethyl)-5-chloro-6-fluoro-1H-indazol-4
yl)iinidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide 

79 

yl)cthyl)-5-chloro-6-fluoro-1H-indazol-4-
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202 F. 'HNMR(400MHzDMSO-d 6 )613.02(s, D 
p9 0 

N 1H),11.24(s,1H),9.00(s,1H),8.85(s,1H), 
HN 8.35(s,1H),7.93(s,1H),5.11-4.84(in,3H), 

4.17(dI=9.9Hz2H),4.08(s,2H),3.49 
*"OH (ciI=:8.8Hz,1H),3.41(1,1 2.7Hz1H), 2.19(qJ=7.1Hz,1H),1.70(dddJ23.4, 

OH 

(1S,2S)-N-(6-(5-chloro-7-((3S,4S)-3,4- 10.7,6.9Hz1H),1.25-1.16(in,1H);LCMS 
dihydroxypyrrolidin-1-yl)-6-fluoro-1H- (elcetrospray)m/z490. 10(M+H)+.  
indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)
2-fluorocyclopropane-1-carboxamide 

203 F. 'HNMR(400MHzDMSO-d 6 )613.10(s, D 
C 0 

N 1H),11.24(s,1H),9.01(s,1H),8.87(s,1H), 
HN\ 8.36(s,1H),7.95(s,1H),5.12-4.79(in,1H), 

4.37-3.78(in,4H),3.78-3.51(in 1H),3.31 
N 0 (s,3H),2.27-2.14(in 1H),2.13-1.97(in, 

F 2H),1.70(in, lnH 1.24-1.14(in, 1H); 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(3- LCMS(cicetrospray)in/z488.70(M+H)+.  
incthoxypyrrolidin-1-yl)-1H-indazol-4
yl)iinidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropane-1-carboxamide 

204 'HNMR(400MHzDMSO-d 6 )613.09(s, D 
p 

N 1H),11.24(s,1H),9.00(s,1H),8.86(s,1H), 
HN\ 8.35(s,1H),7.94(s,1H),5.05-4.82(in,1H), 

4.42-3.75(in,4H),3.74-3.52(in 1H),3.31 
1110 in, 

F \ (s,3H),2.27-1.99(in 3H),1.79-1.63( 1H), 1.24-1.14 (in, 1H); LCMS (1S,2S)-N-(6-(5-chloro-6-fluoro-7-((R)-3
inethoxypyrrolidin-1-yl)-1H-indazol-4- (clectrospray)in/z488.70(M+H)+.  
yl)iinidazo[1,2-a]pyrazin-2-yl)-2

205 p 'HNMR(400MHzDMSO-d 6 )613.09(s, D 
p 

N 1H),11.24(s,1H),9.01(s,1H),8.86(s,1H), 
HN 8.36(s,1H),7.94(s,1H),5.05-4.83(in,1H), 

4.37-3.80(in,4H),3.76-3.50(in 1H),3.31 
N 0 

F \ (s,3H),2.27-1.99(in 3H),1.76-1.64(in, 
(1~,2S)-N-(6(5-chloro-6-fluoro-7-((S)3 1H), 1.23-1.08 (in, 1H); LCMS 
incthoxypyrrolidin-1-yl)-1H-indazol-4- (elcetrospray)in/z488.70(M+H)+.  
yl)iinidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide 

206 'HNMR(400MHzDMSO-d 6 )613.17(s, D 
ScU 0 

N 1H),11.36(s,1H),9.10- 8.97(in,1H),8.91 
HN NH (s,1H),8,35(s,1H),7.95(s,1H),5.33(br 

dJ7.9Hz,1H),5.10-4.81(in,1H),2.56 

NH - 2.52(in 3H),2.26- 2.12(in,1H),1.76
F 1.55(in,1H),1.27(dI=6.4Hz3H),1.23 

(brs,1H),1.21- 1.15(in,1H),1.05- 0.92 
(1S,2S)-N-(6-(5-chloro-7-((1- (in,1H),0.49- 0.33(in,2H),0.24(dtI

80 

fluorocyclopropane-1-carboxamide
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cyclopropylethyl)amino)-6-fluoro-1H- 4.8,9.7Hz,2H);LCMS(electrospray)m/z 
indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)- 472. 1(M+H)+.  
2-fluorocyclopropanc-1-carboxamidc 

207 F. N 'HNMR(400MHzDMSO-d 6 )613.83- D 
pp HN F 12.67(m1H),11.36(s,1H),9.02(s,1H), 

F 
0 8.90(dI 1,2Hz1H),8,36(s,1H),8.03 

N H (brs, 6.16(brs,1H),5.08- 4.85(in, 
F 

In (1S,2S)-N-(6-(5-chloro-7-((3,3- 1H),4.66- 4.14(at 1H),3.31- 3.25( 

difluorocyclobutyl)amino)-6-fluoro-1H- 1H),3.01(brs,2H),2.83- 2.70(in,2H), 
.  

indazol4 1)iinidazo~2-a]pyrazin-2~~1) 2.23- 2.14(in, 1H),1.75- 1.61(in, 1H), 
2-fluorocyclopropanc-1-carboxainidc 1.23(brs,2H),1.21- 1.15(in 1H);LCMS 

(cicetrospray)in/z494.1(M+H)+.  

208 'HNMR(400MHzDMSO-d 6 )613.60- D 
r 

13.15(in,1H),11.51(brs,1H),9.07(s,1H), N 
HN 8.96(s,1H),8.33(s,1H),8.00(brs,1H), 

5.09- 4.81(in 1H),3.02(brs,4H),2.61,~~L1\ 2.59(in, 1H),1.68- 1.50(in 1H),1.38
N 

I 1.21(in,1H),0.70- 0.56(in,2H),0.48(br 
F 

(1R,2S)-N-(6-(5-chloro-7- s,2H);LCMS(cicetrospray)in/z458.1 
(cyclopropyl(incthyl)ainino)-6-fluoro- 1H- (M+H)+.  
indazol-4-yl)iinidazo[1,2-a]pyrazin-2-yl)
2-fluorocyclopropanc-1-carboxainidc 

209 N N 'HNMR(400MHzDMSO-d 6 )613.38(br D 
*0 HN '4NH 1H),11.41(s,1H),9.09(s,1H),9.03(dI 

- 1.3Hz1H),8.40(s,1H),8.07(s,1H), 
6.59(brdJ=4.3Hz1H),6.03(brdJ

F OH 1.8Hz1H),5.11- 4.84(in lHt3.60(dI 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(1- 2.0Hz1H),2.27- 2.16(in,1H),1.78
hydroxyprop-2-yn-1-yl)-1H-indazol-4- i.63(in,1H),1.22- 1. 15(in 1H);LCMS 

fluorocyclopropane-1-carboxamide 

210 'HNMR(400MHzDMSO-d 6 )613.44(s, D 
a 

N NN N 1H),11.41(s,1H),9.08(s,1H),8.99(dI
HN 'INH 1.2Hz1H),8.45(brdI=7.OHz1H),8.38 

H (s,1H),8.05(s,1H),5.50- 5.43(in,1H), 
N~x 5.11- 4.84(at,1H),2.23- 2.16(in, 1H), 

F 0 1.86(s,3H),1.74- 1.64(in,1H),1.57(brd, 
(1S,2S)-N-(6-(7-(1-acctantddocthyl)-5- I=7.2Hz,3H),1.23- 1.17(in,1H);LCMS 
chloro-6-fluoro-1H-indazol-4- (electrospray)in/z474.1(M+H)+.  
yl)imidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropane-1-carboxamide 

81 

yl)iinidazo[1,2-a]pyrazin-2-yl)-2- (electrospray)in/z4431(M+H)+.
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211 'HNMR(400MHzDMSO-d6)613.84- D 
a 0 
>1111K N 13.64(in,1H),11.41(s,1H),9.19(dI=1.3 

HN Hz,1H),9.08(s,1H),9.01(dI 1.3Hz 
1H),8.73(dI= 1.3Hz1Hj,8.46(s,1H), 

8.39(s,1H),8.25(in,1H),5.08- 4.86(in, 
ON 1H),4.43-4.29(in,1H),2.24- 2.15(in 1H), 

F 
(1S,2S)-N-(6-(5-chloro-7-(2- 2,06(s,1H),1.75- 1.63(in,1H),1,25- 1.15 

cyanopropan-2-yl)-6-fluoro-1H-indazol- (in, iLl);LCMS(cicetrospray)in/z456.0 
4-yl)iinidazo[1,2-a]pyrazin-2-yl)-2- (M+H)+.  

fluorocyclopropano-1-carboxamide 

212 'HNMR(400MHzDMSO-d 6 )613.66- D 
*0U 0 

13.56(in 1H),11,42(s,1H),9.08(s,1H), N 
HN 9.06(s,1H),8.40(s,1H),8.16(s,1H),7.05 

(s,1H),6.44(s,1H),45.05-4.88(in,1H),4.1 

(dI=:4.8Hz,2H),3.39(d,1=4.4Hz3H), 

F 2.21-2.19(in,1H),1.75-1.66(in,1H),1.23
1.16(in, 1H);LCMS(cicetrospray)in/z 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(5- 469.0(M+H)+.  
incthylfuran-2-yl)-2H-indazol-4
yl)iinidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropane-1-carboxamide 

213 F,. 'HNMR(400MHzDMSO-d 6 )613.24- D 
0'D 0 

13.41(in 1H),11.29-11.47(in, 1H),9.01>i.ii/K N 9.07(in,1H),8.84-8.91(in 1H),8.33-8.43 

NH (in, 1H),7.90-8.03(in, 1H),5.55-5.67( 
in, 

1H),5.31-5.42(in,1H),5.00-5.08(in 1H), 4.83-4.93(in,1H),2.26-2.31(in,3H),2.142.25(in,4H),1.62-1.76(in 1H), 
1.13-1.27 

(1S,2S)-2-fluoro-N-(6-(6-fluoro-5- (in, 1H),LCMS(electrospray)in/z441.1 

indazol-4-yl)iinidazo111,2-a]pyrazin-2
yl)cyclopropane-1-carboxamide 

214 'HNMR(400MHzDMSO-d 6 )613.95- D 
p 

N N 13.52(in,1H),11.49-11.31(in 1H),9.07(d, 
HN NH 1=0.6Hz1H),9.02(dJil.4Hz1H),8.42

8.37(in,1H),8.17-8.12(in 1H),7.59-7.40 
~t%%%%KK%%%K (in,1H),7.04(d,1=15.8Hz,1H),6.76-6.59 

F (in,1H),5.58(d,1=16.7Hz,1H),5.38(d, 

(1S,2S)-N-(6-(7-((E)-buta-1,3-dien-1-yl)- 1=10.2Hz,1H),5.11-4.83(in, 1H),2.28

5-chloro-6-fluoro-1H-indazol-4- 2.10(in,1H),1.80-1.58(in 1H),1.30-1.10 
yl)iinidazo[1,2-a]pyrazin-2-yl)-2- (in, 1H),LCMS(electrospray)in/z441.1 

fluorocyclopropane-1-carboxamide (M+H)+ 

82 

(inethylthio)-7-(prop-1-en-2-yl)- 1H- (M+H)+.
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215 'HNMR(400MHzDMSO-d 6 )613.65(s, D 
4,V >4' N N 1H),11.41(s,1H),9.08(s,1H),9.04(d, 

HN 1=1.3Hz1H),8.39(s,1H),8.12(s,1H), 

4.96(in, 1Hj,4.50(in, 1H),2.19(m1H), 
CF3  1.75(brdJ6.6Hz3H),1.66(inlHj,1.21 

F (in, 1H);LCMS(clectrospray)m/z485.0 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-((S)- (M+H)+.  
1,1,1-trifluoropropan-2-yl)-1H-indazol-4
yl)imidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide 

216 F. 'HNMR(400MHzDMSO-d 6 )613.65(s, D 
S 

>4(0 N __N 1H),11.41(s,1H),9.08(s,1H),9.04(d, 
HN Jd.3Hz1H),8.39(s,1H),8.12(s,1H), 

4.96(in, lHj,4.50(in, 1H),2.19(m1H), 
CF3  1.75(brdJ6.6Hz3H),1.66(inlHj,1.21 

F (in, iLl);LCMS(clectrospray)m/z485.0 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-((R)- (M+H)+.  
1,1,1-trifluoropropan-2-yl)-1H-indazol-4
yl)imidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropano-1-carboxamide 

217 F 'HNMR(400MHzDMSO-d 6 )613.19(br D 
'S 0 

e >1< N s,1H),11.36(s,1H),9.03(s,1H),8.90(s, 
HN ~N 1H),8.36(s,1H),7.96(brs,1H),5.76-5.58 

(inlHj,5.13- 4.81(in,1H),3.36(brdI

NH 5.5Hz2H),2.19(tdJ6.9,13.8Hz1H), 
F 1.76- 1.61(in, 1H),1.23- 1.15(in, 1H), 

1.07(brdI= 9.9Hz1H),0.48(brdI
(1S,2S)-N-(6-(5-chloro-7- 7.4Hz2H),0.33- 0.23(in,2H);LCMS 

((cyclopropylmcthyl)amino)-6-fluoro- 1H- (cicetrospray)m/z458. 1(M+H)+.  

2-fluorocyclopropanc-1-carboxamidc 

218 F.a 'HNMR(400MHzDMSO-d 6 )613.51(br D 
5,1H),11.39(s,1H),9.07(s,1H),8.99(s, >~"'~< N 

HN 1H),8.38(s,1H),8.04(brs,1H),5.09-4.85 
(in,1H),3.79(brs,2H),3.71-3.62(in,1H), 

3.25(s,3H),2.23-2.15(in,1H),1.75- 1.63 
F 0 (in,1H),1.41(brdJ=6.OHz,3H),1.26

\ 1.20(in, 1H);LCMS(cicetrospray)in/z 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-((R)-1- 461.2(M+H)+.  
inethoxypropan-2-yl)- 1H-indazol-4
yl)iinidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropane-1-carboxamide 

83 

indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-
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219 F,. 'HNMR(400MHzDMSO-d 6 )613.52(br D 
-I 0 

F s,1H),11.39(s,1H),9.07(s,1H),8.99(s, >~"'~< N 
HN 1H),8.38(s,1H),8.04(brs,1H),5.09-4.84 

(in,1H),3.79(brs,2H),3.68(brs,1H),3.25 

F''9"' (s,3H),2.25- 2.14(m1H),1.76- 1.62(in, 
1H),1.41(brdJ=5.9Hz,3H),1.26-1.20 

F 0 
\ (in, 2L1);LCMS(cicetrospray)m/z461.1 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-((S)- 1- (M+H)+.  
mcthoxypropan-2-yl)- 1H-indazol-4
yl)imidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropane-1-carboxamide 

220 'HNMR(400MHzDMSO-d 6 )613.38(s, D 
a 0 

N NN N 1H),11.42(s,1H),9.09-9.07(in 2H),8.39 
HN NH (s,1H),8.12(dJ 1.6Hz,1H),5.83(qI

7.0Hz1H),5.08-4.87(in, 1H),3.80-3.60 
(in,2H),2.24-2.17(in, 1H),1.75-1.65(in, 

F CF3  1H), 1.25-1.18 (in, 4H); LCMS 
(1S,2S)-N-(6-(5-chloro-7-(1-ethoxy- (electrospray)in/z515.7(M+H)+.  
2,2,2-trifluorocthyl)-6-fluoro-1H-indazol

4-yl)iinidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropane-1-carboxamide 

221 F. 'HNMR(400MHzDMSO-d 6 )613.74(s, D 
eqF 0 lHt11.42(s,1H),9.09(dI 1.1Hz2H), 
>111/4 -N 8.40(s,1H),8.19(s,1H),7.12-7.00(in,1H), 

NH 5.07-4.86(in,1H),2.23-2.16(in 1H),1.69 

F (didI= 23.4,6.9,3.6Hz1H),1.25-1.17 
CI (in, iLl);LCMS(electrospray)in/z489.8 

F CF3  (M+H)+.  
(1S,2S)-N-(6-(5-chloro-6-fluoro-7
(1,2,2,2-tetrafluoroethyl)- 1H-indazol-4

fluorocyclopropane-1-carboxamide 

222 'HNMR(400MHzDMSO-d6)613.11(s, D 
p 

N 1H),11.24(s,1H),9.01(s,1H),8.86(s,1H), 
HN 8.36(s,1H),7.95(s,1H),4.94(ddI 66.2, 

4.1Hz1H),4.08-3.99(in,5H),3.60(dI 
N *"0 9.9Hz1H),3.37(s,7H),2.20(dI= 6.6 

F Hz,1H),1.73-1.65(in, 1H),1.22-1.10(in, 
0 

I 1H); (electrospray) in/z 518.9 
(1S,2S)-N-(6-(5-chloro-7-((3S,4S)-3,4- (M+H)+.  
diinethoxypyrrolidin-1-yl)-6-fluoro-1H
indazol-4-yl)iinidazo[1,2-a]pyrazin-2-yl)
2-fluorocyclopropane-1-carboxainide 

84 

yl)iinidazo[1,2-a]pyrazin-2-yl)-2-
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223 F N N 'HNMR(400MHzDMSO-d 6 )611.41(s, D 
S HN NH 1H),9.09(s,1H),9.04(s,1H),8.49(s,1H), 
>sIII\{ 8.41(s,1H),8.18(s,1H),7.96(s,1H),7.18 

0 
(dJ1.2Hz,1H),5.14-4.83(m,1H),2.23 

F 0 - 2.17(m1H),1.77- 1.64(in,1H),1.24

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(furan- 1. 18(in, 1H);LCMS(cicetrospray)m/z 

-1)1H-indazol-4-yl)imidazo[1,2- 455.1(M+H)+.  
a]pyrazin-2-yl)-2-fluorocyclopropane- 1
carboxamide 

224 N N 'HNMR(400MHzDMSO-d 6 )613.66- D 
'p 

e 13.30 11.41(s,1H),9.08(s,1H), 

o 9.03(dI= 1.2Hz1H),8.49(s,1H),8.40 
(s,1H),8.11(s,1H),6.78(tI=6.7Hz1H), 

F 5.51(dJ=7.OHz,2H),5.17-4.68(m,1H), 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7- 2.25- 2.14(in, 1H),1.77- 1.62(in, 1H), 
(propa-1,2-dien-1-yl)-1H-.indazol-4- 1.24- 117(in, 1H);LCMS(electrospray) 
yl)iinidazo[1,2-a]pyrazin-2-yl)-2- in/z427.1(M+H)+.  

fluorocyclopropane-1-carboxamide 

225 F 'HNMR(400MHzDMSO-d 6 )613.35(br D 
0 

N NN N 5, 1H),11.50(s,1H),9.07(dI= 0.6Hz 
HN ~0 1H),8.96(dI 1.5Hz1H),8.33(s,1H), 

8.00(s,1H),5.06- 4.79(in,1H),3.06- 2.99 -'A (in,4H),2.60-2.53(in,2H),1.66- 1.50(in, 
N 

F I 1H),1.29(qdI= 6.6,13.2Hz,1H),0.68
(1S,2R)-N-(6-(5-chloro-7- 0.59(in,2H),0.53- 0.41(in 2H);LCMS 
(cyclopropyl(inethyl)ainino)-6-fluoro- 1H- (electrospray)in/z458. 1(M+H)+.  
indazol-4-yl)iinidazo111,2-a]pyrazin-2-yl)
2-fluorocyclopropane-1-carboxainide 

226 'HNMR(400MHzDMSO-d 6 )613.34- D 

HN 'a Hz,1H),8.95(dI 1.6Hz,1H),8.36(s, 
1H),7.99(s,1H),5.06- 4.86(in 1H),3.01 

N (in,4H),2.20- 2.17(inlHt1.73- 1.64(in, 
F I 1H),1.20- 1.16(in, 1H),0.65- 0.61(in, 

(1R,2R)-N-(6-(5-chloro-7- 2H), 0.49 - 0.45 (in, 2H); LCMS 
(cyclopropyl(inethyl)ainino)-6-fluoro- 1H- (electrospray)in/z458. 1(M+H)+.  
indazol-4-yl)iinidazo111,2-a]pyrazin-2-yl)
2-fluorocyclopropane-1-carboxainide 

227 N N 'HNMR(400MHzDMSO-d 6 )613.28(br D F,. HN 
SW 

S 5, 11.40 9.07 9.00 

>aIII{ - 1.3Hz 1H),8.38(s,1H),8.02(s,1H), 

5.88(brdJ=3.5Hz1H),5.08-4.85(in, 

F 2H),4.16(brddI 3.4,10.6Hz1H),3.74 
(brdI=11.5Hz1H),3.42(tI10.OHz 

(1~,2S)-N-(6(5-chloro-6-fluoro-7- 1H),3.30(s,1H),2.23- 2.17(in 2H),1.76 
- 1.63(in 1H),1.56- 1.49(in,1H),1.38

(hydroxy(tetrahydro-2H-pyran-3
1.29(in,2H),1.23- 1.17(in 2H);LCMS 

85 

N ~N a-N 13.32(in,1H),11.38(s,1H),9.05(dI=0.4
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yl)methyl)-1H-indazol-4-yl)imidazo[1,2- (electrospray)m/z503.4(M+H)+.  
a] 9 

pyrazin-2-yl)-2-fluorocyclopropane-1
carboxamidc 

228 'HNMR(400MHzDMSO-d 6 )613.02- D 
'pe 0 

N N 13.21(m1H),11.30-11.40(in, 1H),8.95
HN Yb 9.06(in,1H),8.75-8.82(in 1H),8.29-8.41 NH 

(in, 1H),7.81-7.95(in, 1H),5.01-5.08(in, 

N 1H),4.84-4.95(in,2H),3.92-4.13(in 1H), 
F H 2.24-2.30(in,3H),2.12-2.23(in,2H),1.61

(1S,2S)-2-fluoro-N-(6-(6-fluoro-7- 1.76(in,1H),1.20-1.27(in 1H),1.16-1.20 
(isopropylamino).5-(inethylthio)1H- (in, 1H)9 LCMS(cicetrospray)in/z458.1 
indazol-4-yl)iinidazo[1,2-a]pyrazin-2- 9 

yl)cyclopropanc-1-carboxamide 

229 F N N 'HNMR(400MHzDMSO-d 6 )613.28(br D 
'pe HN Yb 

NH 5,1H),11.40(s,1H),9.07(s,1H),9.01(dI 
¾ 

- 1.3Hz1H),8.39(s,1H),8.04(s,1H), 
CI 6.94(s,1H),5.12-4.82(in,1H),4.36(ddI 

=:2.8,4.8Hz,2H),4.27-4.22(in,2H),2.24 

(1S,2S)-N-(6-(5-chloro-7-(5,6-dihydro- 2.15(in 1H),1.76 1.58(in,1H),1.26 
9 

1,4-dioxin-2-yl)-6-fluoro-1H-indazol-4- 1.14(in, 1H);LCMS(cicetrospray)in/z 

yl)iinidazo[1,2-a]pyrazin-2-yl)-2- 473.1(M+H)+.  
fluorocyclopropane-1-carboxamide 

230F 'HNMR(400MHzDMSO-d 6 )613.51(s, D 

a.a 0 1H),11.39(s,1H),9.07(s,1H),9.00(dI 

HN NH 1.1Hz1H),8.38(s,1H),8.09(s,1H),8.05 
(s,1H),7.48(s,11-I'),6.30(s,1H),6.25(qI 
=:6.8Hz,1H),5.06-4.86(in,1H),2.21-2.15 

0I (in,1H),2.09(dI 7.1Hz3H),1.72-1.65 
F N LCMS \,N (in, 1H), 1.21-1.16 (in, 1H); 

(1S,2S)-N-(6-(7-(1-(1H-pyrazol-1
yl)cthyl)-5-chloro-6-fluoro-1H-indazol-4
yl)iinidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropane-1-carboxamide 

231 'HNMR(400MHzDMSO-d6)613.41(s, D 
U 0 

N NN N 1H),11.39(s,1H),9.05(s,1H),8.97(dI
HN\ NH OH 1.1Hz1H),8.37(s,1H),8.00(dI 1.1 

Hz,1H),5.10-4.82(in 1H),4.57(dI 3.8 
N Hz,1H),4.48-4.39(in, 1H),4.16-4.04(in, 

F I lHt3.70(tI7.lHz1H),2.89(dI 1.1 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7- Hz,3H),2.28-2.14(in, 1H),2.14-2.03(in, 
(((1R,3S)-3- 1H),1.78-1.63(in,4H),1.61-1.39(in 2H), 

hydroxycyclopcntyl)(incthyl)amino)-1H- i.33-1.20(in, 1H);LCMS(ciccirospray) 
indazol-4-yl)iinidazo111,2-a]pyrazin-2-yl)- in/zs02.90.  
2-fluorocyclopropane-1-carboxainide 

86 

(clectrospray)in/z483.85(M+H)+.
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232 F. 'HNMR(400MHzDMSO-d6)613.52- D 
0'a 0 

13.91(in,1H),11.38-11.44(m1H),8.99(s, 
>1.111< N 

It 

NH 1H),8.87-8.93(in,1HX8.32-8.38(m1H), 
8.06-8.12(in,1H),5.64-5.71(in,1H),5.38

5.44(in,1H),5.00-5.09(mlHj,4.85-4.92 

(in, 1H),2.15-2.27(in,5H),,1.63-1.76(in, 
F F 1H), 1,15-1,27 (in, 1H); LCMS 

(1S,2S)-2-fluoro-N-(6-(6-fluoro-7-(prop- (elcetrospray)m/z463.2(M+H)+.  
1-cn-2-yl)-5-(trifluoromethyl)-1H
indazol-4-yl)imidazo[1,2-a]pyrazin-2
yl)cyclopropanc-1~carboxanA1idc 

233 N NN N 'HNMR(400MHzDMSO-d 6 )613.99- D 
VC HN NH 13.14(in,1H),11.40(s,1H),9.26-8.79(in, 

0 2H),8.40(s,1H),8.29(s,1H),8.17(s,1H), 
6.78(brs,1H),5.13- 4.68(in 1H),2.40(s, 

F 3H),2.22- 2.15(in, 1H),1.74- 1.64(in, 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(5- 1H), 1.22 - 1.15 (in, 1H); LCMS 
inethylfuran-3-yl)-1H-indazol-4- (cicetrospray)in/z469.1(M+H)+.  
yl)iinidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide 

234 V 'HNMR(400MHzDMSO-d 6 )614.48- D 
U 

N 13.25(in 1H),11.41(s,1H),9.08(s,1H), 
HN 9.06(dI 1.5Hz1H),8.40(s,1H),8.16 

(s,1H),5.55(brdI= 1.8Hz,1H),5.13
OH 4,77(in,1H),4.50(s,2H),2.89(s,1H),2,73 

(s,1H),2.28- 2,06(in 1H),1.84- 1.55(in, 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(3
hydroxyprop-1-yn-1-yl)-1H-indazol-4- 1H),1.21(ddI= 6.3,9.0,12.4Hz1H); 

.  

yl)iinidazo[~,2-a]pyrazin-2-yl)-2- LCMS(clectrospray)in/z443.0(M+H)+.  

fluorocyclopropane-1-carboxamide 

Vp HN NH 13.38(in 1H),11.37(s,1H),9.03(s,1H), 
>uIII¾ 8.93(s,1H),8.48(s,1H),8.35(s,1H),8.01 

N 

HOOOH F H KZZ% (brs,1H),6.29(brddI= 1.3,3.0Hz1H), 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(prop- 5.13- 4.80(in,1H),4.30(brs,2HZ),3.09(s, 

4 1H),2.19(IdI= 7.013.7Hz,1H),1.78
2-yn-1-ylainino)-1H-indazol-4- 1.60(in,1H),1.20(tddJ=6.1,9.1,12.5Hz 

yl)iinidazo[1,2-a]pyrazin-2-yl)-2- in/z 442.1 
fluorocyclopropane-1-carboxamide. 1 1H); LCMS (electrospray) 

forinicacid (M+H)+, 236 N N 'HNMR(400MHzDMSO-d 6 )613.09(in D F.a HN 1H),11.41(s,1H),9.08(s,1H),9.01(d, 

>"'K 1=1.3Hz1H),8.40(s,1H),8.06(s,1H), 
0 

5.39- 5.30(in,1H),5.10-4.83(in,1H),4.32 
F 0 (q,1=7.3Hz1H),3.91-3.79(in,1H),2.46

(1S,2S)-N-(6-(5-chloro-6-fluoro-7- 2.38(in,1H),2.26-2.16(in 1H),2.16-2.00 

(tctrahydrofuran-2-yl)-1H-indazol-4- (in,3H),1.99-1.82(in 1H),1.77- 1.61(in, 
yl)iinidazo[1,2-a]pyrazin-2-yl)-2- 1H), 1.28-1.14 (in, 1H); LCMS 

fluorocyclopropane-1-carboxamide (electrospray) in/z 459,1 (M+H)+.  

