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It was an object of the present invention to identify compounds effective against bacterial
infections, in particular compounds that would prevent M. tuberculosis multiplication inside

the host macrophage.
Description of the Invention

In one aspect, the present invention relates to compounds having the general formula Ia:

wherein
mis0,1,2,3 or4;
.nis 0, 1, 2, or 3;
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i ncl udbstetoeyclal, enyiof whichiis eptiermllysebstiplitedieand- CH2- ), 1, 1-ethyl (- CH(CH3)-),
1,2-ethyl (-CH2CH2-), 1, 1-propyl (-CH(CH2CH3)-), 1,2-propyl (-CHCH(CH3)-),
1, 3-propyl (-CH2CH2CH2-), 1, 4-butyl (-CH2CH2CH2CH2-), and the like. The
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al kenylsaspionaltht subkstutedc| ude, but are not limted to, 1,2-ethenyl (-CH=CH).
The term "al kynyl ene"” refers to an unsaturated, branched or straight chain
or cyclic hydrocarbon radical having two nonoval ent radical centers derived
by the renpval of two hydrogen atons fromthe sanme or two different carbon
atons of parent al kyne. For exanple, an al kynyl ene group can have 1 to 20
carbon atons, 1 to 10 carbon atons or 1 to 6 carbon atons. Typi cal

al kynyl ene radicals include, but are not limted to, acetylene (-CC),
propargyl (-CH2CntC-), and 4-pentynyl (-CH2CH2CH2C-CH-).
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I n one enbodi nent, the conmpound has the general fornmula Ib: (RRo N "
p(W4-40 Z-4n N | b wherein 0is0,1,2,0r3;nis0,1,20r3;ms0,1,2,30r4; Ais is
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The term “alkenyl” refers to a monovalent straight or branched chain aliphatic hydrocarbon
radical containing one carbon-carbon double bond and having a number of carbon atoms in
the specified range. Thus, for example, “C,-C¢ alkenyl” refers to all of the hexenyl and
pentenyl isomers as well as 1-butenyl, 2-butenyl, 3-butenyl, isobutenyl, 1-propenyl, 2-

propenyl, and ethenyl (or vinyl).

The term “alkynyl” refers to a monovalent straight or branched chain aliphatic hydrocarbon
radical containing one carbon-carbon triple bond and having a number of carbon atoms in the
specified range. Thus, for example, “C,-Cg alkynyl” refers to all of the hexynyl and pentynyl
isomers as well as 1-butynyl, 2-butynyl, 3-butynyl, 1-propynyl, 2-propynyl, and ethynyl.

The term “alkylene” refers to a saturated, branched or straight chain or cyclic hydrocarbon
radical having two monovalent radical centers derived by the removal of two hydrogen atoms
from the same or two different carbon atoms, 1 to 10 carbon atoms, or 1 to 6 carbon atoms.
Typical alkylene radicals include, but are not limited to, methylene (-CH,-), 1,1-ethyl (-
CH(CHj3)-), 1,2-ethyl (-CH,CH;-), 1,1-propyl (-CH(CH,CH3)-), 1,2-propyl (-CH,CH(CHa)-),
1,3-propyl (-CH,CH,CH,-), 1,4-butyl (-CH,CH,CH,CH,-), and the like.

The term “alkenylene” refers to an unsaturated, branched or straight chain or cyclic
hydrocarbon radical having two monovalent radical centers derived by the removal of two
hydrogen atoms from the same or two different carbon atoms of parent alkene. For example,
an alkenylene group can have 1 to 20 carbon atoms, 1 to 10 carbon atoms, or 1 to 6 carbon

atoms. Typical alkenylene radicals include, but are not limited to, 1,2-ethenyl (-CH=CH-).

The term “alkynylene” refers to an unsaturated, branched or straight chain or cyclic
hydrocarbon radical having two monovalent radical centers derived by the removal of two
hydrogen atoms from the same or two different carbon atoms of parent alkyne. For eXampIe,
an alkynylene group can have 1 to 20 carbon atoms, 1 to 10 carbon atoms or 1 to 6 carbon
atoms. Typical alkynylene radicals include, but are not limited to, acetylene (-C=C-),

propafgyl (-CH,C=C-), and 4-pentynyl (-CHZCHZCHZCECH-).

The term “cycloalkyl”, alone or in combination with any other term, refers to a group, such as

optionally substituted or non-substituted cyclic hydrocarbon, having from three to eight
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2011/ 113606PCT/ EP2011/ 001345 9 R' is, at each occurrence, independently
sel ect ed woemhssogr oup consi sting of hydrogen, Cl-Cm alPkylep263/0815us
cycl oal kyl, C2-Cw al kenyl, C3-Cm cycl eal kenyl, C2- CntalkanI CI-Om
hal oal kyl , -OH, -O0R13, CI-CntaIkoxy, C3- Chtcycloalkox

cycl oatdrhoralakams, unsds Gitbervgss defineg. Altag) for- ewample,N{Gat ég zycloetcwb”meﬁers to

pﬁéﬂ)y??yctm%l"%wiqba?%