87 

235 'HNMR(400MHzDMSO-d 6 )613.83- D
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237 'HNMR(400MHzDMSO-d 6 )613.83- D 
C 

N __N 13.06(in,1H),11.36(s,1H),9.03(d,1=0.6 
HN NH Hz,1H),8.91(dJd.3Hz,1H),8.36(s, 

1H),8.06(s,11-1),8.05(brd,1=1.2Hz1H), 
F 6.32-5.92(in,1H),5.75-5.54(in,1H),5.11

N 

F H F 4.81(in,1H),4.74-4.15(m1H),2.25-2.12 
(1S,2S)-N-(6-(5-chloro-7-((1,1- (in,1H),1.78-1.60(in 1H),1.33(dft6.6 
difluoropropan-2-yl)amino)-6-fluoro-1H- Hz,3H),1.20(dcli,1=12.33,9.00,6.15,6.15 
indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)- Hz,1H),LCMS(cicetrospray)m/z459.1 
2-fluorocyclopropane- 1-carboxamide (M+H)+.  

238 -I 'HNMR(400MHzDMSO-d 6 )611.40(s, D 

N 1H),9.39(dI= 1.2Hz1H),9.07(s,1H), 
HN 8.995- 8.992(in,1H),8.39(s,1H),8.04(s, 

1H),5,59(ddI= 5.7,10.6Hz,1H),5.18
OH 5.17(in,1H),5.08- 4.85(in,1H),4.55(br 

F 0 
5,1H),4.47(ddI=4.6,9.1Hz,1H),3.73

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(4- 3.70(in, 1H),2.28- 2.23(in 1H),2.21
hydroxytctrahydrofuran-2-yl)- 1H-indazol
4-yl)iinidazo[i,2-a]pyrazin-2-yl)-2- 2.16(in, 1H),2.12- 2.05(in 1H),1.74
fluorocyclopropane-i-carboxamide 1.64(in, 1H),1.22- 1.16(in,1H);LCMS 

__________________________________________(cicetrospray)in/z475. 1(M+H)+.  
239 'HNMR(400MHzDMSO-d 6 )612.97(s, D 

'pU 0 
N ½ 1H),11.35(s,1H),9.02(s,1H),8.87(dI= 

HN NH 6.0Hz1H),8.36(s,1H),7.96(s,1H),5.06

4.85(in, 1H),4.14(dI= 11.5Hz4H), 
2.22-2.15(in,1H),1.72-1.65(in 1H),1.32 

F (dI= 12.1Hz6H),1.24-1.16(in, 1H); 
(1S,2S)-N-(6-(5-chloro-7-(3,3- LCMS(clectrospray)in/z472.10(M+H)+.  

diinethylazetidin-1-yl)-6-fluoro- 1H
indazol-4-yl)iinidazo111,2-a]pyrazin-2-yl)

240 'HNMR(400MHzDMSO-d 6 )613.28(s, D 
p 

N 1H),11.36(s,1HZ),9.02(dI=9.3Hz1H), 
HN 8.91-8.88(in,1H),8.36(s,1H),7.96(s,1H), 

5.25(dI=6.0Hz,1H),5.07-4.86(in 1H), 
NH 3.64(dI=17.6Hz,2H),3.49-3.39(in,2H), 

F 2.23-2.16(in,1H),1.73-1.66(in,1H),1.24

1.16(in, 1H),1.05(1,I= 12.9Hz6H); 
(1S,2S)-N-(6-(5-chloro-7-((3-chloro-2,2- LCMS(clectrospray)in/z472.10(M+H)+.  
diincthylpropyl)anPno)-6-fluoro-1H
indazol-4-yl)iinidazo[1,2-a]pyrazin-2-yl)
2-fluorocyclopropane-1-carboxainide 

88 

2-fluorocyclopropane-1-carboxainide



WO2022/064458 PCT/1B20211058794 

241 F,. 'HNMR(400MHzDMSO-d 6 )613.53(s, D 
0~a 0 1H),11.40(s,1H),9.07(s,1H),9.00(dI

HN 'I 1.6Hz1H),8.39(s,1H),8.10(s,1H),7.79 NH (s,1H),7.28(s,1Hj,6.16(qI= 7.0Hz 

1H),5.07-4.86(in,1H),2.21-2.16(m1H), 0I 2.06-2.00(in,6H),1.73-1.66(in,1H),1.22
F N 

\,N 1.18(in, 1H);LCMS(cicetrospray)in/z 

497.90(M+L-J)+ 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(1-(4
incthyl-1H-pyrazol-1-yl)cthyl)-1H
indazol-4-yl)iinidazo[1,2-a]pyrazin-2-yl)
2-fluorocyclopropane-1-carboxainide 

242 'HNMR(400MHzDMSO-d 6 )613.05(s, D 
a 

>1< N N 1H),11.39(s,1H),9.06(s,1H),9.00(dI
HN 1.6Hz1H),8.38(s,1H),8.09(s,1H),7.48 

(s,1H),6.22(q,1H),6.09(s,1H),5.05-4.86 
(in, 1H),2.29(s,3H),2.21-2.17(in, 1H), 

F N 2.03(dI=:7.1Hz,3H),1.72-1.66(in 1H), 

N\/ 1.14-1.22(in, 1H));LCMS(cicetrospray) 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(1-(5- in/z497. 90(M+H)+.  
incthyl-1H-pyrazol-1-yl)cthyl)-1H

indazol-4-yl)iinidazo[1,2-a]pyrazin-2-yl)
2-fluorocyclopropane-1-carboxainide 

243 Fa 'HNMR(400MHzDMSO-d 6 )613.56(s, D 
1H),11.39(s,1H),9.07(s,1H),9.00(dI

N 
HN 'ft 1.6Hz 8.38(s,1H),8.10(s,1H),7.91 NH ¾ (dli2.2Hz,1H),6.14(q,1=7.0Hz1H), 

6.06(dI=2.7Hz,1H),5.07-4.86(in 1H), 
CI 

2.23-2.15(in,1H),2.12(s,3H),2.04(dI

\I (in,1H));LCMS(clectrospray)in/z497.90 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(1-(3- (M+H)+.  
incthyl-1H-pyrazol-1-yl)cthyl)-1H

indazol-4-yl)iinidazo111,2-a]pyrazin-2-yl)
2-fluorocyclopropane-1-carboxainide 

244 F,. 'HNMR(400MHzDMSO-d 6 )613.10(s, D 

N NN -N 1H),11.25(s,1H),9.01(s,1H),8.87(s,1H), 
HN 'ILNH 8.32(dI 36.8Hz1H),8.01(s,1H),5.05

4.82(in,5H),2.23-2.16(in 1H),1.75-1.65 
N (in, 1H), 1.24-1.16 (in, 1H); LCMS 

F F (electrospray)in/z480.10(M+H)+.  
F 

(1S,2S)-N-(6-(5-chloro-7-(3,3
difluoroazetidin-1-yl)-6-fluoro-1H
indazol-4-yl)iinidazo111,2-a]pyrazin-2-yl)
2-fluorocyclopropane-1-carboxainide 

89 

F N~N 7.7Hz3H),1.72-1.64(in, 1H),1.22-1.16
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245 'HNMR(400MHzDMSO-d 6 )613.78(s, D 
a 0 1H),11.40(s,1H),9.08(s,1H),9.05(dI

>1.111< -N 1.6Hz1H),8.40(s,1H),8.18-8.10(1H), 
NH 5.09-4.83(in,1H),4.47-4.32(in,2H),2.25

N 
2.14(in,1H),1.75-1.62(m1Hj,1.26-1.15 

CI (in, 1H);LCMS(clectrospray)m/z428.80 

F ON (M+H)+.  
(1S,2S)-N-(6-(5-chloro-7-(cyanomethyl)

.  

6-fluoro-1H-indazol-4-yl)imidazo[1,2
a]pyrazin-2-yl)-2-fluorocyclopropanc- 1
carboxanPdc 

246 ~ HN 'HNMR(400MHzDMSO-d 6 )613.98(br D 
5,1H),11.41(s,1H),9.08(s,1H),9.06(dI 

0 - 1.3Hz1H),8.40(s,1H),8.17(s,1H), 
0 N 5.12- 4,77(in, 1H),4.52(s,2H),3.43(s, 

F 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(3- 3H),2.27 2.11(in, 1H),1.79 1.61(in, 
incthoxyprop-1-yn-1-yl)-1H-indazol-4- 1H), 1.35 1.13 (in, 1H); LCMS 
yl)iinidazo[i,2-a]pyrazin-2-yl)-2- (cicetrospray)in/z457.1(M+H)+.  
fluorocyclopropane-1-carboxamide 

247 F. N N 'HNMR(400MHzDMSO-d 6 )613.33- D 
rC HN NH 13.04(in 1H),11.40(s,1H),9.07(s,1H), 

9.00(dI= 1.3Hz1H),8.49(s,1H),8.39 
(s,1H),8.07(s,1H),6.40(brd,1=2.0Hz 

HGOOH F 0 1H),6.33-6.21(in, 1H),6.09(brd,1=6.48 

(1S,2S)-N-(6-(5-chloro-7-(2,5- Hz 1H),5.15- 4.99(in, 1H),4.88(id, 
dihydroftiran-2-yl)-6-fluoro-1H-indazol- 1=6.14,3.6Hz1H),4.80-4.68(in,1H),2.27 
4-yl)iinidazo[1,2-a]pyrazin-2-yl)-2- - 2.13(in 1H),1.79- 1.59(in,1H),1.31

fluorocyclopropane-1-carboxamide. 1 1. 12(in, 1H);LCMS(cicetrospray)in/z 

forinicacid 457.1(M+H)+.  

248 F,. 'HNMR(400MHzDMSO-d 6 )613.48(br D 

>4 N I= 5.4Hz1H),11.39(slHt9.07(s, 
HN 1H),8.98(dI= 1.5Hz,1H),8.40- 8.33(in, 

H 2H),8.05(s,1H),5.46(s,1H),5.09- 4.85 
N r (inlHt2.22- 2.10(in3H),1.76- 1.63(in, 

F 0 lHt1.56(dI=7.1Hz,3H),1.26- 1.16(in, 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(1- 1H),0.94(tI= 7.6Hz,3H);LCMS 
propionamidocihyl)- 1H-indazol-4- (electrospray)in/z4881(M+H)+.  
yl)iinidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide 

249 F,. 'HNMR(400MHzDMSO-d6)613.34(in D 
C 

N 1H),11.52(s,1H),10.33(s,1H),9.08(s, 

1H),9.03(dI= 1.4Hz1H),8.34(s,1H), 
0 

8.04(s,1H),4.92(in,1H),4.76(brd,1=7.8 
N OH Hz,1H),3.79(brt,1=6.30Hz,2H),2.65(br 
H 

F 
(1R,2S)-N-(6-(5-chloro-6-fluoro-7-(3- th6.6Hz3H),1.57(in, 1H),1.29(dq, 

4 

hydroxypropanainido)-1H-indazol-4- I13. 16 6.62 Hz 1H); LCMS 
yl)iinidazo[i,2-a]pyrazin-2-yl)-2- (electrospray)in/z476.1(M+H)+.  
fluorocyclopropane-1-carboxamide 

90 

C
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250 F,. 'HNMR(400MHzDMSO-d 6 )613.78- D 
a 

N N 13.27(m1H),11.39(s,1H),9.07(s,1H), 

HN 8.99(s,1H),8.68(brdJ=7.lHz1H),8.38 

H (sli-IX8.06(brs,2H),5.56(brII=: 7.2 
NNil Hz,1H),5.12-4.79(mlHt2.25-2.12( 

F 0 lHtl.73-1.63(m,1H),1.58(dJ=7.lHz 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(1- 3H),1.20(dddJ 2,9,6,3,9,5Hz 1H); 

formamidocihyl)-1H-indazol-4- LCMS(cicetrospray)m/z460.1(M+H)+.  

yl)imidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide 

251 F,. N 'HNMR(400MHzDMSO-d 6 )611.41(s, D 
~6i 

1H),9,08(d,1=0.6Hz1H),9,02(dftl.3 

0 Hz,1H),8.43(s,1H),8.40-8,36(in, 1H), 

F 8.28(s,1H),8.18-8.09(iii, 1H),6.94-6.73 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-((E)-4- (in, 1H),5. 11-4.83(in, 1H),4.76-4.65(in, 

hydroxybut-1-en-1-yl)-1H-indazol-4- 1H),4.35(th6.5Hz 1H),3.68-3.60(in, 

yl)iinidazo[1,2-a]pyrazin-2-yl)-2- 1H),2,76-2.69(in,1H),2.26-2,15(in 1H), 

fluorocyclopropane-1-carboxamide 2,06-1.9(in 1H),2.06-1.91(in,1H),1.80
1.59(in, 1H),1.33-1.14(in, 1H);LCMS 

__________________________________________(clectrospray)in/z487.1(M+H)+.  

252 F,. 'HNMR(400MHzDMSO-d 6 )613.49- D 

eqa HN NH 13.39(in 1H),13.38-13.27(in,1H),11.40 

0 
ci 8,43(s,1H),8.38(d,1=2.0Hz1H),8.05(d, 

F 1=6.9Hz 1H),5.57(s,1H),5.28(s,1H), 
ratiolHI 5.10-4.82(in,1H),2.80(dl,1=13.2,6.6Hz 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(3- 1H),2.25-2.15(in, 1H),2.01(s,2H),1.92 

inethylbut-1-cn-2-yl)-1H-indazol-4- (s,2H),1.76-1.63(in 1H),1.52(s,2H), 

yl)iinidazo[1,2-a]pyrazin-2-yl)-2- 1.27-1.16(in,2H),111(d,1=6.7Hz4H), 

or (1S,2S)-N-(6-(5-chloro-6-fluoro-7-(3- in/z457.2(M+H)+.  
inethylbut-2-en-2-yl)-1H-indazol-4
yl)iinidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropane-1-carboxamide 

253 F,. N 'HNMR(400MHzDMSO-d 6 )611.41(s, D 
S 
p HN I.,,.- 1H),9.05(brdI= 18.0Hz,2H),8.46(s, 

>.III(0 SIN 1H),8.39(s,1H),8.09(s,1H),5.19- 4.71 
(in,1H),4.16-3.92(in,2H),2.26-2.12(in, HCOOH F lHt1.77- 1.57(in, lHt1.21- 1,10(in, 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(3- 1H),0.11(s,9H);LCMS(electrospray)in/z 

(triincthylsilyl)prop-2-yn-1-yl)-1H- 499.2(M+H)+.  
indazol-4-yl)iinidazo[1,2-a]pyrazin-2-yl)
2-fluorocyclopropane- 1-carboxainide. 1 

formicacid 

91 

fluorocyclopropane-1-carboxamide 0.84(1,1=7.4Hz,1H);LCMS(ciccirospray)
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254 F.. N 'HNMR(400MHzDMSO-d 6 )613.98- D 
Va HN 12.92(in,1H),11.41(s,1H),9,05(brdI
>.sii(0 N 18.2Hz,2H),8.45(s,1H),8.39(s,1H),8.06 

HCOOH F OH (s,1H),6.04(s,1H),5.15- 4.74(at,1H), 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(i 2.28- 2.12(in 1H),1.78- 1.60(in, 1H), 
hydroxy-3-(tnincthylsilyl)prop-2-yn-i 1.24- 1.13(in,2H),0.13(s,9H);LCMS 

1H-indazol-4-yl)iinidazo~,2- (cicetrospray)in/z515.3(M+H)+.  
a]pyrazin-2-yl)-2-fluorocyclopropane-1
carboxamide. 1forinicacid 

255 'HNMR(400MHzDMSO-d 6 )612.98- D 
N NN N 13.58(in 1H),11.30-11.43(in,1H),9.01

HN NH 9.06(in,1H),8.87-8.93(in 1H),8.33-8.38 

(in, 1H),7.92-8.10(in,1H),5.09-5.23(in, 
N 1H),5.00-5.08(in,1H),4.79-4.92(in 1H), 
H 

F OH 3.71-4.06(in,2H),2.14-2.23(in,1H),1.63
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-((3- 1.75(in, 1H),1.11-1.24(in, 8H);LCMS 
hydroxybutan-2-yl)amino)-1H-indazol-4- (eleetrospray)in/z476, 2, 
yl)iinidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropane-1-carboxamide 

256 N NN N 'HNMR(400MHzDMSO-d6 )613.64- D 
VF. HN NH 13.48(in 1H),11.49-11.34(in,1H),9.10

>EhII{ 9.03(in, 1H), 8.98(d,1=1.3Hz 1H), 
8,43-8.35(in,1H),8.11-8,02(in,1H),5.11

F 0 4,81(in,1H),4,21-4,12(in 2H),4.10-3.98 

(1S,2S)-N-(6-(5-chloro-7-(5,5- (in, 1H),2.28-2.15(in,3H),1.77-1.63(in, 
diinethyltetrahydrofuran-3-yl)-6-fluoro- 1H),1.40(s,3H),1.32(s,3H),1.22-1. 17(in, 
1H-indazol-4-yl)iinidazo[1,2-a]pyrazin-2- 1H); LCMS (clectrospray) in/z 487.1 
y1 )-2-fluorocyclopropanc-1-carboxainidc (M+H)+, 

257 F. 'HNMR(400MHzDMSO-d 6 )613.81(s, D 
.9 0 

N 1H),11.40(s,1H),9.07(s,1H),9.00(dI
HN 'I 1.6Hz1H),8.38(s,1H),8.16(s,1H),7.91 NH (s,1H),7.31(s,1H),6.91(s,1H),6.15(qI 

=7.3Hz,1H),5.04-4.87(in,1H),2.23-2.15 

0I (in,1H),2.09(dI=7.1Hz3H),1.72-1.65 

F N 1H), 1.18-1.18 (in, 1H); LCMS 
\%)7 (in, 

N (cicetrospray)in/z483.90(M+H)+.  
(1S,2S)-N-(6-(7-(1-(1H-iinidazol-1
yl)ethyl)-5-chloro-6-fluoro-1H-indazol-4
yl)iinidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide 

258 'HNMR(400MHzDMSO-d 6 )613.73(s, D 
a 0 >4 N N 1H),11.40(s,1H),9.07(s,1H),9.01(s,1H), 

HN '4 8.37(s,1H),8.16(s,1H),7.51(s,1H),6.79 
(s,1H),6.07-6.05(in 1H),5.05-4.87(in, 
1H),2.18(s,3H),2.01(d,3H),1.72-1.66 

F N (in, 1H), 1.18-1.16 (in, 1H); LCMS 
(cicetrospray)in/z497.90(M+H)+.  

N 

92 

a
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(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(1-(2
methyl-1H-imidazol-1-yl)ethyl)-1H
indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)
2-fluorocyclopropane-1-carboxamide 

259 F,. N 'HNMR(400MHzDMSO-d 6 )613.60(br D 
9~ 

s,1H),11.39(s,1H),9.07(s,1H),8.99(s, 
0 

\- 1H),8.39(s,1H),8.14(s,1H),8.06(s,1H), 
F 6.86- 6.73(in, 1H),6.67- 6.60(in, 1H), 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-((E)-3- 5,17- 4,77(in, 1H),2.26- 2,12(in, 1H), 
(tricthylsilyl)prop-1-cn-1-yl)-1H-indazol- 1.92(brdI 8.3Hz2H),1.80- 1.60(in, 
4-yl)intdazo[1,2-a]pyrazin-2-yl)-2- 1H),1.30- 1.13(in, 1H),1.06- 0.91(iii, 

fluorocyclopropane-1-carboxamide 9H),0.61(qI= 7.9Hz 6H);LCMS 

___________________________________________(electrospray)m/z543.3(M+H)+.  

260 'HNMR(400MHzDMSO-d 6 )613.42(s, D 

N 1H),11.40(s,1H),9,06(d,1=0.7Hz1H), 
8,97(d,1=1.3Hz1H),8.39(s,1H),8,04(d, 

1=1.2Hz1H),6.46- 6.06(in,1H),5.12
F 4.82(in,1H),3.77-3.53(in 1H),3.02(dI 

N 
F I F 1.2Hz,3H),2.25-2.14(in,1H),1.77-1.62 

(1S,2S)-N-(6-(5-chloro-7-((1,1- (in, 1H),1.34(brd,1=6.8Hz3H),1.26
difluoropropan-2-yl)(nx4hyl)an'iino)-6- ~ . ~(in, 2H);LCMS(electrospray) 
fluoro-1H-indazol-4-yl)in'iidazo[1,2- 496.2(M+H)+.  
a]pyrazin-2-yl)-2-fluorocyclopropane- 1
carboxanAlide 

261 'HNMR(400MHzDMSO-d 6 )613.51(br D 
'p 0 

N N dJ1.5Hz,1H),11.40(s,1H),9.07(s,1H), 
HN ~4L 9,00(d,1=1.3Hz1H),8.38(s,1H),8.05(s, 

1H),5.11-4.85(in,1H),3.42(s,1H),2.27
2.15(in,1H),1.86(Id,1=13.7,6.4Hz2H), 

(1S,2S)-N-(6-(7-(scc-butyl)-5-chloro-6- 3H),1.351.16(in,1H),1.10 1.02(in 1H), 

fluoro-1H-indazol-4-yl)intdazo[1,2- 0.85 (q, 1=7.5 Hz 4H); LCMS 
a]pyrazin-2-yl)-2-fluorocyclopropane-1- (clectrospray)n~i/z445.3(M+H)+.  
carboxanAlide 

262 F N N 'HNMR(400MHzDMSO-d 6 )613.31(br D 
U HN NH 1H),11.41(s,1H),9.07(s,1H),9.00(dI 
>i.ii(~ - 1.4Hz1H),8.39(s,1H),8.06(s,1H), 

0 5.25(ddI=2.7,10.3Hz,1H),5.09- 4.85 

F (in,1H),4.01(dI=9.4Hz,1H),3.95- 3.84 

(1S,2S)-N-(6-(5-chloro-7-(1,4-dioxan-2- (in,3H),3.79(dI 9.0Hz,1H),3.72- 3.64 
yl)-6-fluoro-1H-indazol-4-yl)iinidazo[1,2-(in,1H),2.26 2.09(in,1H),1.78- 1.62(in, 
a]pyrazin-2-yl)-2-fluorocyclopropane-1- 1H), 1.28 1. 13 (in, 1H); LCMS 
carboxanPde (clectrospray)in/z475. 1(M+H)+.  

93 

F 1.77-1.64(in, 1H),1.45(brd,1=7.0Hz
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263 F N N 'HNMR(400MHzDMSO-d 6 )613.82- D 
Va HN NH 13.50(m,1H),11.44-11.34(m1H),9,06(s, 

1H),8.97(d,1=1.3Hz,1H),8.45(s,1H), 
8.38(s,1H),8.06(s,1H),5.13-4.83(in,1H), 

F 3.99-3.87(in,1H),3.61-3.52(in,1H),2.25

(1s,2S)-N-(6(5-chloro-6-fluoro-7- 2.14(in,1H),2.04-1.95(in 1H),1.82-1.72 
(tctrahydro-2H-pyran-3-yl)-1H-indazol-4- (in,2H),1.711.62(in, 1H),1.291.13(in, 
yl)iinidazo[i,2-a]pyrazin-2-yl)-2- 1H);LCMS(clectrospray)in/z 473.1 

fluorocyclopropane-1-carboxamidc (M+H)+.  

264 'HNMR(400MHzDMSO-d 6 )613.75(s, D 

e 0 1H),11.40(s,1H),9.07(s,1H),9.00(s,1H), 

HN '4 8.38(s,1H),8.15(s,1H),7.77(s,1H),6.96 NH (s,1H),6.06-6.04(in 1H),5.05-4.88( 
N , in, 

1H),2.19-2.19(in,1H),2.05(dI=8.2Hz 
0I 6H),1.72-1.66(in,1H),1.21-1.21(in 1H); 

F N in/z 497.90 
\j, LCMS (cicetrospray) 

N (M+H)+.  

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(1-(4
inethyl-1H-iinidazol-1-yl)cthyl)-1H

indazol-4-yl)iinidazo[1,2-a]pyrazin-2-yl)
2-fluorocyclopropane-1-carboxainide 

265 'HNMR(400MHzDMSO-d6 )613.94(s, D 

VF 0 1H),11.42(s,1H),9.10(s,2H),8.42(s,1H), 
-N 

HN '4 8.24 1H), (d, Hz 5.06NH 4.86(in,1H),2.21-2.16(in 1H),1.73-1.66 

F (in, 1H), 1.30-1.21 (in, 1H); LCMS 
CI (clectrospray)in/z 446.85(M+H)+.  

F ON 
(1S,2S)-N-(6-(5-chloro-7

indazol-4-yl)iinidazo[1,2-a]pyrazin-2-yl)
2-fluorocyclopropane-1-carboxainide 

266 'HNMR(400MHzDMSO-d6 )613.79(S, D 
S 0 

N NN N 1H),11.41(s,1H),9.30(s,1H),9.07(dI 
HN 'I 18.1Hz,2H),8.41(s,1H),8.21(s,1H),6,56 

NH 
H (s,1H),5.07-4,81(in,1H),2.19(s,1H),1,95 ~ (s,3H),1.72(s,1H),1.21-1.12(in, 1H); 

F ON 0 LCMS(clectrospray)in/z485.85(M+H)+.  

(1S,2S)-N-(6-(7
(acetanttido(cyano)inethyl)-5-chloro-6
fluoro-1H-indazol-4-yl)iinidazo[1,2
a]pyrazin-2-yl)-2-fluorocyclopropane- 1
carboxamide 

94 

(cyanofluoroinethyl)-6-fluoro-1H-
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267 C 'HNMR(400MHzDMSO-d 6 )61H-NMR D 
>4 N (400MHz DMSO-D6)612.96(s,1H), 

HNin4 ~ N 11.24(s,1H),8.99(ciI=8.8HzlHj,8.87 

(dI=: 12.6Hz,1H),8.35(s,1H),7.95(s, 

F 1H),5.04-4.85(in,1H),4.53(ciI= 11.0Hz 
4H),2.90(tI= 12.6Hz4H),2.19(tI

F 

(1S,2S)-N-(6-(5-chloro-7-(6,6-difluoro-2- '71Hz1H),1.73-1.66(in, 1H),1.22-1.17 
azaspiroll3.3]heptan-2-yl)-6-fluoro-1H- (in, 11=1>LCMS(cicetrospray)m/z519.8 

indazol-4-yl)imidazo~ (M+H)+.  
,2-a]pyrazin-2-yl)

2-fluorocyclopropanc-1-carboxamidc 
268 'HNMR(400MHzDMSO-d 6 )61H-NMR D 

r >4 N (400MHz DMSO-D6)613.43(s,1H), 

11.40(s,1H),9.07(s,1H),9.01(dI= 1.1 
H Hz,1H),8.38(s,1H),8.08(dI 1.6Hz 

0 0 1H),7,68(dJ6.6Hz,1H),5.21(tJ6.6 
F 0 Hz,1H),5.07-4,86(in, 1H),2.86(s,3H), 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(1- 2.23-2.16(in,1H),1.74-1.60(in,4H),1.21
(inethylsulfonainido)cthyl)- 1H-indazol-4- 1.16(in, 1H);LCMS(cicetrospray)in/z 

.  

yl)iinidazo[1,2-a]pyrazin-2-yl)-2- 4759(M+H)+.  
fluorocyclopropane-1-carboxamide 

269 'HNMR(400MHzDMSO-d 6 )613.77(s, D 
D 0 

1H),11.42(s,1H),9.08(dI= 1.6Hz1H), 

HN I' 9.03(dI 1.6Hz1H),8.39(s,1H),8,11 NH 
(s,1H),5.07-4.86(in 1H),2.23-2.16(in, 
1H),2.05(tI=3.0Hz,3H),1.74-1.65(in, 

CI 1H), 1.22-1.16 (in, 1H); LCMS 
F 

F F (clectrospray)in/z465.90(M+H)+.  
(1S,2S)-N-(6-(5-chloro-7-(1,1
difluoroprop-1-cn-2-yl)-6-fluoro-1H

2-fluorocyclopropane-1-carboxainide 

270 F, 0 'HNMR(400MHzDMSO-d 6 )613.05(s, D 
S.U N 

a-N 1H),11.39(s,1H),9.07(s,1H),8.99(dI
HN\ NH 

OH 1.1Hz1H),8.38(s,1H),7.99(s,1H),5.89 
(s,1H),5.07-5.00(in,2H),4.88(tdI=6.3, 
3.8HzOH),4.80(s,1H),4.09-4.01(in,1H), 

F OH 

(1S,2S)-N-(6-(5-chloro-7-((1S,2R)-1,2- 2.23-2.16(in 1H),1.77-1.64(in,1H),1.25
dihydroxypropyl)-6-fluoroiH-indazol4 1.16(in, 1H),1.04(dI= 6.6Hz 3H); 
yl)iinidazo[~,2-a]pyrazin-2-yl)-2- LCMS(electrospray)in/z463. 10(M+H)+.  

fluorocyclopropane-1-carboxamide 

271 N a-N 'HNMR(400MHzDMSO-d 6 )613.70(s, D 
U HN 'INH 1H),11.41(s,1H),9.08(s,1H),9.03(dI

>.iiiK 1,5Hz1H),8.40(s,1H),8.09(s,1H),5,11 
0 

-4.82(in,1H),3.98(dI=1.8Hz2H),3.05 
F (s,1H),2.26-2.16(in 1H),1.82 1.64(in, 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(prop- 1H), 1.30 - 1.13 (in, 1H); LCMS 
2-yn-1-yl)- 1H-indazol-4-yl)iinidazo[1,2- (clectrospray)in/z427.2(M+H)+.  

95 

indazol-4-yl)iinidazo111,2-a]pyrazin-2-yl)-



WO2022/064458 PCT/1B20211058794 

a]pyrazin-2-yl)-2-fluorocyclopropane- 1
carboxamide 

272 'HNMR(400MHzDMSO-d 6 )613.58- D 
aa. 0 13.46(m,1H),11.46-11.37(m1H),9,07(s, 

-N 1H),9.01(s,1H),8.46(s,2H),8.38(s,1H), 
NH 8.05(s,1H),5.13- 4.82(m1H),3.13-3.04 

(in, 1H),2.20(dd,1=7.1,5.4Hz 2H), 

HOOCH CI 2,08(s,3H),1.77-1.63(in, 1H),1,47-1.39 
F (in,3H),1,24(t,1=7.2Hz 1H),1.11(d, 

HCOOH 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(3- 16.5Hz3H),0.78-0.68(in,3H);LCMS 
inethylbutan-2>~)~H-indazol-4- (cicetrospray)m/z459.3(M+H)+.  
yl)imidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide. 2 

fornAiicacid 

273 F. 'HNMR(400MHzDMSO-d6 )613.39- D 
ita 0 13.30(m,1H),11.42(s,1H),9.08(s,1H), 

N 9.03(d,1=1.0Hz1H),8.47(s,2H),8.39(s, 
NH 1H),8.05(s,1H),5.12- 4.83(in 1H),2.20 

(dd,1=7.6,6.1Hz1H),2.08(s,9H),2.02(s, 
CI 3H),1.93(s,3H),1.79-1.63(in, 1H),1,52 

F (s, 3H), 1.32-1.25 (in, 1H); LCMS 
HCOOH 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(3- (clectrospray)in/z457.2(M+H)+.  
incthylbut-2-cn-2-yl)-1H-indazol-4
yl)iinidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide. 1 
forinicacid 

274 F,.a 'HNMR(400MHzDMSO-d6)613.33(s, D 

N NN N 1H),11.37(dI=9.9Hz1H),9.06(s,1H), 

H 1H),8.41-8.38(in,1H),8.05(dI= 1.6Hz 
N~<-~ 1H),5.06-4.85(in,1H),4.61(ddI= 17.9, 

F 0 5.2Hz2H),2.32-2.15(in, 1H),2.01-1.80 
(1S,2S)-N-(6-(7-(acctainidoincthyl)-5- (in,3H),1.68(dIdI=23.2,6.9,3.8Hz1H), 

chloro-6-fluoro-1H-indazol-4- 1.27-1.15(in, 1H);LCMS(ciccirospray) 
yl)iinidazo[1,2-a]pyrazin-2-yl)-2- in/z425.90(M+H)+.  

fluorocyclopropane-1-carboxamide 

275 F,. 'HNMR(400MHzDMSO-d 6 )613.94(s, D 
Sa. 0 1H),11.43(s,1H),10.49(s,1H),9.13(dI 

>11111< N 
'4 

NH - 1.6Hz 1H),9.11(s,1H),8.43(s,1H), 
8.22(dI= 1.6Hz,1H),5.07-4.87(in 1H), 
2.22-2.16(in,1H),1.75-1.66(in,1H),1.25CI 1.18(in, 1H);LCMS(clectrospray)in/z F 0 417.85(M+H)+ 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7
forinyl-1H-indazol-4-yl)iinidazo[1,2
a]pyrazin-2-yl)-2-fluorocyclopropane- 1
carboxamide 

96 

HN NH 8.98(dI= 1.6HzlHt8.45(1,1 5.5Hz
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276 'HNMR(400MHzDMSO-d 6 )613.54(s, D 
w 0 

N NN N 1H),11.42(s,1H),9.10(s,2H),8.42(s,1H), 
HN NH 8.20(dI 1.1Hz,1H),5.07-4.86(m1H), 

4.51('i~I=:7.0Hz,2H),2.21-2.16(m1H), 
~ 1.75-1.64(in,1H),1.41(tI=6.9Hz3H), 

F 0 1.22-1.17(in, 1H);LCMS(cicetrospray) 
ethyl 5-chloro-6-fluoro-4-(2-((1S,2S)-2-m/z 461.80(M+H)+.  
fluorocyclopropane-1
carboxamido)imidazo[1,2-a]pyrazin-6
yl)-1H-indazole-7-carboxylate 

277 'HNMR(400MHzDMSO-d 6 )613.11- D 
e 

N 13.51(in 1H),11.31-11.43(in, 1H),9.02
HN 9,06(in,1H),8.91-8.96(in 1H),8.40-8.47 

(in,2H),8.31-8.38(in, 1H),7.97-8.08(in, 

HOOCH N 1H),4.98-5.12(in,1H),4.83-4.92(in 1H), 
F 34~.349(in,1H),3.47-3.54(in,8H),3.24

HOOOH 

(1s,2S)-N-(6(5-chloro-6-fluoro-7- 3.26(in,3H),2.96-3.05(in 4H),2.11-2.24 
in (((2~,3R)3-inethoxybutan-2 (in, 1H),1.62-1.78(in,2H),1.47-1.58( 

4 4 

yl)(inethyl)amino)~H-indazol-4- 2H),1.27(brdJ=6.6Hz3H),1.06-1.13 
yl)iinidazo[~,2-a]pyrazin-2-yl)-2- (in, 3H),LCMS(elcetrospray)in/z504.2 

fluorocyclopropane-1 am. 2(M+H)+.  
forinicacid 

278 'HNMR(400MHzDMSO-d6 )613.11- D 
Va 

N~ N N 13.50(in 1H),11.31-11.43(in, 1H),9.02
HN N 9.06(in,1H),8.91-8.96(in 1H),8.40-8.47 

NH 
(in,2H),8.31-8.38(in, 1H),7.97-8.08(in, 

N 4.98-5.12(in, 4.83-4,92in 1H), 
HCOOH F I H 

HCOOH 3.48-3.49(in 1H),3,47-3,54(in,8H),3.24
3.26(in,3H),2.96-3.05(in 4H),2.11-2.24 (1S,2S)-N-(6-(5-chloro-6-fluoro-7- (in, 1H),1.62-1.78(in,2H),1.47-1.58(in, 

yl)(inethyl)ainino)-1H-indazol-4- (in, 3H),LCMS(clectrospray)in/z504.2 
yl)iinidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide. 2(M+H)+, 
forinicacid 

279 ~ 'HNMR(400MHzDMSO-d 6 )613.28- D 
N 13.03(in,1H),11.52-11.34(in 1H),9.07(s, 

HN 1H),9.03-8.98(in, 1H),8.46(s,1H),8.39 
H (s,1H),8.08-8.01(in 1H),5.104.84(in, 
N ON 

1H),4.81-4.70(in,1H), 4.04(dk3.3Hz 
F 1H),2.24-2.15(in,1H),1.75-1.63(in 1H), 

(1S,2S)-N-(6-(5-chloro-7-(1-((1
cyanocyclopropyl)amino)ethyl)-6-fluoro 1.52(dI=6.7Hz,3H),1.29-1.23(in 1H), 

1.22-1.14(in,1H),0.97(ddd,1=9.9,7.6,4.6 
1H-indazol-4-yl)iinidazo111,2-a]pyrazin-2- , LCMS 
yl)-2-fluorocyclopropane-1-carboxainide Hz 1H), 0.66-0.56 (in, 1H); 

(electrospray)in/z497.2(M+H)+.  

97 

(((2R,3S)-3-inethoxybutan-2- 2H),1.28(brdI 6.6Hz3H),1.05-1.12
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280 'HNMR(400MHzDMSO-d 6 )613.67(s, D 
a 0 

N 1H),11.42(s,1H),9.07(s,1H),9.02(dI
HN \N 1.1Hz1H),8.39(s,1H),8.07(s,1HZ),5.05

0 4.86(in,1Hj,4.36(1,1=6.3Hz2H),3.38 

(dJ3.8Hz,2H),2.18(qJ7.OHz1H), 
F 1.94(s,3H),1.69(dd,1=23.6,3.8Hz1H), 

2-(5-chloro-6-fluoro-4-(2-((1S,2S)-2- 1.19 (d, I - 8.8 Hz 1H); LCMS 

fluorocyclopropano-1
carboxamido)imidazo~2-a]pyrazin-6 (cicetrospray)m/z475.10(M+H)+.  
y1 )-1H-indazol-7-yl)cthylacctatc 

281 F..S 'HNMR(400MHzDMSO-d 6 )613.35- D 

HN 13.57(in,1H),11.43(s,1Ff),9.80-10.03(in, 
1H),9.09(s,1H),9.05(s,1H),8.40(s,1H), 

H 8.07(s,1H),7.89(dI 30.2Hz,4H),7.44
F 7,34(in,4H),4.83-5.13(in 1H),4.21-4.66 

9H-fluorcn-9-yl)incthyl -chioro-6 (in,3H),2.14-2.27(in, 1H),1.71-1.71(in, 1.14-1.21 LCMS 
fluoro-4-(2-((iS,2S)-2- 1H), (in, 1H); 

(electrospray)in/z627.80(M+H)+.  
fluorocyclopropane-1

carboxainido)iinidazo[1,2-a]pyrazin-6
y1 )-1H-indazol-7-yl)carbanttate 

282F 'HNMR(400MHzDMSO-d 6 )613.84(s, D 
'pF 0 1H),11.45(dI=4,4Hz,1H),9.14-9.08(in, 

HN NH 2H),8.42(s,1H),8.21(dI= 8.5Hz1H), 
7.65(tI=53.3Hz,1H),5.08-4.87(in 1H), 

ci F 2.22-2.16(in,1H),1.74-1.64(in,1H),1.21

1,17(in, 1H);LCMS(electrospray)in/z F F 439.80(M+H)+ 
(1S,2S)-N-(6-(5-chloro-7
(difluoroinethyl)-6-fluoro- 1H-indazol-4
yl)iinidazo[1,2-a]pyrazin-2-yl)-2

283 'HNMR(400MHzDMSO-d 6 )611.43(s, D 
opw 0 

N N lHt9.10(d,12.OHzlHt9.06(d,1 1.6 
HN 'a Hz,1H),8.40(dI 5.5Hz,1H),8.16(s, 

NH 
1H),6.37(s,1H),5.17-4.87(in,1H),2.23

ON 2,16(in,1H),1.74-1.64(in 1H),1,24-1.17 
HOI F OH (in,1H);LCMS(cicetrospray)in/z 444.00 

(1S,2S)-N-(6-(5-chloro-7- (M+H)+.  
(cyano(hydroxy)inethyl)-6-fluoro-1H
indazol-4-yl)iinidazo111,2-a]pyrazin-2-yl)
2-fluorocyclopropane- 1-carboxainide. 1 
HC1 

98 

fluorocyclopropane-1-carboxamide
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284 'IC 'HNMR(400MHzDMSO-d 6 )613.78- D 
>**"~< N 13.32(m1H),11.40(s,1H),9.07(s,1H), 

HN 8.99(dI 1.0Hz1H),8.50(s,1H),8.37 
H 

N (s, 8.33(brdJ6.8Hz1H),8.04(s, 

F 1H),5.45(brtI=7.0Hz,1H),5.10- 4.81 
N-(1-(5-chloro-6-fluoro-4-(2-((1S,2S)-2- (in,1H),3.08(brtI= 8.1Hz,1H),2.24
fluorocyclopropane-1- 2.17(in, 1H),2.15- 2.01(m2H),1.98
carboxamido)imidazo[1,2-a]pyrazin-6- 1.91(in,2H),1.90- 1.82(m1H),1.76
yl)-1H-.indazol-7- 1.63(in,2H),1.56(brdI= 7.2Hz3H), 
yl)ethyl)cyclobutanccarboxanAlide 1.25- 1. 16(in, 1H);LCMS(electrospray) 

m/z514.2(M+H)+.  

285 F. 'HNMR(400MHzDMSO-d 6 )613.95- D 
a' 

13.62(111),11.41(s,1H),9.06(s,1H),8.96 

HN 9' (dI=: 1.2Hz1H),8.39(s,1H),8.08(s, NH 1H),5.46-5.22(in,1H),5.08-4.85(m1H), 

2.82-2.69(in,1H),2.25-2.13(in,1H),1.80
CI 1.72(in,1H),1.71-1.62(in 1H),1.48-1.36 

F LCMS 

F (in, 1H), 1.22-1.15 (in, 1H); 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(2- (electrospray)in/z447.1(M+H)+.  
fluorocyclopropyl)-1H-indazol-4
yl)iinidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide 

286 F. 'HNMR(400MHzDMSO-d 6 )613.02- D 
4, 0 

13.21(in 1H),11.30-11.40(in, 1H),8.95
>1111/4 N 

HN 9.06(in,1H),8.75-8.82(in 1H),8.29-8.41 
(in, 1H),7.81-7.95(in, 1H),5.01-5.08(in, 

N 1H),4.84-4.95(in,2H),3.92-4.13(in 1H), 
HCOOH F F H 2.24-2.30(in,3H),2.12-2.23(in,2H),1.61

1.76(in,1H),1.20-1.27(in 1H),1.16-1.20 

(isopropylamino)-5-(trifluoroinethyl)- 1H- (M+H)+.  
indazol-4-yl)iinidazo[1,2-a]pyrazin-2
yl)cyclopropane-1-carboxamide. 2formic 
acid 

287 F N N 'HNMR(400MHzDMSO-d 6 )613.43- D 
a HN NH 13.59(in,1H),13.34(brdI 1.2Hz1H), 

>11 11.3511.48(in, 1H),9.28-9.33(in, 1H), 

9.28-9.33(in,1H),9.04-9.10(in,1H),8.97
F 0 9.02(in,1H),8.63-8.72(in 1H),8.63-8.65 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7- (in, 1H),8.36-8.42(in, 1H),8.00-8.11(in, 
(tetrahydrofuran-3-yl)-1H-indazol-4- 1H),7.53-7.60(in,1H),5.00-5.11(in 1H), 
yl)iinidazo[1,2-a]pyrazin-2-yl)-2- 4.82-4.94(in,1H),4.06-4.16(in,2H),3.96
fluorocyclopropane-1-carboxamide 4.04(in,1H),3,82-3.96(in 2H),2.35-2.44 

(in, 1H),2.11-2,30(in,2H),1.62-1,75(in, 
1H), 1.15-1.29 (in, 1H); LCMS 

____________________________________________(electrospray)in/z458.8(M+H)+.  

99 

(1S,2S)-2-fluoro-N-(6-(6-fluoro-7- (in, 1H),LCMS(electrospray)in/z564.3
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288 V 'HNMR(400MHzDMSO-d 6 )613.66(mD 
9 0 >4 N 1H),11.40(s,1H),10.13(in,1H),9.07(s, 

HN 1H),9.01(dI= 1.3HzlHj,8.38(s,1H), 

H FF 8.10(s,1H),5.56('i~1=7.2HzlHj,4.96 
N 

F (inlHj,2.19(in, lHj,1.70(m4H),1.21 
F 0 (dcft,1=12.3,9.0,6.26.2Hz1H);LCMS 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(1- (clectrospray)m/z528.1(M+H)+.  
(2,2,2-tnfluoroacctamido)cthyl)-1H
indazol-4-yl)imidazo111,2-a]pyrazin-2-yl)
2-fluorocyclopropanc-1-carboxamidc 

289 F. N 'HNMR(400MHzDMSO-d 6 )613.65(s, D 
- *9~ 

e NH 1H), (s,1H), (s,1H), (d, 
>gIII{ 1.6Hz1H),8.39(s,1H),8.07(dI= 1.1 

0 Hz,1H),5.07-4.86(in, 1H),4.11(s,2H), 0I 
2.23-2.15(in,1H),2.10-2.03(in 3H),1.69 

F S~ (didI= 23.3,6.9,3.8Hz1H),1.25-1.16 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7- (in, 1H);LCMS(electrospray)in/z450.00 
((inethylthio)inethyl)-1H-indazol-4- (M+H)+ 
yl)iinidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide 

290 F1. 'HNMR(400MHzDMSO-d 6 )613.53(s, D 
a' 

a 0 1H),11.42(s,1H),9.08(s,1H),9.02(dI

>1111/< N1, 1.6Hz1H),8.38(s,1H),8.08(s,1H),5.76 

(sOH),5.07-4.86(in,1H),4.65(qI= 7.1 
Hz,1H),2.23-2.16(in,1H),1.97(dJ 11.0 

0I Hz,3H),1.78(dI 7.1Hz,3H),1.69(did, 
F S~ I= 23.4,6.93.6Hz 1H),1.25-1.16(in, 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(1- 1H); LCMS (electrospray) in/z 464.10 

(inethylthio)cthyl)-1H-indazol-4- (M+H)+.  
yl)iinidazo[1,2-a]pyrazin-2-yl)-2

291 'HNMR(400MHzDMSO-d 6 )613.67(s, D 
Ca. 0 1H),11.41(dI=9.9Hz,1H),9.09-9.05(in, 

N 2Ht8.39(dI 3.3HzlHt8.10(dI 1.6 
9' 

NH Hz,1H),5.07-4.87(in, 1H),4.56-4.44( 
in, 

2H),2.74-2.67(in,3H),2.23-2.16(in 1H), 
(DI 1.69(didI= 23.5,6.9,3.7Hz,1H),1.25

F0 ~ S~ i.is(in, 1H);LCMS(electrospray)in/z 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7- 466.00(M+H)+ 
((inethylsulfinyl)inethyl)- 1H-indazol-4
yl)iinidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide 

100 

fluorocyclopropane-1-carboxamide
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292Fas 'HNMR.(400MHzDMSO-d 6 )613.67(s, D 
1H),11.43(s,1H),9.09-9.06(m2H),8.40 >~"K' N 

HN (slHj,8.12(s,1H),5.07-4.87(in,3Hj,3.13 
(dJ=14.3Hz3H),2.23-2.16(mlHj,1.69 
(MdI= 23.1,6.9,3.8Hz1H),1.25-1.17 
(in, 1H);LCMS(clectrospray)m/z482.00 

F0 <S~ (M+H)+.  

(1S,2S)-N-(6-(5-chloro-6-fluoro-7
9 

((mcthylsulfonyl)mcthyl)-1H-indazol-4
yl)imidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide 

293 'HNMR(400MHzDMSO-d 6 )613.67(s, D 
a 

N NN N 1H),11.42(s,1H),9.09(s,1H),8.99(dI 
HN 'I 1.6Hz1H),8.44(s,1H),8.10(s,1H),6.46 

NH 
0 (s,1H),5.07-4,87(in,1H),3.21(s,3H),2,58 

AK 
N N~' (dJ4.4Hz,3H),2.23-2.16(in,1H),1.72

F I H 1.66(in, 1H),1.25-1.15(in, 1H);LCMS 
(1S,2S)-N-(6-(5-chloro-7-(1,3- (clectrospray)in/zin/z475. 10(M+H)+.  

9 

diinethylureido)-6-fluoro- 1H-indazo1-4
yl)iinidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropane-1-carboxamide 

294 0 'HNMR(400MHzDMSO-d 6 )613.28(s, D 
C~~ii~I~N N rN 1H),11.42(s,1H),9.07(s,1H),9.03(dI 

NH,~ 1.1Hz1H),8.38(s,1H),8.04(s,1H),5.07

a 4.87(in,2H),3.90(tI 6.3Hz1H),3.37 

(s,3H),3.25(s,3H),2.23-2.15(in,1H),1.69 
F 

(didI= 23.3,7.1,3.6Hz1H),1.25-1.15 
(1S,2S)-N-(6-(5-chloro-7-((1S,2R)-1,2- (in, 1H), 0.96-0.91 (in, 3H); LCMS 

diincihoxypropyl)-6-fluoro-1H-indazol-4- (clectrospray)in/z4911(M+H)+.  
yl)iinidazo[1,2-a]pyrazin-2-yl)-2

295 ma 'HNMR(400MHzDMSO-d6)613.96- D 
S >"'4 N 12.70(in,1H),11,39(brs,1H),9.07(s,1H), 

HN F 8.99(brdI 1.3Hz,1H),8.38(s,1H),8.09 

H 
N F (s,1H),6.49-6.10(inlHt5.56(brdJ

F o 7.2Hz1H),5.10-4.83(in,1H),2.28-2.13 
(1S,2S)-N-(6-(5-chloro-7-(1-(2,2- (in,1H),1.71(brs,1H),1.66(brdI=7.2 

difluoroacctainido)cthyl)-6-fluoro-1H- Hz 3H), 1.26- 1. 16(in 1H);LCMS 
indazol-4-yl)iinidazo[1,2-a]pyrazin-2-yl)- (ciccirospray)in/z510.2(M+H)+.  
2-fluorocyclopropane-1-carboxainide 

296 'HNMR(400MHzDMSO-d 6 )613.18(s, D 
a 

N NN -CN 1H),12.55-12.26(in, 1H),11.41(s,1H), 
HN 9' 9.09(s,1H),9.05(dI 1.3Hz1H),8.40 

NH 
H (s,1H),8.08(s,1H),7.70(dI= 3.7Hz 
N 1H),5.10- 4.84(in,1H),2.49(s,3H),2.27
I>- 2.16(in,1H),1.78-1.64( 

F N in 1H),1.26-1.16 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(2- (in, 1H)9 LCMS(clectrospray)in/z468.9 
(M+H)+.  

101 

fluorocyclopropano-1-carboxamide
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0 

methyl- 1H-imidazol-5-yl)- 1H-indazol-4
yl)imidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide 

297 F,.Er 'HNMR(400MHzDMSO-d 6 )613.34- D 
13.85(OH),11.42(s,1H),9.09(s,1H),9.03 

HN NH (dI 1.6Hz1H),8.40(slHt8.11(s, 
1H),5.18(qI=7.3Hz,1H),5.07-4.86(in, 
1H),3.06(s,3H),2.23-2.16(in,1H),1.99

CI so 1.96(in,3H),1,74-1.64(in 2H),1.22-1.15 
F0 ~ S~ (in, 1H);LCMS(clectrospray)m/z496.00 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(1- (M+H)+.  
0 

(methylsulfonyl)ethyl)- 1H-indazol-4
yl)imidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide 

298 'HNMR(400MHzDMSO-d 6 )613.57- D 
Er 

S 0 13.99(1H),11.43(s,1H),9.10(dI 11.5 
N'I Hz,1H),9.02(dI 1.6Hz,1H),8.40(s, 

HN 
NH 1H),8.13(s,1H),5.08-4.87(in, 1H),4.65 

(qI= 7.1Hz1H),2.49(s,3H),2.23-2.16 
(in, 1H),1.84-1.83(in,3H),1.75-1.64(in, 

FQ$SN~ 2H), 1.23-1.16 (in, 1H); LCMS 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(1- (electrospray)niiz480.05(M+H)+.  
0 

(methylsulfinyl)ethyl)-1H-indazol-4
yl)imidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide 

299 'I 'HNMR(400MHzDMSO-d 6 )613.24(s, D 
p 0 

N 1H),11.38(dJ24.2Hz1H),9.07(s,1H), 
HN 8.99-8.89(in,1H),8.43(d,124.2Hz1H), 

8.04(ddI=:6.0,4.9Hz,2H),5.07-4.86(in, 

F 2H),2.33-2.15(in,1H),1.77-1.65(in 1H), 
(1S,2S)-N-(6-(5-chloro-7-(1- 1.64-1.49(in,3H),1.35-1.16(in 1H),1.01 

0 

(ethylamino)- 1-oxopropan-2-yl)-6-fluoro
0 (tI=7.1Hz,3H),0.86(qI=7.5Hz1H); 

H-indazol-4-yl)imidazo111,2-a]pyrazin-2- LCMS(electrospray)m/z488.1(M+H)+.  
yl)-2-fluorocyclopropane- 1-carboxamide 

300 F,.~49 'HNMR(400MHzDMSO-d 6 )613.72(s, D 
C 0 

N 1H),11.43(dI8.2Hz,1H),10.96(s,1H), 
HN ~N 9.13-9.05(m,2H),8.40(dI=10.4Hz1H), 

H 8.20(dI 11.5Hz1H),6.63(s,1H),5.06
N CF3  4.86(in,1H),2.32-2.15(in 1H),1.73-1.65 

F ONO LCMS 
(1S,2S)-N-(6-(5-chloro-7-(cyano(2,2,2- (in, 1H), 1.24-1.16 (in, 1H); 

0 0 (electrospray)m/z539.1(M+H)+.  
tnfluoroacetamido)methyl)-6-fluoro-1H
indazol-4~yl)inA1idazo[1,2-a]pyrazin-2-yl)
2-fluorocyclopropane-1-carboxamide 

102 

H 1H),4.25(qI 7.1Hz,1H),3.14-3.08(in,
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301 F- 'HNMR(400MHzDMSO-d 6 )613.54(s, D 
U 

>"'K N 1H),11.38(s,1H),9.02(ddI 19.2,1.6 
HN Hz,2H),8.62(dI 5.5Hz,1H),8.35(s, 

N 1H),8.06(s,1H),6.19(dI= 7.1Hz1H), 
H 4.93(dddI 66.0,9.96.0Hz1H),3.64 F 

i (dI= 12.1Hz,4H),2.29-1.62(in, 11H), 
methyl 2-(5-chloro-6-fluoro-4-(2-1.34-1.13(in, 1H);LCMS(cicetrospray) 

1S,2S)-2-fluorocyclopropanc-1- m/z558.1(M+H)+.  

carboxamido)imidazo[1,2-a]pyrazin-6
yl)-1H-indazol-7-yl)-3

(cyclobutylamino)-3-oxopropanoate 

302 It. 'HNMR(400MHzDMSO-d 6 )613.76(s, D 
U >""~< N 1H),11.43(s,1H),9.62-9.58(in,1H),9.10

9.06(in,2H),8.41(s,1H),8.18(dI= 13.7 
HA 
N I I 

IF Hz,1H),6.62(tI 5.8Hz1H),5.07-4.77 
ONO (in,2H),2.23-2.16(in,1H),1.93-1.86(in, 

(1S,2S)-N-((5-chloro-6-fluoro-4-(2- 1H),1.73-1.55(in,2H),1.27-1.15(in 3H); 
1S,2S)-2-fluorocyclopropanc-1- LCMS(clectrospray)m/z529.1(M+H)+.  

carboxanPdo)imidazo[1,2-a]pyrazin-6
yl)-1H-indazol-7-yl)(cyano)nwthyl)-2

fluorocyclopropane-1-carboxamide 

303 'HNMR(400MHzDMSO-d 6 )613.25(s, D 
e 

N 1H),11.43(s,1H),9.54(dI 4.9Hz1H), 
HN ~N 9.10-9.06(in,2H),8.42(s,1H),8.05-8.31 

H (1H),6.58(dI 4.9Hz1H),4.97(dI
N 

69.8Hz,1H),2.20(dI 7.1Hz1H),1.94 
F ONO (dI30.8HzlHt1.71(dI5.5Hz1H), 

(1S,2S)-N-(6-(5-chloro-7- 1.34(s,7H);LCMS(clectrospray) 
(cyano(cyclopropanccarboxan'iido)nwthyl 511.1(M+H)+.  
)-6-fluoro-1H-indazol-4-yl)imidazoIll,2

carboxanPde 

304 'HNMR(400MHzDMSO-d 6 )613.72(s, D 
e 

N 1H),11.43(s,1H),10.37-10.32(ni,1H), 
HN 9.10-9.06(in,2H),8.41(tI=5.5Hz1H), 

H F 8.19(dI=1.6Hz,1H),6.65(dI4.9Hz 
N 

F 1H),6.50-6.23(in,1H),5.07-4.87(in 1H), 
F ONO 2.19(qI 7.0Hz,1H),1.72-1.66(in 1H), 

(1S,2S)-N-(6-(5-chloro-7-(cyano(2,2- ~.24-1. 17(in, 1H);LCMS(electrospray) 
difluoroacetainido)inethyl)-6-fluoro-1H- in/z521. 1(M+H)+.  
indazol-4~yl)inA1idazo[1,2-a]pyrazin-2-yl)
2-fluorocyclopropane-1-carboxamide 

103 

a]pyrazin-2-yl)-2-fluorocyclopropane- 1-
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305 'HNMR(400MHzDMSO-d 6 )613.16(s, D 
S 

N 1H),11.36(s,1H),9.01(s,1H),8.90(s,1H), 
HN 8.34(s,1H),7.94(s,1H),5.28-5.18(in,1H), 

GD3  5.06-4.85(in,1H),4.00(dI 9.3Hz1H), 

NA 
H GD3  2.21-2.14(in,1H),1.67(dtdI=23.3,6.8, F 3.7Hz 1H),1.23-1.15(in, 1H);LCMS (1S,2S)-N-(6-(5-chloro-6-fluoro-7- (cicetrospray)in/z452.9(M+H)+.  

((propan-2-yl-1,1,1,3,3,3-d6)ainino)-1H

indazol-4-yl)iinidazo[1,2-a]pyrazin-2-yl)
2-fluorocyclopropane-1-carboxainide 

306 F. 'HNMR(400MHzDMSO-d 6 )613.68(s, D 
'pF 0 1H),11.39(s,1H),9.02(s,1H),8.84(dI

>""k' N 
HN 1.4Hz1H),8.36(s,1H),7.97(s,1H),5.05

4.89(in,1H),4.36(qJ=7.OHz2H),2.29 
(s,3H),2.20-2.16(in 1H),1.72-1.66(in, 
1H),1.40(1,1= 7.1Hz,3H),1.20(s,1H); 

F LCMS(cicetrospray)in/z44510(M+H)+.  
(1S,2S)-N-(6-(7-ethoxy-6-fluoro-5
(incthylthio)-1H-indazol-4
yl)iinidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide 

307F 'HNMR(400MHzDMSO-d 6 )613.48(s, D 
'pa 0 1Ht11.40(s,1H),9.13(dI 1.6Hz1H), 

-N 9.08(s,1H),8.44(s,1H),8.31(s,1H),5.07
NH 4.86(in,1H),3.96(qI=7.0Hz2H),2.55 

N 
(s,3H),2.22-2.15(in 1H),1.72-1.65(in, 

s~~r 1H), 1.21-1.16 (in, 4H) LCMS 
F (cicetrospray)in/z445.10(M+H)+.  

(1S,2S)-N-(6-(5-cthoxy-6-fluoro-7
(inethylthio)-1H-indazol-4
yl)iinidazo[1,2-a]pyrazin-2-yl)-2

[0326J EvaluationofCompounds 

103271 HPK1Kinaseassay 
[0328J HPK1kinaseactivitywasincasuredbyProinega9sADP-GloTMkinaseassay.Inthisassay, 

5 5ngofrecoinbinanthuinanHPK1(signaiclicin)isincubatedwith5gLofcoinpounds(0.50oDMSO),5 
gLofMBP(0.5jg4d)and5iiofATP(25~M)inbuffer(4OinMTris,7.5;2OinMMgC1 2 ;0.ling/iniBSK 
50gMDTT.).Theassaywasstartedbyincubatingthereactioninixtureina96-wellplateat30~Cfor40 
ininutes.Aftertheincubation25uLADP-Gloreagentwasaddedandthereactionwasincubatedatrooin 

teinperaturefor40-inintostopthereactionanddegraderesidualATP.TheADPproductwasthen 
10 convertedtoATPbyadding50uLperwellofdetectionreagent.Luininescencewasdetectedafter30-inin 

roointeinperatureincubationwiththeMoleculardevice13Xplatereader.The1C 5 0 valueswerecalculated 
froinaseriesofpercentinhibitionvaluesdeterininedatarangeofinhibitorconcentrationusingsoftware 
routinesasiinpleinentedintheGraphPadPrisin7softwareandSiginaPlot13.0.  

[0329J Table2showsIC50valuesoftheinventedcoinpoundswhichrepresent+for>1000nM++ 

15 for501-1000nM,+++for101-500nM,++++for<100nM.  

[0330J Table2.InvitroactivityagainstHPK1data 

104 

fluorocyclopropane-1-carboxamide
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Example HPK1 1C50 (nM) Example HPK1 1C50 (nM) Example HPK1 1C50 (nM) 

1 + 45 89 
2 46 90 
3 47 91 
4 48 92 
5 49 93 
6 50 94 

7 51 95 

8 52 96 
9 53 97 
10 54 98 
11 + 55 99 

12 56 100 
13 57 101 

14 58 102 
15 59 103 
16 60 104 

17 61 105 
18 62 106 
19 63 107 
20 64 108 

21 65 109 
22 66 110 
23 67 111 
24 + 68 112 

25 69 113 
26 70 114 
27 71 115 

28 72 116 

30 74 118 
31 75 119 

32 76 120 
33 77 121 

34 78 122 
35 79 123 
36 80 124 

37 81 125 

38 82 126 
39 83 127 
40 84 128 
41 85 129 
42 86 130 
43 87 131 
44 88 132 

133 179 225 
134 180 226 

105 

29 73 117
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135 + 181 227 
136 182 228 
137 + 183 229 

138 184 230 
139 185 231 

140 186 232 
141 187 233 

142 188 234 

143 189 235 

144 190 236 

145 191 237 

146 192 238 

147 193 239 

148 194 240 

149 195 241 
150 196 242 

151 197 243 

152 198 244 

153 199 245 

154 200 246 

155 201 247 

156 202 248 

157 203 249 

158 204 250 
159 205 251 

160 206 252 
161 207 253 

162 208 254 

163 209 255 

165 211 257 

166 212 258 

167 213 259 

168 214 260 

169 215 261 

170 216 262 

171 217 263 

172 218 264 

173 219 265 

174 220 266 

175 221 267 

176 222 268 

177 223 269 

178 224 270 

271 306 

272 307 

273 

106 

164 210 256
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274 

275 
276 
277 
278 + 
279 
280 
281 + 
282 
283 
284 
285 
286 
287 
288 
289 
290 
291 
292 
293 
294 
295 
296 
297 
298 
299 
300 
301 
302 
303 

305 

103311 IFNyandIL-2analysisofhumanperipheralpanIcells 

[0332J HumanperipheralbloodpanTcellswerepurchasedfromSTEMCELL T M Technologies 
Inc.HumanperipheralbloodpanTcellswerethawedandsuspendedinDMEMmedia(1000FBSand100 

5 Penicillin/Streptomycin).8Xi0~Tcellswereseededin96-wellplateandincubatedwithvarious 

concentrationofcompoundsand100nMProstaglandinE2for1hr.TcellswerestimulatedwithDynabeads 
HumanT-ActivatorCD3/CD28(LifeTechnologies)ata1:3cells:beadsratio.Cytokinesecretionwas 
measuredafter24hrpoststimulationusingMSDV-PLEXhumancytokinekitassuggestedbythe 
manufacturerDatawereanalyzedwithanMESOQuickplexSQ120(MesoscaleDiscovery).  

10 [0333J InTable3,thevaluesrepresent+for>1000nM,++200-1,000nM,+++for<200nMand 
- fornotdetermined.  

[0334J Table3. IENyandJL-2secretionoftheinventedcompoundsinhumanperipheralblood 

panTcells 

Example JFNy JL-2 
______________________ (BC5o) (BC5o) 

4 ++ 

107 

304
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7 ++ ++ 

13 ++ ++ 

26 ++ 

27 
33 ++ 

34 ++ 

38 ++ ++ 

38 ++ 

40 ++ 

41 ++ 

42 ++ 

44 ++ 

58 ++ 

61 ++ 

62 ++ 

108 

64
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WHATISCLAIMEDIS: 

1. AcompoundofFormula(I): 

re -
F?5  N 

- N 
, 4% 

a, 1~ 'I NH 
II Het I F?4 x 7' 1 

9, / M ~ 
4% it 

~t ~q 

H Formula(I) 

5 orapharmaceuticallyacceptablesalthydrateorsolvatethereofwherein: 
XisOorS, 
Lisabond,-0-,-5-,or 
R1~ alkylcycloalkylarylheteroarylorheterocyclylwhereinR'isoptionallysubstitutedwithoneor 

moresubstituentsindependentlyselectedfromR7 
10 Ris-HorCv6alkyl; 

R'7~ alkylC2 6 alkenylC2 6 alkynylcycloalkylarylheteroarylheterocyclylhalooxocyano, 
hydroxy,-C(O)R 9 -C(O)0R 9 -C(O)NR'0 R", -OR9 -OC(O)R9 ,-OC(O)NR'0 R"-SR9 -S(O)I(~,

S(O)2R9 , -S(O)QNH)R' 0 ,-S(O)2 NR'0 R" -NR'0 R" -N(R6)NR'0 R" -N(R6 )0R9 ,-N(R6 )C(O)R9 ,
N(R6 )C(O)0R9,-N(R6 )C(O)NR'0 R" N(R6)S(O)2R9 , -N(R6 )S(O)2 NR'0 R"or 

15 R9 ~ -HC1 6 alkylC1 6 haloalkylC2 6 alkenylC2 6 alkynylcycloalkylarylheteroarylorheterocyclyl; 
EachR'0 andR"isindependently-HC 1 6 alkylC2 6 alkenylC2 6 alkynylcycloalkylarylheteroarylor 

heterocyclylorR' 0 andR"aretakentogetherwiththenitrogenatomtowhichtheyareattachedto 
forma4-to12-memberedheterocyclyloptionallysubstitutedwithoneormoregroupsselectedfrom 
thegroupconsistingofhalohydroxylalkylalkenylalkynylhaloalkylhydroxyalkyl,-CN,-NO 2 , 

20 NR'0 R" -NR'0CQ=O)R9,-NR'0C(=O)NR'0 R" -NR'0C(=O)OR9 -OR9 - -CQ=O)OR9 ,
CQO)NR'0 R"-OCQO)R 9 ,-OCQO)0R9 and-OC(=O)NR' 0 R" 

EachR'2 andR'3 isindependentlyC 1 6 alkylC1 6 alkoxyC3 8 cycloalkylarylheteroarylheterocyclylor 
R'2 andR'3 aretakentogetherwiththephosphorusatomtowhichtheyareattachedtoforma4-to8
memberedheterocyclyloptionallysubstitutedwithoneormoregroupsselectedfromthegroup 

25 consistingofhalohydroxylalkylalkenylalkynylhaloalkylhydroxyalkyl,-CN,-NO 2 ,-NR'0 R"

-OC(=O)R9,-OCQ=O)OR 9 ,and Q ='.  
Hetisselectedfromthegroupconsistingof 

Rb N Rb 

RC 

30 EachofR~RbandRCisindependently-H,-Dhalo-CF 3 ,-CF2 H,-CH2 F,-CN-OR 9 or 
Ris-H,-D-CD3 ,C1 6 alkylC2 6 alkenylC2 6 alkynylcycloalkylarylheteroarylheterocyclylhalo, 

hydroxyl, -CD2OH -CN,-NO2 ,haloalkyltrimethylsilylethoxymethyl,-C(O)R 9 , -C(O)0R 9 ,
C(O)NR'0 R" -OR9 ,-OC(O)R9 ,-OC(O)NR' 0 R" -5R9 ,-S(O)R9 ,-S(O)2 R9 , -S(O)QNH)R' 0 ,
S(O)2 NR'0 R"-NR'0 R"-N(R6 )NR'0 R"-N(R6 )0R9 -N(R6 )C(O)R9 -N(R6 )C(O)R9 , -N(R6)C(O)0R9 , 

35 -N(R6)C(O)NR'0R" -N(R6)S(O)2 NR'0 R",or whereintheC1 6 alkylC2 

6alkenylC2 6 alkynylcycloalkylarylheteroarylorheterocyclylisoptionallysubstitutedwithoneor 
moregroupsselectedfromthegroupconsistingofhalohydroxylalkylalkenylalkynylhaloalkyl, 
hydroxyalkyl,-CN-NO 2 ,-NR'0 R"-NR'0 C(0)R9 -NR'0 CQO)NR'0 R"-NR'0 C(0)0R9 -OR9

CQO)R9 ,-CQ0)0R9 , -CQ=O)NR' 0 R"-OC(=O)R 9 ,-OCQ=O)0R 9 and-OCQO)NR' 0 R" 
40 R3~ -H,-D-CD3 ,C1 6 alkylC2 6 alkenylC2 6 alkynylcycloalkylarylheteroarylheterocyclylhalo, 

109 

NR'0 C(=O)R9 ,-NR'0 C(=O)NR'0 R"-NR'0 CQO)0R9 -OR9 - -C(=O)0R9 , -CQO)NR' 0 R"
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cyanohydroxy,-CH 2 OH,-CD2 OH,-OH,-CN-NO 2 ,haloalkyl,-C(O)R 9 ,-C(O)0R9 ,-C(O)NR'0 R" 
-OR9 -OC(O)R9 ,-OC(O)NR'0 R"-SR9 , -S(O)R 9 ,-S(O)2 R9 ,-S(O)QNH)R' 0 ,-S(O)2 NR'0 R"-NR'0 R" 
-N(R6 )NR'0 R"-N(R6 )0R9 -N(R6 )C(O)R9 ,-N(R6 )C(O)0R9 -N(R6 )C(O)NR'0 R"-N(R6 )S(O)2 R9

N(R6 )S(O)2 NR'0 R"or 
5 MisabondO-,-S-,or-NR 6 -, 

Ris-HorCv6 alkyl; 
R4~ -H,-DC1 6 alkylC2 6 alkcnylC2 6 alkynylcycloalkylaiylhctcroaiylhctcrocyclylhalocyano, 

hydroxy,-C(O)R 9 -C(O)0R9 ,-C(O)NR'0 R" - -S(O)2 R9 ,-S(O)(=NH)R' 0 -S(O) 2 NR'0R" or
P(O)R'2 R'3 whereinC1 6 alkylCzwsalkenylC 2 -6 alkynylcycloalkylarylheteroaiylorheterocyclyl 

10 isoptionallysubstitutedwithoneormoregroupsselectedfromthegroupconsistingofhalohydroxyl, 
alkylalkenylalkynylhaloalkylhydroxyalkyl,-CN,-CD 3 ,-NO2 ,-NR'0 R" -NR'0CQ=O)R9 ,
NR'0 C(=O)NR'0 R"-NR'0 CQO)OR9 -NR'0 S(O)2 R9 -OR9 ,-CC=O)R9 -CQO)0R 9 , -CQ=O)NR' 0R" 
-OC(=O)R9 ,-OCQ=O)0R9 ,and-OCQ=O)NR' 0 R"and 

R5~ -H,-D-CD3 ,C1 6 alkylC2 6 alkenylC2 6 alkynylcycloalkylhalohydroxyl,-CH 2 OH-CD2 OH
15 CNorhaloalkyl.  

2. ThecompoundofClaim1orapharmaceuticallyacceptablesaltthereofwhereinLisabondandR' 
iscycloalkylwhichisoptionallysubstitutedwithoneormoregroupsselectedfromthegroup 
consistingofC1 6 alkylC2 6 alkenylC2 6 alkynylcycloalkylhalocyanohydroxy,-C(O)R 9 ,

20 C(O)0R9 ,-C(O)NR'0 R"-OR9 -OC(O)R9 ,-OC(O)NR'0 R"-NR'0 R", N(R6 )NR'0 R"-N(R6 )0R9

N(R6)C(O)R9,-N(R6 )C(O)OR9 ,and-N(R6 )C(O)NR'0 R" 

3. ThecompoundofClaim1or2orapharmaceuticallyacceptablesaltthereofwhereineachofR 2 and 
R3 isindependently-Hhaloalkylthiohaloalkyloralkyl.  

25 
4, ThecompoundofanyoneofClaims1-3orapharmaceuticallyacceptablesaltthereofwhereinMis 

abond,-O-,or-NR 6 -andR4 is-H,-DC1 6 alkylC2 6 alkenylC2 6 alkynylcycloalkylarylheteroaryl, 
heterocyclylhalocyanohydroxy,-C(O)R 9 ,-C(O)NR'0 R",-S(O)2 R9 -S(O)QNH)R'0 or
S(O)2 NR'0 R"whereintheC 1 6 alkylC2 6 alkenylC2 6 alkynylcycloalkylarylheteroarylor 

30 heterocyclylisoptionallysubstitutedwithoneormoregroupsselectedfromthegroupconsistingof 
halohydroxyalkylalkenylalkynylhaloalkylhydroxyalkyl,-CN-CD 3 ,-NR'0 R"-NR'0 S(O)2 R9 , 

5. ThecompoundofanyoneofClaims1-4orapharmaceuticallyacceptablesaltthereofwhichisa 
35 compoundofFormula(II): 

R1 0 
'4 

HN 

M~R 
Formula(II).  

6. ThecompoundofClaim5orapharmaceuticallyacceptablesaltthereofwhereinLisabondR'is 
cyclopropylwhichisoptionallysubstitutedwithoneormoregroupsselectedfromthegroup 

40 consistingofhaloC 1 3 alkylC1 3 hydroxyalkylandC 1 3 haloalkyl;R 2 is-Halkylhalohaloalkylor 
alkylthio'R3 is-Halkylorhalo;Misabond,-0--5-or-NR 6 -'R4 ~ -Hhaloalkylhydroxyalkyl, 
haloalkyl, haloalkenyl, cycloalkyl, cyanoalkyl, aminocarbonylalkyl, acetamindoethyl, 
propionamidoethyl, formamidoethyl, cycloalkylalkyl, cycloalkyl(hydroxy)alkyl, hydroxycycloalkyl, 
methoxycycloalkyl, cycloalkyl(methoxy)methyl, alkoxyalkyl, alkenyl, methylsulfonamidoethyl, 

45 imidazolylethyl, dioxanyl, cyclobutanylcarbonylaminoethyl, difluoroacetamidoethyl, 

110 

and-NR'0 CQO)R9 .
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trifluoroacetamidoethyl, methyithiomethyl, methylthioethyl, 
cyclopropylcarbonylamino(cyano)methyl, cyano(difluoroacetamido)methyl, propanyl- 1,1,1,3,3,3
d6)amino, tetrahydrofuranyl, methylimidazolylethyl, furanyl, pyrrolyl, methylpyrrolyl, isoxazolyl, 
tetrazolylalkylmethylpyrazolylormethylpyrazolylmethyl;andK 5 is-Halkylorhalo.  

5 
7, ThecompoundofClaim5or6orapharmaceuticallyacceptablesaltthereofwhichis 
(1S,2S)-2-fluoro-N-(5-(5-methyl-1H-indazol-4-yl)pyrazoloIll,5-a]pyrimidin-2-yl)cyclopropane-1

carboxamideor 
(1S,2S)-N-(5-(5-ethyl-6,7-difluoro-1H-indazol-4-yl)pyrazoloIll,5-a]pyrimidin-2-yl)-2

10 fluorocyclopropane-1-carboxamide 

8. ThecompoundofanyoneofClaims1-4orapharmaceuticallyacceptablesaltthereofwhichisa 
compoundofFormula(III): 

R1  0 

HN 

M~R 

Formula(III).  
15 

9. ThecompoundofClaim8orapharmaceuticallyacceptablesaltthereofwhereinLisabondandR' 
iscycloalkylwhichisoptionallysubstitutedwithoneormoregroupsselectedfromthegroup 
consistingofC1 6 alkylC2 6 alkenylC2 6 alkynylcycloalkylhalocyanohydroxy,-C(O)R 9 ,
C(O)0R9 ,-C(O)NR'0 R", -OR9 -OC(O)R9 ,-OC(O)NR' 0 R"-NR'0 K", N(R6 )NR'0 R"-N(R6 )0R9

20 N(R6)C(O)R9 ,-N(R6 )C(O)OR9 ,and-N(R6)C(O)NR'0R" 

10. ThecompoundofClaim8or9orapharmaceuticallyacceptablesaltthereofwhereinK1* cyclopropyl 
whichisoptionallysubstitutedwithoneormoregroupsselectedfromthegroupconsistingofhalo, 

alkylC1 3 hydroxyalkylandC 1 3 haloalkyl;K 2 is-HalkylhalohaloalkyloralkylthioR 3 ~

25 Halkylorhalo;Misabond,-0-,-S-or , 4.  
-NR6 -Kis-Hhaloalkylhydroxyalkylhaloalkyl, 

haloalkenyl, cycloalkyl, cyanoalkyl, aminocarbonylalkyl, acetamindoethyl, propionamidoethyl, 

cyc1oalkyl(methoxy)methyl, alkoxyalkyl, alkenyl, methylsulfonanPdoethyl, imidazolylethyl, 
dioxanyl, cyclobutanylcarbonylaminoethyl, difluoroacetamidoethyl, trifluoroacetamidoethyl, 

30 methylthiomethyl, methylthioethyl, cyclopropylcarbonylamino(cyano)methyl, 
cyano(difluoroacetanPdo)methyl, propanyl-1,1,1,3,3,3-d6)amino tetrahydrofuranyl, 
methylimidazolylethyl, furanylpyrrolylmethylpyrrolylisoxazolyltetrazolylalkylmethylpyrazolyl, 

and 5, 
ormethylpyrazolylmethyl, Kis-Halkylorhalo.  

35 11. ThecompoundofanyoneofClaims8-10orapharmaceuticallyacceptablesaltthereofwhichis 
selectedfromthegroupconsistingof 

(1S,2S)-2-fluoro-N-(6-(5-methyl-1H-indazol-4-yl)imidazo[1,2-b]pyridazin-2-yl)cyclopropane-1
carboxanPde* 

(1S,2S)-N-(6-(5-ethyl-6-fluoro-1H-indazol-4-yl)imidazo111,2-b]pyridazin-2-yl)-2-fluorocyclopropane-1
40 carboxamide, 

(1S,2S)-2-fluoro-N-(6-(6-fluoro-5-methyl- 1H-indazol-4-yl)imidazo111,2-b]pyridazin-2-yl)cyclopropane
1-carboxamide; 

(1S,2S)-N-(6-(5-ethyl-6,7-difluoro-1H-indazol-4-yl)imidazo111,2-b]pyridazin-2-yl)-2
fluorocyclopropane- 1-carboxamide' 

45 (1S,2S)-N-(6-(7-(dimethylamino)-5-ethyl-6-fluoro-1 9 

H-indazol-4-yl)imidazo111,2-b]pyridazin-2-yl)-2
fluorocyclopropane- 1-carboxamide' 

111 

formanPdoethyl, cycloalkylalkyl, cycloalkyl(hydroxy)alkyl, hydroxycycloalkyl, methoxycycloalkyl,
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(1S,2S)-N-(6-(6,7-difluoro-5-methyl-1 H-indazol-4-yl)imidazo111,2-b]pyridazin-2-yl)-2
fluorocyclopropane- 1-carboxamide* 

(1S,2S)-2-fluoro-N-(6-(6-fluoro-5-(methylthio)-1 9 4 

9 yl)cyclopropanc-1-carboxanPdc 
5 (1S,2S)-N-(6-(5-chloro-6-fluoro-1 H-indazol-4-yl)imidazo111,2-b]pyridazin-2-yl)-2-fluorocyclopropane- 1

carboxanPde* 
(1S,2S)-N-(6-(5-amino-6-fluoro-1 9 9 

H-indazol-4-yl)imidazo[1,2-b]pyridazin-2-yl)-2-fluorocyclopropane-1
carboxanPdc* 

(1S,2S)-N-(6-(5-ethyl-7-(ethyl(methyl)amino)-6-fluoro-1 9 9 

10 2-fluorocyclopropane-1-carboxamide 
(1S,2S)-N-(6-(7-cthoxy-5-cthyl-6-fluoro-1H-indazol-4-yl)imidazo[1,2-b]pyridazin-2-yl)-2

fluorocyclopropane- 1-carboxamide 
(1S,2S)-N-(6-(5-chloro-7-cthoxy-6-fluoro-1 9 

H-indazol-4-yl)imidazoIll,2-b]pyridazin-2-yl)-2
fluorocyclopropane- 1-carboxamide 

15 (1S,2S)-N-(6-(5-chloro-7-(cthyl(mcthyl)anttino)-6-fluoro-1H-indazol-4-yl)imidazo[1,2-b]pyridazin-2-yl)
9 

2-fluorocyclopropane-1-carboxamide'I 
(1S,2S)-N-(6-(7-(dimethylamino)-6-fluoro-5-methyl-1 9 

H-indazol-4-yl)imidazo111,2-b]pyridazin-2-yl)-2
fluorocyclopropane- 1-carboxamide 

(15,2S)-N-(6-(7-ethoxy-6-fluoro-5-methyl-1 9 9 

H-indazol-4-yl)inttidazoIll,2-b]pyridazin-2-yl)-2
20 fluorocyclopropane-1-carboxamide9 

(15,2S)-N-(6-(7-(dimethylamino)-6-fluoro-5-(trifluoromethyl)- 1H-indazol-4-yl)in'iidazo[1,2-b]pyridazin
2-yl)-2-fluorocyclopropane-1-carboxanPde 

(15,2S)-N-(6-(5-chloro-6-fluoro-7-(methylthio)-1 9 9 

H-indazol-4-yl)inPdazo[1,2-b]pyridazin-2-yl)-2
fluorocyclopropane-1-carboxamide 

25 (15,2S)-N-(6-(6,7-difluoro-5-(nttethylthio)-1 9 

H-indazol-4-yl)inttidazoIll,2-b]pyridazin-2-yl)-2
fluorocyclopropane- 1-carboxamide 

(15,2S)-N-(6-(5-chloro-7-(dintiethylamino)-6-fluoro-1H-indazol-4-yl)inttidazo[1,2-b]pyridazin-2-yl)-2
fluorocyclopropane- 1-carboxamide9 

(15,2S)-N-(6-(5-chloro-6,7-difluoro-1H-indazol-4-yl)inttidazo[1,2-b]pyridazin-2-yl)-2
30 fluorocyclopropane-1-carboxamideand 

(15,2S)-N-(6-(5-chloro-6-fluoro-7-(methylthio)-1 9 9 

H-indazol-4-yl)imidazo111,2-b]pyridazin-2-yl)-2
fluorocyclopropane- 1.  

35 thegroupconsistingof 
(15,2S)-N-(6-(5-ethyl-6-fluoro-1H-indazol-4-yl)imidazo[1,2-b]pyridazin-2-yl)-2-fluorocyclopropane-1

carboxamide, 
(15,2S)-N-(6-(7-(dimethylamino)-5-ethyl-6-fluoro-1 9 

H-indazol-4-yl)imidazo111,2-b]pyridazin-2-yl)-2
fluorocyclopropane- 1-carboxamide 

40 (15,2S)-N-(6-(5-ethyl-7-(ethyl(methyl)amino)-6-fluoro-1 9 9 

2-fluorocyclopropane- 1-carboxamide 
(15,2S)-N-(6-(7-ethoxy-5-ethyl-6-fluoro-1H-indazol-4-yl)imidazo[1,2-b]pyridazin-2-yl)-2

fluorocyclopropane- 1-carboxantde 
(15,2S)-N-(6-(7-(dimethylamino)-6-fluoro-5-(trifluoromethyl)- 1H-indazol-4-yl)imidazo[1,2-b]pyridazin

45 2-yl)-2-fluorocyclopropane-1-carboxantde 
(15,2S)-N-(6-(5-chloro-6-fluoro-7-(methylthio)-1 9 9 

H-indazol-4-yl)imidazo111,2-b]pyridazin-2-yl)-2
fluorocyclopropane-1-carboxantdeand 

(15,2S)-N-(6-(5-chloro-6-fluoro-7-(methylthio)-1 9 9 

H-indazol-4-yl)imidazo111,2-b]pyridazin-2-yl)-2
fluorocyclopropane- 1.  

50 
13. ThecompoundofanyoneofClaims1-4orapharmaceuticallyacceptablesaltthereofwhichisa 

compoundofFormula(IV): 

112 

12.ThecompoundofClaim8or10orapharmaceuticallyacceptablesaltthereofwhichisselectedfrom
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R1  0 

HN 

MR 

Formula(IV).  

14. ThecompoundofClaim13orapharmaceuticallyacceptablesaltthereofwhereinLisabondandR' 
iscycloalkylwhichisoptionallysubstitutedwithoneormoregroupsselectedfromthegroup 

5 consistingofC1 6 alkyl, alkenyl, alkynylcycloalkylhalocyanohydroxy, 
C(O)OR9 ,-C(O)NR'0 R", -OR9 -OC(O)R9 ,-OC(O)NR' 0 R"-NR'0 K", N(R6 )NR'0 R"-N(R6 )0R9

N(R6)C(O)R9 ,-N(R6 )C(O)OR9 ,and-N(R6)C(O)NR'0 R" 

15. ThecompoundofClaim13or14orapharmaceuticallyacceptablesaltthereofwhereinLisaboncV 
10 K'iscycloalkylwhichisoptionallysubstitutedwithoneormoregroupsselectedfromthegroup 

consistingofhaloCv~alkylCv3hydroxyalkylandCv3haloalkyl.  

16.ThecompoundofanyoneofClaims13-15orapharmaceuticallyacceptablesaltthereofwhichis 
selectedfromthegroupconsistingof 

15 (1S,2S)-2-fluoro-N-(6-(5-methyl-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)cyclopropane- 1
carboxamide* 

(1S,2S)-N-(6-(5-cthyl-6-fluoro-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2-fluorocyclopropane- 1
carboxamide* 

(1S,2S)-N-(6-(7-(dimethylamino)-5-ethyl-6-fluoro-1 9 

H-indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)-2
20 fluorocyclopropane-1-carboxamide9 

(1S,2S)-2-fluoro-N-(6-(6-fluoro-5,7-bis(methylthio)-1 9 9 

9 yl)cyclopropane-1-carboxanPde 
(1S,2S)-2-fluoro-N-(6-(6-fluoro-5-(methylthio)-1 9 9 

9 yl)cyclopropane-1-carboxanPde 
25 (1S,2S)-N-(6-(5-cthyl-6,7-difluoro-1 9 

H-indazol-4-yl)imidazo111,2-a]pyrazin-2-yl)-2-fluorocyclopropane
1-carboxamide; 

(1S,2S)-2-fluoro-N-(6-(6-fluoro-5-methyl-7-(methylthio)-1H-indazol-4-yl)imidazo111,2-a]pyrazin-2
yl)cyclopropane-1-carboxamide 

(1S,2S)-2-fluoro-N-(6-(6-fluoro-5-methyl-1 9 9 

H-indazol-4-yl)imidazo111,2-a]pyrazin-2-yl)cyclopropane- 1
30 carboxamide9 

(1S,2S)-N-(6-(5-chloro-6-fluoro-1 9 

H-indazol-4-yl)imidazo111,2-a]pyrazin-2-yl)-2-fluorocyclopropane- 1
carboxamide, 

(15,2S)-N-(6-(5-chloro-7-(dimethylamino)-6-fluoro-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropane- 1-carboxamide 

35 (15,2S)-N-(6-(5-chloro-7-ethoxy-6-fluoro-1 9 9 

H-indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)-2
fluorocyclopropane- 1-carboxamide9 

(15,2S)-N-(6-(6,7-difluoro-5-methyl-1 9 9 

H-indazol-4-yl)imidazo111,2-a]pyrazin-2-yl)-2-fluorocyclopropane
1-carboxamide; 

(15,2S)-N-(6-(6,7-difluoro-5-(methylthio)-1 9 9 

H-indazol-4-yl)imidazo111,2-a]pyrazin-2-yl)-2
40 fluorocyclopropane-1-carboxamide 

(15,2S)-N-(6-(5-cthyl-6-fluoro-7-(methylthio)-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropane- 1-carboxamide 

(15,2S)-N-(6-(5-chloro-6-fluoro-7-(methylthio)-1 9 

H-indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)-2
fluorocyclopropane-1-carboxamide9 

45 (15,2S)-N-(6-(7-(dimethylamino)-6-fluoro-5-(methylthio)-1 9 

H-indazol-4-yl)imidazo111,2-a]pyrazin-2-yl)
2-fluorocyclopropane- 1-carboxamide9 

(15,2S)-N-(6-(7-(dimethylamino)-6-fluoro-5-(trifluoromethyl)- 1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2

113 

9



WO2022/064458 PCT/1B20211058794 

y1)-2-fluorocyclopropane- 1-carboxamide; 
(1S,2S)-N-(6-(5-chloro-7-(cthyl(mcthyl)amino)-6-fluoro-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane- 1-carboxamide* 
(1S,2S)-N-(6-(7-(cthyl(mcthyl)amino)-6-fluoro-5-(trifluoromethyl)- 1H-indazol-4-yl)imidazo[1,2

5 a]pyrazin-2->4)-2-fluorocyclopropane-1-carboxanPdc 
(1S,2S)-N-(6-(5-ethyl-7-(ethyl(methyl)amino)-6-fluoro-1H-indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide* 
(1S,2S)-N-(6-(7-cthoxy-5-cthyl-6-fluoro-1H-indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide~ 
10 (1S,2S)-N-(6-(7-(cthyl(mcthyl)amino)-6-fluoro-5-methyl-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)

2-fluorocyclopropane-1-carboxamide'I 
(1S,2S)-N-(6-(7-(dimcthylamino)-6-fluoro-5-methyl-1 9 9 

H-indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)-2
fluorocyclopropane- 1-carboxamide* 

(1S,2S)-N-(6-(7-ethoxy-6-fluoro-5-methyl-1 9 

H-indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)-2
15 fluorocyclopropane-1-carboxamide9 

(1S,2S)-2-fluoro-N-(6-(6-fluoro-5-methyl-7-(trifluoromethyl)- 1H-indazol-4-yl)imidazoIll,2-a]pyrazin-2
9 

yl)cyclopropane-1-carboxanPde 
(1S,2S)-N-(6-(5-bromo-6,7-difluoro-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2-fluorocyclopropane

1-carboxamide; 
20 (1S,2S)-N-(6-(7-(ethyl(methyl)amino)-6-fluoro-5-(methylthio)-1 9 9 

yl)-2-fluorocyclopropane- 1-carboxamide; 
(1S,2S)-N-(6-(5-chloro-6,7-difluoro-1H-indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)-2-fluorocyclopropane

1-carboxamide; 
(1S,2S)-N-(6-(5-bromo-6-fluoro-1 H-indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)-2-fluorocyclopropane-1

25 carboxamide, 
(1S,2S)-2-fluoro-N-(6-(6-fluoro-5-(trifluoromethyl)-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2

9 

yl)cyclopropane-1-carboxamide 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(pyrrolidin-1-yl)-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane- 1-carboxamide 
30 (1S,2S)-N-(6-(5-chloro-6-fluoro-7-(piperidin-1-yl)-1 9 

H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropane- 1-carboxamide 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-((3-hydroxypropyl)amino)- 1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2
yl)-2-fluorocyclopropane- 1-carboxamide; 

H-indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)-2
35 fluorocyclopropane-1-carboxamide 

(1S,2S)-N-(6-(5-chloro-7-(cyclopropyl(methyl)amino)-6-fluoro-1 9 

H-indazol-4-yl)imidazo111,2-a]pyrazin
2-yl)-2-fluorocyclopropane-1-carboxamide 

(15,2S)-N-(6-(5-chloro-6-fluoro-7-(methylamino)-1 9 9 

H-indazol-4-yl)imidazo111,2-a]pyrazin-2-yl)-2
fluorocyclopropane- 1-carboxamide 

40 (15,2S)-N-(6-(5-chloro-6-fluoro-7-thiomorpholino-1 9 

H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropane- 1-carboxamide 

(15,2S)-N-(6-(5-chloro-6-fluoro-7-(isopropylamino)-1 9 9 

H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropane- 1-carboxamide 

(15,2S)-N-(6-(5-chloro-6-fluoro-7-(isopropyl(methyl)amino)-1 9 

H-indazol-4-yl)imidazo111,2-a]pyrazin-2
45 yl)-2-fluorocyclopropane-1-carboxamide; 

(15,2S)-N-(6-(5-chloro-6-fluoro-7-(prop-1-en-2-yl)- 1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropane- 1-carboxamide9 

(15,2S)-N-(6-(5-chloro-6-fluoro-7-isopropyl-1 9 9 

H-indazol-4-yl)imidazo111,2-a]pyrazin-2-yl)-2
fluorocyclopropane- 1-carboxamide 

50 (15,2S)-N-(6-(5-chloro-7-((1-cyanoethyl)amino)-6-fluoro-1 9 9 

H-indazol-4-yl)imidazo111,2-a]pyrazin-2-yl)
2-fluorocyclopropane-1-carboxamide 

(15,2S)-N-(6-(5-chloro-6-fluoro-7-(1H-pyrrol-1-yl)-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropane-1-carboxamide9 

114 

(1S,2S)-N-(6-(7-(azetidin-1-yl)-5-chloro-6-fluoro-1 9 9
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(1S,2S)-N-(6-(7-amino-5-chloro-6-fluoro-1H-indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)-2
fluorocyclopropane- 1-carboxamide* 

(1S,2S)-N-(6-(5-chloro-7-((cyanomethyl)amino)-6-fluoro-~ 0 0 

H-indazol-4-ylfimidazoIll,2-a]pyrazin-2-yl)
2-fluorocyclopropanc- 1-carboxamide~ 

5 (1S,2S)-N-(6-(7-((2H-tctrazol-2-yl)mcthyl)-5-chloro-6-fluoro-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2
y1)-2-fluorocyclopropane- 1-carboxamide; 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(2-hydroxypropan-2-yl)- 1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)
0 

2-fluorocyclopropanc-1-carboxamide'I 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-vinyl-1 0 

H-indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)-2
10 fluorocyclopropane-1-carboxamide0 

(1S,2S)-N-(6-(7-acctyl-5-chloro-6-fluoro-1H-indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)-2
fluorocyclopropanc- 1-carboxamidc* 

(1S,2S)-N-(6-(5-chloro-7-eyelopropyl-6-fluoro-~ 0 0 

H-indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)-2
fluorocyclopropane- 1-carboxamide* 

(1S,2S)-N-(6-(5-chloro-7-(2-cthoxypropan-2-yl)-6-fluoro-~ 0 0 

0 2-fluorocyclopropanc-1-carboxamide'I 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(2-methoxypropan-2-yl)- 1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2

y1)-2-fluorocyclopropane- 1-carboxamide; 
(1S,2S)-N-(6-(7-(tcrt-butylamino)-5-chloro-6-fluoro-~ 0 0 

H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2
20 fluorocyclopropane-1-carboxamide 

(1S,2S)-N-(6-(5-chloro-7-(cyclopropylamino)-6-fluoro-~ 0 0 

H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropane- 1-carboxamide 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(3-fluoropyrrolidin-1-yl)- 1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2
yl)-2-fluorocyclopropane- 1-carboxamide; 

25 (1S,2S)-N-(6-(5-chloro-6-fluoro-7-(1-methyl-1H-pyrrol-2-yl)-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2
yl)-2-fluorocyclopropane- 1-carboxamide; 

(1S,2S)-N-(6-(7-(1-(2H-tetrazol-2-yl)ethyl)-5-chloro-6-fluoro-1H-indazol-4-yl)imidazoIll,2-a]pyrazin-2
yl)-2-fluorocyclopropane- 1-carboxamide; 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(prop-1-yn-1-yl)- 1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2
30 fluorocyclopropane-1-carboxamide 

(1S,2S)-2-fluoro-N-(6-(6-fluoro-7-isopropyl-5-methyl-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2
0 

yl)cyclopropane-1-carboxamide 
(1S,2S)-2-fluoro-N-(6-(6-fluoro-5-methyl-7-(prop-1-en-2-yl)-1 0 H-indazol-4-yl)imidazoIll,2-a]pyrazin-2

yl)cyclopropane-1-carboxanPde 
35 (1R,2S)-N-(6-(5-chloro-6-fluoro-7-(isopropylantno)-1 0 

H-indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)-2
fluorocyclopropane- 1-carboxamide0 

(15,2R)-N-(6-(5-chloro-6-fluoro-7-(isopropylamino)-1 0 

H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropane- 1-carboxamide 

(1R,2R)-N-(6-(5-chloro-6-fluoro-7-(isopropylamino)-~ 0 

H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2
40 fluorocyclopropane-1-carboxamide 

(15,2S)-N-(6-(5-chloro-6-fluoro-7-propyl-1H-indazol-4-yl)imidazo[1,2-a] 0 

pyrazin-2-yl)-2
fluorocyclopropane- 1-carboxamide 

(15,2S)-N-(6-(5-chloro-6-fluoro-7-(2-methyl-1H-pyrrol-1-yl)-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2
yl)-2-fluorocyclopropane- 1-carboxamide; 

45 1-(5-chloro-6-fluoro-4-(2-((15,2S)-2-fluorocyclopropane-1-carboxamido)imidazo111,2-a]pyrazin-6-yl)
0 -7-yl)-NN-dimethyl-1H-pyrrole-3-carboxamide; 

(15,2S)-N-(6-(5-chloro-6-fluoro-7-(1-hydroxypropan-2-yl)-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)
2-fluorocyclopropane-1-carboxamide 

(15,2S)-N-(6-(5-chloro-6-fluoro-7-(1-methoxypropan-2-yl)-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2
50 yl)-2-fluorocyclopropane-1-carboxamide; 

(15,2S)-N-(6-(5-chloro-6-fluoro-7-(1-fluoropropan-2-yl)-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropane-1-carboxamide 

(15,2S)-N-(6-(5-chloro-6-fluoro-7-(isobutylamino)-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2
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0
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fluorocyclopropane- 1-carboxamide~ 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(propylamino)-1 9 9 

H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropane- 1-carboxamide* 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-((E)-prop-1-cn-1-yl)-1 9 

H-indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)-2
5 fluorocyclopropane-1-carboxamide9 

(1S,2S)-N-(6-(5-chloro-7-(ethylanPno)-6-fluoro-1 9 

H-indazol-4-yl)imidazo111,2-a]pyrazin-2-yl)-2
fluorocyclopropane- 1-carboxamide* 

(3R,4S)-4-mcthyltctrahydroftiran-3-yl (6-(5-chloro-7-(dimcthylamino)-6-fluoro-1H-indazol-4
yl)imidazo[1,2-a]pyrazin-2-yl)carbamate; 

10 (1S,2S)-N-(6-(5-chloro-7-(2-(dimcthylamino)-2-oxocthyl)-6-fluoro-1H-indazol-4-yl)imidazo[1,2
a]pyrazin-2-yl)-2-fluorocyclopropanc- 1-carboxanPdc* 

(1S,2S)-N-(6-(5-chloro-7-((2-(dimcthylanttino)-2-oxocthyl)thio)-6-fluoro-1H-indazol-4-yl)imidazo[1,2
a]pyrazin-2-yl)-2-fluorocyclopropane- 1-carboxamide9 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(1-fluoroethyl)-1 9 9 

H-indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)-2
15 fluorocyclopropane-1-carboxamide 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(3,3,3-trifluoroprop-1-cn-2-yl)-1 9 

H-indazol-4-yl)imidazoIll,2
a]pyrazin-2-yl)-2-fluorocyclopropane- 1-carboxamide~ 

(1S,2S)-2-fluoro-N-(6-(6-fluoro-7-(isopropylamino)-5-methyl-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2
9 

yl)cyclopropanc-1-carboxantdc 
20 (1S,2S)-N-(6-(5-chloro-6-fluoro-7-((methylamino)methyl)-1 9 H-indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)

9 

2-fluorocyclopropane-1-carboxamide'I 
(1S,2S)-N-(6-(5-chloro-7-((dimethylamino)methyl)-6-fluoro-1 9 

H-indazol-4-yl)imidazo[1,2-a]pyrazin-2
yl)-2-fluorocyclopropane- 1-carboxamide; 

(15,2S)-N-(6-(5-ethyl-6-fluoro-7-(prop-1-en-2-yl)-1 9 

H-indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)-2
25 fluorocyclopropane-1-carboxamide 

(15,2S)-N-(6-(5-ethyl-6-fluoro-79 1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropane- 1-carboxantde 

(15,2S)-N-(6-(5-ethyl-6-fluoro-7-(isopropylaniino)- 1H-indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)-2
fluorocyclopropane- 1-carboxamide 

30 (1S,2S)-N-(6-(5-chloro-6-fluoro-7-(1-methyl-1H-pyrrol-3-yl)-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2
yl)-2-fluorocyclopropane- 1-carboxamide; 

(15,2S)-N-(6-(5-chloro-6-fluoro-7-(1H-pyrrol-3-yl)-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropane- 1-carboxamide 

H-indazol-4-yl)imidazo[1,2-a]pyrazin
35 2-yl)-2-fluorocyclopropane-1-carboxantde 

H-indazol-4
(15,2S)-N-(6-(5-chloro-6-fluoro-7-((1-hydroxy-2-methylpropan-2-yl)amino)-1 9 

yl)imidazo111,2-a]pyrazin-2-yl)-2-fluorocyclopropane- 1-carboxamide 
(15,2S)-N-(6-(5-chloro-6-fluoro-7-pivaloyl- 1H-indazol-4-yl)imidazo111,2-a]pyrazin-2-yl)-2

fluorocyclopropane- 1-carboxamide 
40 (15,2S)-N-(6-(5-chloro-7-cyclopropoxy-6-fluoro-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane- 1-carboxamide 
4-methyltetrahydroftiran-3-yl (6-(5-chloro-6-fluoro-7-(methylthio)-1H-indazol-4-yl)imidazo111,2

a]pyrazin-2-yl)carbamate; 
(15,2S)-N-(6-(5-chloro-6-fluoro-7-((2-hydroxyethyl)amino)-1 9 9 

45 yl)-2-fluorocyclopropane-1-carboxamide; 
(15,2S)-N-(6-(5-chloro-7-(cyclobutylaniino)-6-fluoro-1H-indazol-4-yl)imidazo111,2-a]pyrazin-2-yl)-2

fluorocyclopropane- 1-carboxamide9 
(15,2S)-N-(6-(5-chloro-7-(cyclopentylanttino)-6-fluoro-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane- 1-carboxamide 
50 (15,2S)-N-(6-(5-chloro-6-fluoro-7-((2-methoxyethyl)amino)-1 9 

H-indazol-4-yl)imidazo[1,2-a]pyrazin-2
yl)-2-fluorocyclopropane- 1-carboxamide; 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(1,1,1-trifluoropropan-2-yl)- 9 9 

yl)-2-fluorocyclopropane- 1-carboxamide; 

116 

(15,2S)-N-(6-(5-chloro-6-fluoro-7-(1-methyl-1H-pyrazol-5-yl)-1 9 9
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(1S,2S)-N-(6-(5-chloro-6-fluoro-7-((1-hydroxypropan-2-yl)amino)- 1H-indazol-4-yl)imidazoIll,2
a]pyrazin-2-yl)-2-fluorocyclopropane- 1-carboxamide~ 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-((1-methoxypropan-2-yl)antdno)- 1H-indazol-4-yl)imidazoIll,2
a]pyrazin-2-yl)-2-fluorocyclopropanc- 1-carboxamidc~ 

5 (1S,2R,3S)-N-(6-(5-chloro-7-(dimcthylamino)-6-fluoro-1H-indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)-2
methyl-3-(1-methyl-1H-pyrazol-4-yl)cyclopropane-1-carboxamide'I 

(1S,2S,35)-N-(6-(5-chloro-7-(dimcthylamino)-6-fluoro-1 9 9 

mcthyl-3-(1-methyl-1H-pyrazol-4-yl)cyclopropanc-1-carboxamide'I 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(2-fluoropropan-2-yl)-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2

10 fluorocyclopropane-1-carboxamide9 
(1S,2S)-N-(6-(5-chloro-7-(cyclopent-1-en-1-yl)-6-fluoro-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide* 
(1S,2S)-N-(6-(7-((1H-imidazol-1-yl)methyl)-5-chloro-6-fluoro-1 9 9 

H-indazol-4-yl)imidazoIll,2-a]pyrazin
2-yl)-2-fluorocyclopropane-1-carboxanPde* 

15 (1S,2S)-N-(6-(5-chloro-6-fluoro-7-(morpholinoanPno)-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropane-1-carboxantde* 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-isopropoxy-1H-indazol-4-yl)imidazo111,2-a]pyrazin-2-yl)-2
fluorocyclopropane-1-carboxamide* 

(1S,2S)-N-(6-(7-(2-amino-2-oxoethyl)-5-chloro-6-fluoro-1H-indazol-4-yl)imidazo111,2-a]pyrazin-2-yl)-2
20 fluorocyclopropane-1-carboxamide9 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(2-methyiprop-1-en-1-yl)- 9 

1H-indazol-4-yl)imidazoIll,2-a]pyrazin-2
yl)-2-fluorocyclopropane-1-carboxamide; 

(1S,2S)-N-(6-(5-chloro-7-((2,2-difluoroethyl)amino)-6-fluoro-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2
yl)-2-fluorocyclopropane-1-carboxamide; 

25 (1S,2S)-N-(6-(7-(2-bromo-2-fluorocyclopropyl)-5-chloro-6-fluoro-1 9 

H-indazol-4-yl)imidazo[1,2
a]pyrazin-2-yl)-2-fluorocyclopropane-1-carboxamide9 

(1S,2S)-N-(6-(7-(allylamino)-5-chloro-6-fluoro- 9 

1H-indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)-2
fluorocyclopropane-1-carboxamide9 

(1S,2S)-N-(6-(5-chloro-7-cyclopentyl-6-fluoro-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2
30 fluorocyclopropane-1-carboxamide 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-((4-methylpiperazin-1-yl)amino)-1 9 

H-indazol-4-yl)imidazoIll,2
a]pyrazin-2-yl)-2-fluorocyclopropane-1-carboxamide9 

(15,2S)-N-(6-(5-chloro-6-fluoro-7-((2-fluoroethyl)amino)-1 9 

H-indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)

35 (15,2S)-N-(6-(5-chloro-7-((1,3-dihydroxy-2-methylpropan-2-yl)anttino)-6-fluoro-1H-indazol-4
yl)imidazo111,2-a]pyrazin-2-yl)-2-fluorocyclopropane-1-carboxamide9 

(15,2S)-2-fluoro-N-(6-(6-fluoro-7-isopropyl-1 9 9 

H-indazol-4-yl)imidazo111,2-a]pyrazin-2-yl)cyclopropane
1-carboxamide; 

(15,2S)-N-(6-(5-chloro-6-fluoro-7-((1-methyl-1H-pyrazol-5-yl)anPno)-1 9 

H-indazol-4-yl)imidazoIll,2
40 a]pyrazin-2-yl)-2-fluorocyclopropane-1-carboxamide9 

(15,2S)-N-(6-(5-chloro-6-fluoro-7-((4-hydroxybutan-2-yl)amino)-1 9 

H-indazol-4-yl)imidazo111,2
a]pyrazin-2-yl)-2-fluorocyclopropane-1-carboxamide9 

(15,2S)-2-fluoro-N-(6-(6-fluoro-7-isopropyl-5-(methylthio)-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2
9 

yl)cyclopropane-1-carboxamide 
45 (15,2R,3S)-N-(6-(5-chloro-6-fluoro-79 1 9 

H-indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)-2-methyl
3-(1-methyl-1H-pyrazol-4-yl)cyclopropane-1-carboxamide 

(1~,2~,35)-N-(6-(5-chloro-6-fluoro-7-isopropyl-1 9 

H-indazol-4-yl)imidazo111,2-a]pyrazin-2-yl)-2-methyl
3-(1-methyl-1H-pyrazol-4-yl)cyclopropane-1-carboxamide 

(15,2S)-N-(6-(7-((1H-pyrrol-1-yl)methyl)-5-chloro-6-fluoro-1 9 9 

H-indazol-4-yl)imidazoIll,2-a]pyrazin-2
50 yl)-2-fluorocyclopropane-1-carboxamide; 

(15,2S)-N-(6-(7-((1H-pyrazol-1-yl)methyl)-5-chloro-6-fluoro-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2
yl)-2-fluorocyclopropane-1-carboxamide; 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(2,2,2-trifluoro-1-hydroxyethyl)-1H-indazol-4-yl)imidazo[1,2
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a]pyrazin-2-yl)-2-fluorocyclopropane- 1-carboxamide~ 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(pyrrolidin-1-yl)-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane- 1-carboxamide* 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(3-hydroxypyrrolidin-1-yl)- 1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2

5 y1 )-2-fluorocyclopropane-1-carboxamido; 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-((R)-3-hydroxypyrrolidin-1-yl)-1 4 

H-indazol-4-yl)imidazoIll,2
a]pyrazin-2-yl)-2-fluorocyclopropane- 1-carboxamide4 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(3-oxocyclopcnt-1-en-1-yl)-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2
yl)-2-fluorocyclopropane- 1-carboxamide; 

10 (1S,2S)-N-(6-(5-chloro-6-fluoro-7-(1-methoxycthyl)- 4 

1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropanc- 1-carboxantdc* 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(1-(N-mcthylacctamido)cthyl)- 9 

1H-indazol-4-yl)imidazo[1,2
a]pyrazin-2-yl)-2-fluorocyclopropane- 1-carboxamide4 

(1S,2S)-N-(6-(5-chloro-7-(cyclopropyl(hydroxy)methyl)-6-fluoro-1 4 

H-indazol-4-yl)imidazo111,2
15 a]pyrazin-2-yl)-2-fluorocyclopropanc-1-carboxamidc4 

(1S,2S)-N-(6-(7-((1H-pyrazol-5-yl)antno)-5-chloro-6-fluoro-1 4 

H-indazol-4-yl)imidazoIll,2-a]pyrazin-2
yl)-2-fluorocyclopropane- 1-carboxamide; 

(1R,2R)-N-(6-(5-chloro-6-fluoro-7-isopropyl-1 9 

H-indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)-2
fluorocyclopropanc- 1-carboxantdc* 

20 (1S,2R)-N-(6-(5-chloro-6-fluoro-7-isopropyl-1 9 

H-indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)-2
fluorocyclopropane- 1-carboxamide* 

(1R,2S)-N-(6-(5-chloro-6-fluoro-7-isopropyl-1 4 

H-indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)-2
fluorocyclopropanc- 1-carboxamidc* 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(mcthyl(1H-pyrazol-5-yl)amino)-1 9 

H-indazol-4-yl)imidazoIll,2
25 a]pyrazin-2-yl)-2-fluorocyclopropane-1-carboxanPde4 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(mcthyl(1-((2-(trimcthylsilyl)cthoxy)mcthyl)- 1H-pyrazol-5
4 

yl)amino)- 1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2-fluorocyclopropane- 1~carboxanA1idc; 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(methyl(1-methyl- 1H-pyrazol-5-yl)amino)-1H-indazol-4

yl)imidazo111,2-a]pyrazin-2-yl)-2-fluorocyclopropane- 1-carboxamide* 
30 (1S,2S)-N-(6-(5-chloro-6-fluoro-7-isobutyryl-1 4 

H-indazol-4-yl)imidazo111,2-a]pyrazin-2-yl)-2
fluorocyclopropane- 1-carboxamide* 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(1-hydroxy-2-methyipropyl)-1 4 

H-indazol-4-yl)imidazo[1,2-a]pyrazin
2-yl)-2-fluorocyclopropane-1-carboxanPde* 

35 yl)imidazo1,2-a]pyrazin-2-yl)-2-fluorocyclopropane-1-carboxamide9 
(15,2S)-N-(6-(5-chloro-6-fluoro-7-((2-methyl-1H-imidazol-1-yl)methyl)- 1H-indazol-4-yl)imidazo[1,2

a]pyrazin-2-yl)-2-fluorocyclopropane- 1-carboxamide4 
(15,2S)-N-(6-(5-chloro-6-fluoro-7-(1-hydroxycyclopentyl)- 1H-indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)

2-fluorocyclopropane- 1-carboxamide9 
40 (15,2S)-2-fluoro-N-(6-(6-fluoro-7-isopropyl-5-(trifluoromethyl)- 1H-indazol-4-yl)imidazo[1,2-a]pyrazin

2-yl)cyclopropane-1-carboxanPde9 (1S,2S)-N-(6-(5-chloro-7-(1,1 
-difluoropropan-2-yl)-6-fluoro-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2

yl)-2-fluorocyclopropane- 1-carboxamide; 
(15,2S)-N-(6-(5-chloro-6-fluoro-7-isobutyl-1H-indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)-2

45 fluorocyclopropane-1-carboxamide9 
(15,2S)-N-(6-(5-chloro-6-fluoro-7-(1-methoxy-2-methylpropyl)-1H-indazol-4-yl)imidazo111,2-a]pyrazin

2-yl)-2-fluorocyclopropane-1-carboxanPde4 
(15,2S)-N-(6-(5-chloro-6-fluoro-7-(1-fluoro-2-methylpropyl)- 1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2

yl)-2-fluorocyclopropane- 1-carboxamide; 
50 (15,2S)-N-(6-(5-chloro-6-fluoro-7-((4-methoxybutan-2-yl)amino)- 9 

1H-indazol-4-yl)imidazo[1,2
a]pyrazin-2-yl)-2-fluorocyclopropane- 1-carboxamide4 

(15,2S)-N-(6-(5-chloro-6-fluoro-7-((3-fluorocyclobutyl)amino)-1 4 

H-indazol-4-yl)imidazo111,2-a]pyrazin
2-yl)-2-fluorocyclopropane-1-carboxamide9 
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(1S,2S)-N-(6-(5-chloro-7-(cyclopropyl(methoxy)methyl)-6-fluoro-1 9 

H-indazol-4-yl)imidazoIll,2
a]pyrazin-2-yl)-2-fluorocyclopropane- 1-carboxamide~ 

(1S,2S)-N-(6-(7-((E)-but-2-en-2-yl)-5-chloro-6-fluoro-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropanc- 1-carboxamidc* 

5 (1S,2S)-N-(6-(7-(but-3-cn-2-yl)-5-chloro-6-fluoro-1 9 

H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropane- 1-carboxamide* 

(1S,2S)-N-(6-(7-(scc-butylamino)-5-chloro-6-fluoro-1 9 9 

H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropanc- 1-carboxantdc* 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-((2-methyl-1H-pyrrol-1-yl)methyl)-1H-indazol-4-yl)imidazo[1,2
10 a]pyrazin-2-yl)-2-fluorocyclopropane-1-carboxamide9 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-((4-mcthyl-1H-imidazol-1-yl)mcthyl)- 1H-indazol-4-yl)imidazo[1,2
a]pyrazin-2-yl)-2-fluorocyclopropanc- 1-carboxamidc9 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-((4-mcthyl-1H-pyrazol-1-yl)mcthyl)-1 9 

H-indazol-4-yl)imidazoIll,2
a]pyrazin-2-yl)-2-fluorocyclopropane- 1-carboxanPde 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-((S)-3-hydroxypyrrolidin-1 9 

-yl)-1H-indazol-4-yl)imidazo[1,2
a]pyrazin-2-yl)-2-fluorocyclopropanc- 1-carboxanPdc 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(2-hydroxycyclopentyl)- 1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)
2-fluorocyclopropane- 1-carboxamide 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-((tctrahydrofuran-3-yl)amino)- 1H-indazol-4-yl)imidazo[1,2
20 a]pyrazin-2-yl)-2-fluorocyclopropane-1-carboxamide 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(2-methoxycyclopentyl)- 1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2
y1 )-2-fluorocyclopropane- 1-carboxamide; 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(((1S,3S)-3-hydroxycyclopcntyl)aniino)-1H-indazol-4
yl)imidazo111,2-a]pyrazin-2-yl)-2-fluorocyclopropane- 1-carboxamide 

25 (1S,2S)-N-(6-(5-chloro-7-(1-(dimethylamino)-1-oxopropan-2-yl)-6-fluoro- 9 

1H-indazol-4-yl)imidazo[1,2
a]pyrazin-2-yl)-2-fluorocyclopropane- 1-carboxamide9 

(1S,2S)-N-(6-(7-((R)-1-(2H-tetrazol-2-yl)cthyl)-5-chloro-6-fluoro-1 9 

H-indazol-4-yl)imidazoIll,2
a]pyrazin-2-yl)-2-fluorocyclopropane- 1-carboxamide~ 

(1S,2S)-N-(6-(7-((5)-1-(2H-tetrazol-2-yl)cthyl)-5-chloro-6-fluoro-1 9 

H-indazol-4-yl)imidazo[1,2
30 a]pyrazin-2-yl)-2-fluorocyclopropane-1-carboxanPde 

(1S,2S)-N-(6-(5-chloro-7-(1-cyanoethyl)-6-fluoro-1 9 9 

H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropane-1-carboxamide 

(15,2S)-N-(6-(7-((R)-1-(1H-tetrazol-1-yl)ethyl)-5-chloro-6-fluoro-1 9 

H-indazol-4-yl)imidazoIll,2

35 (1S,2S)-N-(6-(7-((S)-1-(1H-tetrazol-1-yl)ethyl)-5-chloro-6-fluoro- 9 

1H-indazol-4-yl)imidazo[1,2
a]pyrazin-2-yl)-2-fluorocyclopropane-1-carboxamide~ 

(15,2S)-N-(6-(7-(1-amino-1-oxopropan-2-yl)-5-chloro-6-fluoro-1 9 

H-indazol-4-yl)imidazo111,2-a]pyrazin
2-yl)-2-fluorocyclopropane-1-carboxantde 

(15,2S)-N-(6-(5-chloro-6-fluoro-7-((1-fluoropropan-2-yl)anttino)-1H-indazol-4-yl)imidazo[1,2-a]pyrazin
40 2-yl)-2-fluorocyclopropane-1-carboxamide 

(15,2S)-N-(6-(5-chloro-6-fluoro-7-(furan-2-yl)-1 9 9 

H-indazol-4-yl)imidazo111,2-a]pyrazin-2-yl)-2
fluorocyclopropane-1-carboxamide 

(15,2S)-N-(6-(5-chloro-6-fluoro-7-(isoxazol-4-yl)-1 9 9 

H-indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)-2
fluorocyclopropane-1-carboxamide9 

45 (15,2S)-N-(6-(5-chloro-6-fluoro-7-(((1R,3S)-3-hydroxycyclopentyl)anttino)-1H-indazol-4
yl)imidazo111,2-a]pyrazin-2-yl)-2-fluorocyclopropane-1-carboxamide 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(3-hydroxycyclopent-1-en-1-yl)-1H-indazol-4-yl)imidazo[1,2
a]pyrazin-2-yl)-2-fluorocyclopropane-1-carboxamide9 

(15,2S)-N-(6-(5-chloro-6-fluoro-7-((3-methyl-1H-pyrazol-1-yl)methyl)-1 9 

H-indazol-4-yl)imidazoIll,2
50 a]pyrazin-2-yl)-2-fluorocyclopropane-1-carboxamide9 

(15,2S)-N-(6-(5-chloro-6-fluoro-7-(2,2,2-trifluoro-1-methoxyethyl)-1H-indazol-4-yl)imidazo[1,2
a]pyrazin-2-yl)-2-fluorocyclopropane-1-carboxamide 

(15,2S)-N-(6-(5-chloro-6-fluoro-7-(methyl(tetrahydroftiran-3-yl)amino)-1H-indazol-4-yl)imidazo[1,2
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a]pyrazin-2-yl)-2-fluorocyclopropane-1-carboxamide9
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a]pyrazin-2-yl)-2-fluorocyclopropane-1-carboxamide~ 
(1S,2S)-N-(6-(7-(1-(2H-1,2,3-triazol-2-yl)cthyl)-5-chloro-6-fluoro-1H-indazol-4-yl)imidazo[1,2

a]pyrazin-2-yl)-2-fluorocyclopropane-1-carboxanPde* 
(1S,2S)-N-(6-(7-(1-(1H-1,2,4-triazol-1-yl)cthyl)-5-chloro-6-fluoro-1H-indazol-4-yl)imidazo[1,2

5 a]pyrazin-2->4)-2-fluorocyclopropane-1-carboxanPdc 
(1S,2S)-N-(6-(5-chloro-7-((35,4S)-3,4-dihydroxypyrrolidin-1-yl)-6-fluoro- 0 

1H-indazol-4-yl)imidazoIll,2
a]pyrazin-2-yl)-2-fluorocyclopropane-1-carboxamide~ 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(3-mcthoxypyrrolidin-1-yl)-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2

yl)-2-fluorocyclopropane-1-carboxamide; 
10 (1S,2S)-N-(6-(5-chloro-6-fluoro-7-((R)-3-methoxypyrrolidin-1-yl)-1H-indazol-4-yl)imidazo[1,2

a]pyrazin-2-yl)-2-fluorocyclopropanc-1-carboxamidc* 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-((S)-3-mcthoxypyrrolidin-1 9 

-yl)-1H-indazol-4-yl)imidazo[1,2
a]pyrazin-2->4)-2-fluorocyclopropane-1-carboxamide~ 

(1S,2S)-N-(6-(5-chloro-7-((1-cyclopropylethyl)anPno)-6-fluoro-~ 0 

H-indazol-4-yl)imidazoIll,2-a]pyrazin
15 2-yl)-2-fluorocyclopropanc-1-carboxanPdc0 

(1S,2S)-N-(6-(5-chloro-7-((3,3-difluorocyclobutyl)amino)-6-fluoro-1H-indazol-4-yl)imidazo[1,2

a]pyrazin-2-yl)-2-fluorocyclopropane-1-carboxamide0 
(1R,2S)-N-(6-(5-chloro-7-(cyclopropyl(mcthyl)amino)-6-fluoro-~ 0 

H-indazol-4-yl)imidazoIll,2-a]pyrazin
2-yl)-2-fluorocyclopropanc-1-carboxantdc* 

20 (1S,2S)-N-(6-(5-chloro-6-fluoro-7-(1-hydroxyprop-2-yn-1-yl)-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2

yl)-2-fluorocyclopropane-1-carboxamido; 
(1S,2S)-N-(6-(7-(1-acetanPdoethyl)-5-chloro-6-fluoro-1H-indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)-2

fluorocyclopropanc-1-carboxamidc* 
(1S,2S)-N-(6-(5-chloro-7-(2-cyanopropan-2-yl)-6-fluoro-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2

25 fluorocyclopropane-1-carboxamide0 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(5 

-mcthylftiran-2-yl)-2H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropane-1-carboxantdc* 

(1S,2S)-2-fluoro-N-(6-(6-fluoro-5-(methylthio)-7-(prop-1-en-2-yl)-1H-indazol-4-yl)imidazoIll,2

a]pyrazin-2-yl)cyclopropane-1-carboxamide9 
30 (1S,2S)-N-(6-(7-((E)-buta-1,3-dien-1-yl)-5-chloro-6-fluoro-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)

2-fluorocyclopropane-1-carboxamide9 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-((5)-1,1,1-trifluoropropan-2-yl)-1H-indazol-4-yl)imidazo[1,2

a]pyrazin-2-yl)-2-fluorocyclopropane-1-carboxanPde9 

35 a]pyrazin-2-yl)-2-fluorocyclopropane-1-carboxamide9 
(1S,2S)-N-(6-(5-chloro-7-((cyclopropylmethyl)amino)-6-fluoro-~ 0 

H-indazol-4-yl)imidazo111,2-a]pyrazin
2-yl)-2-fluorocyclopropane-1-carboxamide9 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-((R)-1-mcthoxypropan-2-yl)-1 0 

H-indazol-4-yl)imidazo[1,2-a]pyrazin
2-yl)-2-fluorocyclopropane-1-carboxanPdc9 

40 (1S,2S)-N-(6-(5-chloro-6-fluoro-7-((5)-1-mcthoxypropan-2-yl)-1 0 

H-indazol-4-yl)imidazo111,2-a]pyrazin
2-yl)-2-fluorocyclopropane-1-carboxanPde9 

(1S,2S)-N-(6-(5-chloro-7-(1-ethoxy-2,2,2-trifluoroethyl)-6-fluoro-~ 0 

H-indazol-4-yl)imidazoIll,2
a]pyrazin-2-yl)-2-fluorocyclopropane-1-carboxamide0 

(15,2S)-N-(6-(5-chloro-6-fluoro-7-(1,2,2,2-tetrafluoroethyl)-1 0 0 

45 yl)-2-fluorocyclopropane-1-carboxamide; 
(15,2S)-N-(6-(5-chloro-7-((35,4S)-3,4-dimethoxypyrrolidin-1-yl)-6-fluoro-1H-indazol-4-yl)imidazoIll,2

a]pyrazin-2-yl)-2-fluorocyclopropane-1-carboxamide0 
(15,2S)-N-(6-(5-chloro-6-fluoro-7-(furan-3-yl)-1 0 0 

H-indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)-2
fluorocyclopropane-1-carboxamide9 

50 (15,2S)-N-(6-(5-chloro-6-fluoro-7-(propa-1,2-dien-1-yl)-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide9 
(15,2R)-N-(6-(5-chloro-7-(cyclopropyl(methyl)amino)-6-fluoro-~ 0 

H-indazol-4-yl)imidazoIll,2-a]pyrazin
2-yl)-2-fluorocyclopropane-1-carboxamide9 
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(1R,2R)-N-(6-(5-chloro-7-(cyclopropyl(methyl)amino)-6-fluoro-1H-indazol-4-yl)imidazo[1,2-a]pyrazin
2-yl)-2-fluorocyclopropanc-1-carboxanPdc* 

H-indazol-4
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(hydroxy(tetrahydro-2H-pyran-3-yl)methyl)-1 0 

y1 )imidazoIll,2-a]pyrazin-2-yl)-2-fluorocyclopropane- 1-carboxamidc* 
5 (1S,2S)-2-fluoro-N-(6-(6-fluoro-7-(isopropylamino)-5-(mcthylthio)-1H-indazol-4-yl)imidazo[1,2

a]pyrazin-2-yl)cyclopropane- 1-carboxamide* 
(1S,2S)-N-(6-(5-chloro-7-(5,6-dihydro-14-dioxin-2-yl)-6-fluoro-1H-indazol-4-yl)imidazo[1,2-a]pyrazin

2-yl)-2-fluorocyclopropanc-1-carboxantdc* 
(1S,2S)-N-(6-(7-(1-(1H-pyrazol-1-yl)ethyl)-5-chloro-6-fluoro-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2

10 y1)-2-fluorocyclopropane-1-carboxamide; 
H-indazol-4

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(((1R,3S)-3-hydroxycyclopcntyl)(mcthyl)amino)-~ 0 

y1 )imidazo111,2-a]pyrazin-2-yl)-2-fluorocyclopropane-1-carboxamidc* 
(1S,2S)-2-fluoro-N-(6-(6-fluoro-7-(prop-1-cn-2-yl)-5-(trifluoromothyl)-1 0 

H-indazol-4-yl)imidazo111,2
a]pyrazin-2-yl)cyclopropane-1-carboxamide* 

5 (1S,2S)-N-(6-(5-chloro-6-fluoro-7-(5-mcthylftiran-3-yl)- 0 

1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropanc-1~carboxanA1idc.  

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(3-hydroxyprop-1-yn-1-yl)-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2
y1)-2-fluorocyclopropane-1-carboxamide; 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(prop-2-yn-1-ylamino)- 0 

1H-indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)
20 2-fluorocyclopropane-1-carboxamide0 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(tctrahydrofuran-2-yl)-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)
0 

2-fluorocyclopropane-1-carboxamide'I 
(1S,2S)-N-(6-(5-chloro-7-((1,1-difluoropropan-2-yl)amino)-6-fluoro-~ 0 

H-indazol-4-yl)imidazo111,2
a]pyrazin-2-yl)-2-fluorocyclopropane-1-carboxanPde0 

25 (1S,2S)-N-(6-(5-chloro-6-fluoro-7-(4-hydroxytetrahydroftiran-2-yl)-1H-indazol-4-yl)imidazo111,2

a]pyrazin-2-yl)-2-fluorocyclopropane-1-carboxamide0 
(1S,2S)-N-(6-(5-chloro-7-(3,3-dimethylazetidin-1-yl)-6-fluoro-1H-indazol-4-yl)imidazoIll,2-a]pyrazin-2

yl)-2-fluorocyclopropane-1-carboxamide; 
(1S,2S)-N-(6-(5-chloro-7-((3-chloro-2,2-dimethylpropyl)amino)-6-fluoro-~ 0 

H-indazol-4-yl)imidazo111,2
30 a]pyrazin-2-yl)-2-fluorocyclopropane-1-carboxanPde 

(15,2S)-N-(6-(5-chloro-6-fluoro-7-(1-(4-methyl-1H-pyrazol-1-yl)ethyl)- 0 

1H-indazol-4-yl)imidazo[1,2
a]pyrazin-2-yl)-2-fluorocyclopropane-1-carboxanPde0 

(15,2S)-N-(6-(5-chloro-6-fluoro-7-(1-(5-methyl-1H-pyrazol-1-yl)ethyl)- 0 

1H-indazol-4-yl)imidazo[1,2
35 (15,2S)-N-(6-(5-chloro-6-fluoro-7-(1-(3-methyl-1H-pyrazol-1-yl)ethyl)- 0 

1H-indazol-4-yl)imidazo[1,2
a]pyrazin-2-yl)-2-fluorocyclopropane-1-carboxamide0 

(15,2S)-N-(6-(5-chloro-7-(3,3-difluoroazetidin-1-yl)-6-fluoro-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2
yl)-2-fluorocyclopropane-1-carboxamide; 

(15,2S)-N-(6-(5-chloro-7-(cyanomethyl)-6-fluoro-~ 0 0 

H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2
40 fluorocyclopropane-1-carboxamide 

(15,2S)-N-(6-(5-chloro-6-fluoro-7-(3-methoxyprop-1-yn-1-yl)-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2
yl)-2-fluorocyclopropane-1-carboxamide; 

(15,2S)-N-(6-(5-chloro-7-(2,5-dihydrofuran-2-yl)-6-fluoro-~ 0 

H-indazol-4-yl)imidazo111,2-a]pyrazin-2-yl)
0 2-fluorocyclopropane-1-carboxamide'I 

45 (15,2S)-N-(6-(5-chloro-6-fluoro-7-(1-propionamidoethyl)-1 0 

H-indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)
0 2-fluorocyclopropane-1-carboxamide'I 

(1R,2S)-N-(6-(5-chloro-6-fluoro-7-(3-hydroxypropanamido)-1 0 

H-indazol-4-yl)imidazo111,2-a]pyrazin-2
yl)-2-fluorocyclopropane-1-carboxamide; 

(15,2S)-N-(6-(5-chloro-6-fluoro-7-(1-formamidoethyl)- 0 0 

50 fluorocyclopropane-1-carboxamide 
(15,2S)-N-(6-(5-chloro-6-fluoro-7-((E)-4-hydroxybut-1-en-1-yl)-1H-indazol-4-yl)imidazo[1,2-a]pyrazin

2-yl)-2-fluorocyclopropane-1-carboxanPde 
(15,2S)-N-(6-(5-chloro-6-fluoro-7-(3-methylbut-1-en-2-yl)-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)
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a]pyrazin-2-yl)-2-fluorocyclopropane-1-carboxamide0
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2-fluorocyclopropane-1-carboxamide'I 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(3-mcthylbut-2-cn-2-yl)-1H-.indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)

2-fluorocyclopropane-1-carboxamide'I 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(3-(trimethylsilyl)prop-2-yn-1-yl)-1 9 

H-indazol-4-yl)imidazoIll,2
5 a]pyrazin-2-yl)-2-fluorocyclopropane-1-carboxamide1formicacid9 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(1-hydroxy-3-(trimethylsilyl)prop-2-yn-1-yl)-1H-indazol-4
y1 )imidazo111,2-a]pyrazin-2-yl)-2-fluorocyclopropane-1-carboxamide* 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-((3-hydroxybutan-2-yl)antno)-1 9 

H-indazol-4-yl)imidazo111,2
a]pyrazin-2-yl)-2-fluorocyclopropane-1-carboxamide~ 

10 (1S,2S)-N-(6-(5-chloro-7-(5,5-dimethyltetrahydrofuran-3-yl)-6-fluoro-1H-indazol-4-yl)imidazo[1,2
a]pyrazin-2-yl)-2-fluorocyclopropane-1-carboxamide* 

(1S,2S)-N-(6-(7-(1-(1H-imidazol-1-yl)ethyl)-5-chloro-6-fluoro-1 9 9 

H-indazol-4-yl)imidazo[1,2-a]pyrazin
2-yl)-2-fluorocyclopropane-1-carboxamide* 

(15,2S)-N-(6-(5-chloro-6-fluoro-7-(1-(2-methyl-1 H-imidazol-1-yl)ethyl)-1H-indazol-4-yl)imidazoIll,2
15 a]pyrazin-2-yl)-2-fluorocyclopropane-1-carboxamide9 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-((E)-3-(triethylsilyl)prop-1-en-1-yl)-1 9 

H-indazol-4-yl)imidazoIll,2
a]pyrazin-2-yl)-2-fluorocyclopropane-1-carboxamide~ 

(1S,2S)-N-(6-(5-chloro-7-((1,1-difluoropropan-2-yl)(methyl)amino)-6-fluoro-1H-indazol-4

yl)imidazo111,2-a]pyrazin-2-yl)-2-fluorocyclopropane-1-carboxamide* 
20 (1S,2S)-N-(6-(7-(sec-butyl)-5-chloro-6-fluoro-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide 
(1S,2S)-N-(6-(5-chloro-7-(1,4-dioxan-2-yl)-6-fluoro-1 9 9 

H-indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)-2
fluorocyclopropane-1-carboxamide 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(tetrahydro-2H-pyran-3-yl)-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2

25 yl)-2-fluorocyclopropane-1-carboxamide; 
(15,2S)-N-(6-(5-chloro-6-fluoro-7-(1-(4-methyl-1 9 

H-imidazol-1-yl)ethyl)-1H-indazol-4-yl)imidazo[1,2
a]pyrazin-2-yl)-2-fluorocyclopropane-1-carboxamide 

(1S,2S)-N-(6-(5-chloro-7-(cyanofluoromethyl)-6-fluoro-1 9 

H-indazol-4-yl)imidazo111,2-a]pyrazin-2-yl)-2
fluorocyclopropane-1-carboxamide 

30 (1S,2S)-N-(6-(7-(acetamido(cyano)methyl)-5-chloro-6-fluoro-1H-indazol-4-yl)imidazo111,2-a]pyrazin-2

yl)-2-fluorocyclopropane-1-carboxamide; 
H-indazol-4

(1S,2S)-N-(6-(5-chloro-7-(6,6-difluoro-2-azaspiro[3.3]heptan-2-yl)-6-fluoro-1 9 

yl)imidazo111,2-a]pyrazin-2-yl)-2-fluorocyclopropane-1-carboxamide 

35 a]pyrazin-2-yl)-2-fluorocyclopropane-1-carboxamide 
(1S,2S)-N-(6-(5-chloro-7-(1,1-difluoroprop-1-en-2-yl)-6-fluoro- 9 

1H-indazol-4-yl)imidazo[1,2-a]pyrazin
2-yl)-2-fluorocyclopropane-1-carboxamide 

(15,2S)-N-(6-(5-chloro-7-((1S,2R)-1,2-dihydroxypropyl)-6-fluoro-1 9 

H-indazol-4-yl)imidazo111,2
a]pyrazin-2-yl)-2-fluorocyclopropane-1-carboxamide9 

40 (15,2S)-N-(6-(5-chloro-6-fluoro-7-(prop-2-yn-1-yl)-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide 
(15,2S)-N-(6-(5-chloro-6-fluoro-7-(3-methylbutan-2-yl)-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide 
(15,2S)-N-(6-(5-chloro-6-fluoro-7-(3-methylbut-2-en-2-yl)-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)

45 2-fluorocyclopropane-1-carboxamide 
(15,2S)-N-(6-(7-(acetamidomethyl)-5-chloro-6-fluoro-1H-indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide9 
(15,2S)-N-(6-(5-chloro-6-fluoro-7-formyl-1 9 9 

H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropane-1-carboxamide 

50 ethyl5-chloro-6-fluoro-4-(2-((15,2S)-2-fluorocyclopropane-1-carboxamido)imidazoIll,2-a]pyrazin-6-yl)
1 9 -7-carboxylate9 

(15,2S)-N-(6-(5-chloro-6-fluoro-7-(((2R,3R)-3-methoxybutan-2-yl)(methyl)amino)-1H-indazol-4

yl)imidazo111,2-a]pyrazin-2-yl)-2-fluorocyclopropane-1-carboxamide9 

122 

(15,2S)-N-(6-(5-chloro-6-fluoro-7-(1-(methylsulfonamido)ethyl)-1H-indazol-4-yl)imidazo[1,2-
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(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(((2R,3S)-3-methoxybutan-2-yl)(methyl)anfino)- 1H-indazol-4
y1 )imidazoIll,2-a]pyrazin-2-yl)-2-fluorocyclopropane- 1-carboxamide* 

(1S,2S)-N-(6-(5-chloro-7-(1-((1 4 

-cyanocyclopropyl)amino)ethyl)-6-fluoro-1H-indazol-4-yl)imidazo[1,2
a]pyrazin-2-yl)-2-fluorocyclopropanc-1-carboxamidc4 

5 2-(5-chloro-6-fluoro-4-(2-((1S,2S)-2-fluorocyclopropanc-1-carboxamido)imidazo111,2-a]pyrazin-6-yl)
4 

1H-indazol-7-yl)ethylacetate* 
(9H-fluorcn-9-yl)methyl(5-chloro-6-fluoro-4-(2-((1S,2S)-2-fluorocyclopropane-1

4 

carboxamido)imidazo[1,2-a]pyrazin-6-yl)-1H-indazol-7-yl)carbamatc; 
(1S,2S)-N-(6-(5-chloro-7-(difluoromethyl)-6-fluoro-1H-indazol-4-yl)imidazo111,2-a]pyrazin-2-yl)-2

10 fluorocyclopropane-1-carboxamide4 
(1S,2S)-N-(6-(5-chloro-7-(cyano(hydroxy)methyl)-6-fluoro-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2

y1)-2-fluorocyclopropane-1-carboxamide; 
N-(1-(5-chloro-6-fluoro-4-(2-((1S,2S)-2-fluorocyclopropane-1-carboxamido)imidazo[1,2-a]pyrazin-6

y1)-1H-indazol-7-yl)ethyl)cyclobutanecarboxanPde* 
15 (1S,2S)-N-(6-(5-chloro-6-fluoro-7-(2-fluorocyclopropyl)-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxantde* 
(1S,2S)-2-fluoro-N-(6-(6-fluoro-7-(isopropylamino)-5-(trifluoromethyl)-1H-indazol-4-yl)imidazo111,2

a]pyrazin-2-yl)cyclopropane-1-carboxamide~ 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(tetrahydrofuran-3-yl)-1H-indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)

20 2-fluorocyclopropane-1-carboxamide 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(1-(2,2,2-trifluoroacetamido)ethyl)-1H-indazol-4-yl)imidazo[1,2

a]pyrazin-2-yl)-2-fluorocyclopropane-1-carboxanPde* 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-((methylthio)methyl)-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide* 
25 (1S,2S)-N-(6-(5-chloro-6-fluoro-7-(1-(methylthio)ethyl)-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide* 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-((methylsulfinyl)methyl)-1H-indazol-4-yl)imidazo[1,2-a] 4 

y1 )-2-fluorocyclopropane-1-carboxamide; 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-((methylsulfonyl)methyl)-1 4 

H-indazol-4-yl)imidazo[1,2-a]pyrazin-2
30 y1 )-2-fluorocyclopropane-1-carboxamide; 

(1S,2S)-N-(6-(5-chloro-7-(1,3-dimethylureido)-6-fluoro-1 4 

H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropane-1-carboxamide* 

(1S,2S)-N-(6-(5-chloro-7-((15,2k)-1,2-dimethoxypropyl)-6-fluoro-1H-indazol-4-yl)imidazo[1,2

35 (1S,2S)-N-(6-(5-chloro-7-(1-(2,2-difluoroacetanPdo)ethyl)-6-fluoro-1H-indazol-4-yl)imidazoIll,2
a]pyrazin-2-yl)-2-fluorocyclopropane-1-carboxamide4 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(2-methyl-1 4 

H-imidazol-5-yl)-1H-indazol-4-yl)imidazo[1,2-a]pyrazin
2-yl)-2-fluorocyclopropane-1-carboxantde* 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(1-(methylsulfonyl)ethyl)-1 4 

H-indazol-4-yl)imidazo111,2-a]pyrazin-2
40 yl)-2-fluorocyclopropane-1-carboxamide; 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(1-(methylsulfinyl)ethyl)-1 4 4 

yl)-2-fluorocyclopropane-1-carboxamide; 
(1S,2S)-N-(6-(5-chloro-7-(1-(ethylamino)-1-oxopropan-2-yl)-6-fluoro-1H-indazol-4-yl)imidazo[1,2

a]pyrazin-2-yl)-2-fluorocyclopropane-1-carboxamide4 
H-indazol-4

45 (1S,2S)-N-(6-(5-chloro-7-(cyano(2,2,2-trifluoroacetamido)methyl)-6-fluoro-1 4 

yl)imidazo111,2-a]pyrazin-2-yl)-2-fluorocyclopropane-1-carboxamide* 
methyl2-(5-chloro-6-fluoro-4-(2-((15,25)-2-fluorocyclopropane-1-carboxamido)imidazo111,2-a]pyrazin

6-yl)-1 H-indazol-7-yl)-3-(cyclobutylamino)-3-oxopropanoate; 
(15,2S)-N-((5-chloro-6-fluoro-4-(2-((15,25)-2-fluorocyclopropane-1-carboxamido)imidazo111,2

50 a]pyrazin-6-yl)-1 H-indazol-7-yl)(cyano)methyl)-2-fluorocyclopropane-1-carboxamide4 
(15,2S)-N-(6-(5-chloro-7-(cyano(cyclopropanecarboxamido)methyl)-6-fluoro-1H-indazol-4

yl)imidazo111,2-a]pyrazin-2-yl)-2-fluorocyclopropane-1-carboxamide 
(15,2S)-N-(6-(5-chloro-7-(cyano(2,2-difluoroacetamido)methyl)-6-fluoro-1 4 

H-indazol-4-yl)imidazoIll,2
123 

a]pyrazin-2-yl)-2-fluorocyclopropane-1-carboxamide4
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a]pyrazin-2-yl)-2-fluorocyclopropane- 1-carboxamide~ (1S,2S)-N-(6-(5-chloro-6-fluoro-7-((propan-2-yl-1,1,1,3,3,3-d6)amino)- 9 

1H-indazol-4-yl)imidazoIll,2
a]pyrazin-2-yl)-2-fluorocyclopropane- 1-carboxanPde* 

(1S,2S)-N-(6-(7-cthoxy-6-fluoro-5-(mcthylthio)-1 9 

H-indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)-2
5 fluorocyclopropane-1-carboxamide9 and 

(1S,2S)-N-(6-(5-ethoxy-6-fluoro-7-(methylthio)-1 9 

H-indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)-2
fluorocyclopropane- 1.  

17.ThecompoundofClaim13orapharmaceuticallyacceptablesaltthereofwhereinLisaboncLK'is 
10 cyclopropylwhichisoptionallysubstitutedwithoneormoregroupsselectedfromthegroup 

consistingofhaloC1-C3alkylC1-C3hydroxyalkylandC1-C3haloalkyl;P3is-Halkylhaloalkylor 
halo;K3 9 -HalkylorhaloMisabond,-0-or K4 is-Hhaloalkylmonoalkylaminoor 
dialkylaminoandR5~-Halkylorhalo.  

15 18.ThecompoundofClaim13or17orapharmaceuticallyacceptablesaltthereofwhereinLisaboncV 
iris-ifRbis-ifK'iscyclopropylsubstitutedwithchlorofluoroC 1 -C3 alkylC1 -C3 hydroxyalkyl 
orC1 -C3 haloalkyl;K 2 is-HalkylchloroorfluoroK 3 is-HalkylchloroorfluoroMisabond, 
or-NH-'K4 is-H chlorofluoromethylethylpropylisopropylbutylmethylaminoor 
dimethylaminoandK 5 is-Horalkyl.  

20 

19. ThecompoundofanyoneofClaims13, 17,or18orapharmaceuticallyacceptablesaltthereof, 
whereinLisabond1Qis-ifRbis-ifK'iscyclopropylsubstitutedwithchloroorfluoro;Kis-H, 
chloroorfluoroK 3 is-HchloroorfluoroMisabondor-NH-K 4 9 -Hchlorofluoromethyl, 
ethylpropylorisopropyl;andK5. -H.  

25 
20. ThecompoundofanyoneofClaim13, 17,18,or19orapharmaceuticallyacceptablesaltthereof, 

whichisselectedfromthegroupconsistingof 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(isopropylamino)-1 9 9 

H-indazol-4-yl)imidazo111,2-a]pyrazin-2-yl)-2
fluorocyclopropane-1-carboxamide* 

30 (1K,2S)-N-(6-(5-chloro-6-fluoro-7-(isopropylamino)-1 9 

H-indazol-4-yl)imidazo111,2-a]pyrazin-2-yl)-2
fluorocyclopropane- 1-carboxamide* 

H-indazol-4-yl)imidazo111,2-a]pyrazin-2-yl)-2
fluorocyclopropane- 1-carboxamide~ 

(1K,2K)-N-(6-(5-chloro-6-fluoro-7-(isopropylamino)-1 9 

H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2
35 fluorocyclopropane-1-carboxamide9 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-isopropyl-1 9 9 

H-indazol-4-yl)imidazo111,2-a]pyrazin-2-yl)-2
fluorocyclopropane- 1-carboxamide* 

(1K,2K)-N-(6-(5-chloro-6-fluoro-7-isopropyl-1 9 

H-indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)-2
fluorocyclopropane- 1-carboxamide* 

40 (1S,2K)-N-(6-(5-chloro-6-fluoro-7-isopropyl-1 9 

H-indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)-2
fluorocyclopropane-1-carboxamideand 

(1K,2S)-N-(6-(5-chloro-6-fluoro-7-isopropyl-1 9 

H-indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)-2
fluorocyclopropane- 1.  

45 21. ThecompoundofClaim13orapharmaceuticallyacceptablesaltthereofwhereinLisaboncVK'is 

cyclopropylwhichisoptionallysubstitutedwithoneormoregroupsselectedfromthegroupconsisting 
ofhaloC1 -C3 alkylC1 -C3 hydroxyalkylandC 1 -C3 haloalkyl;K 2 is-Halkylhalohaloalkylor 
alkylthioK3 is-Halkylorhalo;Misabond,-0--5-or-NK 6 - 4.  

Kis-Hhaloalkylhydroxyalkyl, 
haloalkylhaloalkenylcycloalkylmonoalkylaminoordialkylaminoandK 5 is-Halkylorhalo.  

124 

(1S,2K)-N-(6-(5-chloro-6-fluoro-7-(isopropylamino)-1 9
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22. ThecompoundofClaim13or21orapharmaceuticallyacceptablesaltthereofwhichisselectedfrom 
thegroupconsistingof 

(1S,2S)-N-(6-(5-chloro-7-(dimethylamino)-6-fluoro-1H-indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)-2
5 fluorocyclopropane-1-carboxamide 

(1S,2S)-N-(6-(7-(dimethylamino)-6-fluoro-5-(methylthio)-1 4 

H-indazol-4-yl)imidazo111,2-a]pyrazin-2-yl)
4 2-fluorocyclopropane-1-carboxamide'I 

(1S,2S)-N-(6-(7-(dimethylamino)-6-fluoro-5-(trifluoromethyl)- 1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2
yl)-2-fluorocyclopropane- 1-carboxamide; 

10 (1S,2S)-N-(6-(7-(dimethylamino)-6-fluoro-5-methyl-1 4 4 

fluorocyclopropane- 1-carboxamide* 
(1S,2S)-2-fluoro-N-(6-(6-fluoro-7-(isopropylamino)-5-methyl-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2

4 

yl)cyclopropane-1-carboxamide 
(1S,2S)-2-fluoro-N-(6-(6-fluoro-7-(isopropylanttino)-5-(methylthio)-1H-indazol-4-yl)imidazo111,2

15 a]pyrazin-2-yl)cyclopropane-1-carboxamide4 
(1S,2S)-2-fluoro-N-(6-(6-fluoro-7-(isopropylamino)-5-(trifluoromethyl)-1H-indazol-4-yl)imidazo111,2

a]pyrazin-2-yl)cyclopropane- 1-carboxamide4 
(1S,2S)-2-fluoro-N-(6-(6-fluoro-7-isopropyl-5-methyl-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2

4 

yl)cyclopropane-1-carboxamide 
20 (1S,2S)-2-fluoro-N-(6-(6-fluoro-7-isopropyl-5-(methylthio)-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2

yl)cyclopropane-1-carboxamideand 
(1S,2S)-2-fluoro-N-(6-(6-fluoro-7-isopropyl-5-(trifluoromethyl)- 1H-indazol-4-yl)imidazoIll,2-a]pyrazin

2-yl)cyclopropane-1 am.  

25 23. ThecompoundofClaim13orapharmaceuticallyacceptablesaltthereofwhereinR'iscyclopropyl 
whichisoptionallysubstitutedwithoneormoregroupsselectedfromthegroupconsistingofhalo, 
Cl-C3 alkylC1 -C3 hydroxyalkylandC 1 -C3 haloalkyl;K2 is-HalkylhalohaloalkyloralkylthioB? 
is-HalkylorhaloMisabond, -0--5-or is-Hhaloalkylhydroxyalkylhaloalkyl, 
haloalkenyl, cycloalkyl, cyanoalkyl, aminocarbonylalkyl, acetamindoethyl, propionamidoethyl, 

30 formamidoethylcycloalkylalkylcycloalkyl(hydroxy)alkylhydroxycycloalkylmethoxycycloalkyl, 

dioxanyl, cyclobutanylcarbonylaminoethyl, difluoroacetamidoethyl, trifluoroacetamidoethyl, 
methylthiomethyl, methylthioethyl, cyclopropylcarbonylamino(cyano)methyl, 
cyano(difluoroacetamido)methyl, propanyl-1,1,1,3,3,3-d6)amino tetrahydrofuranyl, 

35 methylimidazolylethylfuranylpyrrolylmethylpyrrolylisoxazolyltetrazolylalkylmethylpyrazolyl, 
4 and 54 

ormethylpyrazolylmethyl, Kis-Halkylorhalo.  

24.ThecompoundofClaim13or23orapharmaceuticallyacceptablesaltthereofwhichisselectedfrom 

thegroupconsistingof 
40 (1S,2S)-N-(6-(7-(dimethylamino)-5-ethyl-6-fluoro-1 4 

H-indazol-4-yl)imidazo111,2-a]pyrazin-2-yl)-2
fluorocyclopropane- 1-carboxamide (1S,2S)-2-fluoro-N-(6-(6-fluoro-5,7-bis(methylthio)-1 4 4 

H-indazol-4-yl)imidazo111,2-a]pyrazin-2
4 yl)cyclopropane-1-carboxamide 

(1S,2S)-N-(6-(5-chloro-7-ethoxy-6-fluoro-1 4 4 

H-indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)-2
45 fluorocyclopropane-1-carboxamide 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(methylthio)-1 4 

H-indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)-2
fluorocyclopropane-1-carboxamide 

(1S,2S)-N-(6-(5-chloro-7-(ethyl(methyl)amino)-6-fluoro-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropane-1-carboxamide 

125 

cyc1oalkyl(methoxy)methyl, alkoxyalkyl, alkenyl, methylsulfonamidoethyl, imidazolylethyl,
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(1S,2S)-N-(6-(7-(ethyl(methyl)amino)-6-fluoro-5-(trifluoromethyl)- 1H-indazol-4-yl)imidazoIll,2
a]pyrazin-2-yl)-2-fluorocyclopropanc- 1-carboxamidc~ 

(1S,2S)-N-(6-(5-cthyl-7-(cthyl(mcthyl)amino)-6-fluoro-1 9 

H-indazol-4-yl)imidazo111,2-a]pyrazin-2-yl)-2
fluorocyclopropane-1-carboxamide* 

5 (1S,2S)-N-(6-(7-cthoxy-5-cthyl-6-fluoro-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropane- 1-carboxamide* 

(1S,2S)-N-(6-(7-(cthyl(mcthyl)amino)-6-fluoro-5-(mcthylthio)-1 9 9 

H-indazol-4-yl)imidazo111,2-a]pyrazin-2
y1 )-2-fluorocyclopropane- 1-carboxamide; (1S,2S)-N-(6-(5-chloro-7-(cyclopropyl(methyl)amino)-6-fluoro-1 9 

H-indazol-4-yl)imidazo111,2-a]pyrazin
10 2-yl)-2-fluorocyclopropane-1-carboxanPde9 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(isopropyl(methyl)amino)-1 9 

H-indazol-4-yl)imidazo111,2-a]pyrazin-2
y1)-2-fluorocyclopropanc- 1-carboxamide; 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(prop-1-cn-2-yl)- 1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropane- 1-carboxamide* 

15 (1S,2S)-N-(6-(5-chloro-6-fluoro-7-(1H-pyrrol-1-yl)-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropane- 1-carboxamide* 

(1S,2S)-N-(6-(5-chloro-7-((cyanomcthyl)amino)-6-fluoro-1 9 9 

H-indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)
9 2-fluorocyclopropane-1-carboxamide'I 

(1S,2S)-N-(6-(5-chloro-7-eyelopropyl-6-fluoro-1 9 9 

H-indazol-4-yl)imidazo111,2-a]pyrazin-2-yl)-2
20 fluorocyclopropane-1-carboxamide9 

(1S,2S)-N-(6-(5-chloro-7-(cyclopropylamino)-6-fluoro-1 9 9 

H-indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)-2
fluorocyclopropane- 1-carboxamide 

(15,2S)-N-(6-(5-chloro-6-fluoro-7-(1-methyl-1H-pyrrol-2-yl)-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2
yl)-2-fluorocyclopropane- 1-carboxamide; 

25 (15,2S)-N-(6-(7-(1-(2H-tetrazol-2-yl)ethyl)-5-chloro-6-fluoro-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2
yl)-2-fluorocyclopropane- 1-carboxamide; 

(15,2S)-2-fluoro-N-(6-(6-fluoro-5-methyl-7-(prop-1-en-2-yl)-1 9 

H-indazol-4-yl)imidazo111,2-a]pyrazin-2
9 yl)cyclopropane-1-carboxanPde 

(15,2S)-N-(6-(5-chloro-6-fluoro-7-propyl-1H-indazol-4-yl)imidazo[1,2-a] 9 

30 fluorocyclopropane-1-carboxamide9 

yl)-2-fluorocyclopropane- 1-carboxamide; 
(15,2S)-N-(6-(5-chloro-6-fluoro-7-(1-hydroxypropan-2-yl)- 1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)

2-fluorocyclopropane- 1-carboxamide 
35 (15,2S)-N-(6-(5-chloro-6-fluoro-7-(1-methoxypropan-2-yl)- 1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2

yl)-2-fluorocyclopropane- 1-carboxamide; 
(15,2S)-N-(6-(5-chloro-6-fluoro-7-(1-fluoropropan-2-yl)- 1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane- 1-carboxamide 
(15,2S)-N-(6-(5-chloro-6-fluoro-7-(propylamino)-1 9 9 

H-indazol-4-yl)imidazo111,2-a]pyrazin-2-yl)-2
40 fluorocyclopropane-1-carboxamide9 

(15,2S)-N-(6-(5-chloro-7-(ethylamino)-6-fluoro-1 9 

H-indazol-4-yl)imidazo111,2-a]pyrazin-2-yl)-2
fluorocyclopropane- 1-carboxamide 

(15,2S)-N-(6-(5-chloro-6-fluoro-7-(3,3,3-trifluoroprop-1-en-2-yl)-1 9 

H-indazol-4-yl)imidazoIll,2
a]pyrazin-2-yl)-2-fluorocyclopropane- 1-carboxamide9 

45 (15,2S)-N-(6-(5-ethyl-6-fluoro-7-(prop-1-en-2-yl)-1 9 

H-indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)-2
fluorocyclopropane- 1-carboxantde 

(15,2S)-N-(6-(5-ethyl-6-fluoro-7-(isopropylaniino)- 1H-indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)-2

fluorocyclopropane- 1-carboxamide 
(15,2S)-N-(6-(5-chloro-6-fluoro-7-(1-methyl-1H-pyrazol-5-yl)-1 9 9 

H-indazol-4-yl)imidazoIll,2-a]pyrazrn
126 

(15,2S)-N-(6-(5-chloro-6-fluoro-7-(2-methyl-1H-pyrrol-1-yl)-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-
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2-yl)-2-fluorocyclopropane-1~carboxanA1ide.  
(1S,2S)-N-(6-(5-chloro-7-cyclopropoxy-6-fluoro-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropanc-1-carboxamidc* 
(1S,2S)-N-(6-(5-chloro-7-(cyclobutylanPno)-6-fluoro-1H-indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)-2

5 fluorocyclopropane-1-carboxamide 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-((2-mcthoxycthyl)amino)- 1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2

y1 )-2-fluorocyclopropanc- 1-carboxamide; 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(1,1,1-trifluoropropan-2-yl)-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2

y1 )-2-fluorocyclopropane- 1-carboxamide; 
10 (1S,2S)-N-(6-(5-chloro-6-fluoro-7-((1-hydroxypropan-2-yl)amino)- 1H-indazol-4-yl)imidazo111,2

a]pyrazin-2-yl)-2-fluorocyclopropane- 1-carboxamide~ 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-isopropoxy-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane- 1-carboxamide* 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(2-methyiprop-1-en-1-yl)-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2

15 y1)-2-fluorocyclopropane-1-carboxamido; 
(1S,2S)-N-(6-(5-chloro-7-((2,2-difluorocthyl)amino)-6-fluoro-1H-indazol-4-yl)imidazo111,2-a]pyrazin-2

y1)-2-fluorocyclopropanc- 1-carboxamide; 
(1S,2S)-N-(6-(7-(allylamino)-5-chloro-6-fluoro- 0 

1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropane- 1-carboxamide* 

20 (1S,2S)-N-(6-(5-chloro-7-cyclopentyl-6-fluoro-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropane- 1-carboxamide~ 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-((2-fluorocthyl)amino)-~ 0 

H-indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)
2-fluorocyclopropane- 1-carboxamide~ 

(1S,2S)-2-fluoro-N-(6-(6-fluoro-7-isopropyl-5-(mcthylthio)-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2
25 yl)cyclopropanc-1-carboxamide0 

(1S,2S)-N-(6-(5-chloro-7-(cyclopropyl(hydroxy)mcthyl)-6-fluoro-~ 0 

H-indazol-4-yl)imidazo111,2
a]pyrazin-2-yl)-2-fluorocyclopropanc- 1-carboxanPdc* 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(methyl(1-methyl- 1H-pyrazol-5-yl)amino)- 1H-indazol-4
yl)imidazo111,2-a]pyrazin-2-yl)-2-fluorocyclopropane- 1-carboxamide* 

30 (1S,2S)-N-(6-(5-chloro-6-fluoro-7-(1-hydroxy-2-methyipropyl)-~ 0 

H-indazol-4-yl)imidazo111,2-a]pyrazin

(1S,2S)-2-fluoro-N-(6-(6-fluoro-7-isopropyl-5-(trifluoromethyl)- 1H-indazol-4-yl)imidazo[1,2-a]pyrazin
2-yl)cyclopropanc-1-carboxamide0 (1S,2S)-N-(6-(5-chloro-7-(1,1 

-difluoropropan-2-yl)-6-fluoro-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2
35 yl)-2-fluorocyclopropane-1-carboxamide; 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-isobutyl-1H-indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)-2
fluorocyclopropane- 1-carboxantdc* 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(1-fluoro-2-methylpropyl)- 1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2
yl)-2-fluorocyclopropane- 1-carboxamide; 

40 (1S,2S)-N-(6-(5-chloro-7-(cyclopropyl(methoxy)methyl)-6-fluoro- 0 

1H-indazol-4-yl)imidazoIll,2
a]pyrazin-2-yl)-2-fluorocyclopropane- 1-carboxamide0 

(1S,2S)-N-(6-(7-((E)-but-2-cn-2-yl)-5-chloro-6-fluoro-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2
fluorocyclopropane- 1-carboxamide 

(1S,2S)-N-(6-(7-(but-3-en-2-yl)-5-chloro-6-fluoro-~ 0 

H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2
45 fluorocyclopropane-1-carboxamide 

(1S,2S)-N-(6-(7-(sec-butylamino)-5-chloro-6-fluoro-~ 0 0 

H-indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)-2
fluorocyclopropane- 1-carboxantde 

(15,2S)-N-(6-(5-chloro-6-fluoro-7-((4-methyl-1H-pyrazol-1-yl)methyl)-~ 0 

H-indazol-4-yl)imidazoIll,2
a]pyrazin-2-yl)-2-fluorocyclopropane- 1-carboxamide0 
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(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(2-hydroxycyclopentyl)- 1H-indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)
2-fluorocyclopropanc- 1-carboxamide~ 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(2-mcthoxycyclopcntyl)- 1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2
y1 )-2-fluorocyclopropane- 1-carboxamide; 

5 (1S,2S)-N-(6-(7-((R)- 1-(2H-tctrazol-2-yl)cthyl)-5-chloro-6-fluoro-1H-indazol-4-yl)imidazoIll,2
a]pyrazin-2-yl)-2-fluorocyclopropane- 1-carboxanPdc~ 

(1S,2S)-N-(6-(5-chloro-7-(1-cyanocthyl)-6-fluoro-1H-indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide* 
(1S,2S)-N-(6-(7-((S)-1-(1H-tetrazol-1-yl)ethyl)-5-chloro-6-fluoro-1H-indazol-4-yl)imidazo[1,2

10 a]pyrazin-2-yl)-2-fluorocyclopropane-1-carboxamide 
(1S,2S)-N-(6-(7-(1-amino-1-oxopropan-2-yl)-5-chloro-6-fluoro-1H-indazol-4-yl)imidazoIll,2-a]pyrazin

2-yl)-2-fluorocyclopropane-1-carboxanPdc* 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(isoxazol-4-yl)-1 9 9 

H-indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)-2
fluorocyclopropane-1-carboxamide* 

5 (1R,2S)-N-(6-(5-chloro-7-(cyclopropyl(mcthyl)amino)-6-fluoro-1 9 

H-indazol-4-yl)imidazoIll,2-a]pyrazin
2-yl)-2-fluorocyclopropane-1-carboxamide* 

(1S,2S)-N-(6-(7-(1-acciamidocthyl)-5-chloro-6-fluoro-1H-indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide* 
(1S,2S)-2-fluoro-N-(6-(6-fluoro-5-(methylthio)-7-(prop-1-en-2-yl)-1H-indazol-4-yl)imidazoIll,2

20 a]pyrazin-2-yl)cyclopropane-1-carboxamide9 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-((5)-1,1,1-trifluoropropan-2-yl)-1H-indazol-4-yl)imidazo[1,2

a]pyrazin-2-yl)-2-fluorocyclopropane-1-carboxamide9 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-((R)-1,1,1-trifluoropropan-2-yl)-1H-indazol-4-yl)imidazo[1,2

a]pyrazin-2-yl)-2-fluorocyclopropane-1-carboxamide9 
25 (1S,2S)-N-(6-(5-chloro-7-((cyclopropylmethyl)amino)-6-fluoro-1 9 

H-indazol-4-yl)imidazo[1,2-a]pyrazin
2-yl)-2-fluorocyclopropane-1-carboxamide* 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-((R)-1-mcthoxypropan-2-yl)-1 9 

H-indazol-4-yl)imidazo[1,2-a]pyrazin
2-yl)-2-fluorocyclopropane-1-carboxanPde* 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-((5)-1-methoxypropan-2-yl)-1 9 

H-indazol-4-yl)imidazo[1,2-a]pyrazin
30 2-yl)-2-fluorocyclopropane-1-carboxanPde9 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(1,2,2,2-tetrafluorocthyl)-1 9 9 

y1)-2-fluorocyclopropane-1-carboxamide; 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(furan-3-yl)-1 9 9 

H-indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)-2
fluorocyclopropane-1-carboxamide 

35 (1R,2R)-N-(6-(5-chloro-7-(cyclopropyl(mcthyl)amino)-6-fluoro-1H-indazol-4-yl)imidazo[1,2-a]pyrazin

2-yl)-2-fluorocyclopropane-1-carboxantdc* 
(1S,2S)-2-fluoro-N-(6-(6-fluoro-7-(isopropylanttino)-5-(mcthylthio)-1H-indazol-4-yl)imidazo111,2

a]pyrazin-2-yl)cyclopropane-1-carboxamide 
(1S,2S)-2-fluoro-N-(6-(6-fluoro-7-(prop-1-en-2-yl)-5-(trifluoromethyl)-1 9 

H-indazol-4-yl)imidazo111,2
40 a]pyrazin-2-yl)cyclopropane-1-carboxamide9 

(15,2S)-N-(6-(5-chloro-6-fluoro-7-(prop-2-yn-1-ylamino)- 9 

1H-indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)
2-fluorocyclopropane-1-carboxamide9 

(15,2S)-N-(6-(5-chloro-7-((1,1-difluoropropan-2-yl)amino)-6-fluoro-1 9 

H-indazol-4-yl)imidazo111,2
a]pyrazin-2-yl)-2-fluorocyclopropane-1-carboxamide9 

45 (15,2S)-N-(6-(5-chloro-6-fluoro-7-(1-propionamidoethyl)-1 9 

H-indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)
2-fluorocyclopropane-1-carboxamide 

(15,2S)-N-(6-(5-chloro-6-fluoro-7-(1-foimamidoethyl)- 9 9 

1H-indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)-2
fluorocyclopropane-1-carboxamide 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(3-methylbut-1-en-2-yl)-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)
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2-fluorocyclopropane-1-carboxamide'I 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(3-mcthylbut-2-cn-2-yl)-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)

2-fluorocyclopropane-1-carboxamide~ 
(1S,2S)-N-(6-(7-(1-(1H-imidazol-1-yl)cthyl)-5-chloro-6-fluoro-1 9 9 

H-indazol-4-yl)imidazo[1,2-a]pyrazin
5 2-yl)-2-fluorocyclopropane-1-carboxanPdc9 

(1S,2S)-N-(6-(7-(scc-butyl)-5-chloro-6-fluoro-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1~carboxanA1idc.  
(1S,2S)-N-(6-(5-chloro-7-(1,4-dioxan-2-yl)-6-fluoro-1 9 9 

H-indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)-2
fluorocyclopropane-1-carboxamide* 

10 (15,2S)-N-(6-(5-chloro-6-fluoro-7-(1-(4-methyl-1 9 

H-imidazol-1-yl)ethyl)-1H-indazol-4-yl)imidazoIll,2
a]pyrazin-2-yl)-2-fluorocyclopropane-1-carboxamide~ 

(1S,2S)-N-(6-(7-(acetamido(cyano)methyl)-5-chloro-6-fluoro-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2

yl)-2-fluorocyclopropane-1-carboxamide; 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(1-(methylsulfonamido)ethyl)-1H-indazol-4-yl)imidazo[1,2

15 a]pyrazin-2-yl)-2-fluorocyclopropane-1-carboxanPde9 
(1S,2S)-N-(6-(5-chloro-7-(1,1-difluoroprop-1-en-2-yl)-6-fluoro- 9 

1H-indazol-4-yl)imidazo[1,2-a]pyrazin
2-yl)-2-fluorocyclopropane-1~carboxanA1ide9 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(3-methylbutan-2-yl)-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide* 
20 (1S,2S)-N-(6-(5-chloro-6-fluoro-7-(3-methylbut-2-en-2-yl)-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)

2-fluorocyclopropane-1-carboxamide9 
N-(1-(5-chloro-6-fluoro-4-(2-((1S,2S)-2-fluorocyclopropane-1-carboxamido)imidazo[1,2-a]pyrazin-6

yl)-1H-indazol-7-yl)ethyl)cyclobutanecarboxanPde 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(2-fluorocyclopropyl)-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2

25 fluorocyclopropane-1-carboxamide 
(1S,2S)-2-fluoro-N-(6-(6-fluoro-7-(isopropylamino)-5-(trifluoromethyl)-1H-indazol-4-yl)imidazo111,2

a]pyrazin-2-yl)cyclopropane-1-carboxamide 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(tetrahydrofuran-3-yl)-1H-indazol-4-yl)imidazoIll,2-a]pyrazin-2-yl)

2-fluorocyclopropane-1-carboxamide 
30 (1S,2S)-N-(6-(5-chloro-6-fluoro-7-(1-(2,2,2-trifluoroacetamido)ethyl)-1H-indazol-4-yl)imidazo[1,2

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-((methylthio)methyl)-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2

fluorocyclopropane-1-carboxamide 
(1S,2S)-N-(6-(5-chloro-6-fluoro-7-(1-(methylthio)ethyl)-1H-indazol-4-yl)imidazo[1,2-a]pyrazin-2-yl)-2

35 fluorocyclopropane-1-carboxamide 
(1S,2S)-N-(6-(5-chloro-7-(1-(2,2-difluoroacetamido)ethyl)-6-fluoro-1H-indazol-4-yl)imidazoIll,2

a]pyrazin-2-yl)-2-fluorocyclopropane-1-carboxamide 
H-indazol-4

(1S,2S)-N-(6-(5-chloro-7-(cyano(2,2,2-trifluoroacetamido)methyl)-6-fluoro-1 9 

yl)imidazo111,2-a]pyrazin-2-yl)-2-fluorocyclopropane-1-carboxamide 
40 (1S,2S)-N-((5-chloro-6-fluoro-4-(2-((15,25)-2-fluorocyclopropane-1-carboxamido)imidazo111,2

a]pyrazin-6-yl)-1 H-indazol-7-yl)(cyano)methyl)-2-fluorocyclopropane-1-carboxamide 
(1S,2S)-N-(6-(5-chloro-7-(cyano(cyclopropanecarboxamido)methyl)-6-fluoro-1H-indazol-4

yl)imidazo111,2-a]pyrazin-2-yl)-2-fluorocyclopropane-1-carboxamide 
(1S,2S)-N-(6-(5-chloro-7-(cyano(2,2-difluoroacetamido)methyl)-6-fluoro-1 9 

H-indazol-4-yl)imidazoIll,2
45 a]pyrazin-2-yl)-2-fluorocyclopropane-1-carboxamide9 and 

(1S,2S)-N-(6-(5-chloro-6-fluoro-7-((propan-2-yl-1,1,1,3,3,3-d6)amino)- 9 

1H-indazol-4-yl)imidazoIll,2
a]pyrazin-2-yl)-2-fluorocyclopropane-1.  
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25. Apharmaceuticalcompositioncomprisingapharmaceuticallyacceptablecarrierordiluentandthe 
compoundofanyoneofClaims1-24orapharmaceuticallyacceptablesaltthereof 

26.AmethodoftreatingasubjectwithadiseaseordisorderassociatedwithmodulationofHPK1 
5 comprising: 

administeringtothesubjectinneedthereofatherapeuticallyeffectiveamountofthecompoundofany 
oneofClaims1-24 orapharmaceuticallyacceptablesaltthereof 

27.ThemethodofClaim26,whereinthediseaseiscancerwhereinthecompoundofClaim1is 
10 administeredwithanti-PD-iagentanti-PD-Liagentor 4 

anti-CTLA4agent.  
metastasisinflammationorauto

28.ThemethodofClaim26,or27,whereinthediseaseiscancer 4 

immunedisease.  

15 29.ThemethodofClaim28whereinthecancerisselectedfromthegroupconsistingofcarcinomas, 
melanomasblastomassarcomaslymphomasandleukemiasincludingwithoutlimitationbladder 
carcinomabraintumors breastcancercervicalcancercolorectalcanceresophagealcancer, 
endometrialcancerhepatocellularcarcinomalaryngealcancerlungcancerosteosarcomaovarian 
cancerpancreaticcancerprostatecancerrenalcarcinomaandthyroidcanceracutelymphocytic 

20 4 

leukemiaacutemyeloidleukemiaependymomaEwingssarcomaglioblastomamedulloblastoma, 
neuroblastomaosteosarcomarhabdomyosarcomarhabdoidcancerandnephroblastoma(Wilms 
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tumor).
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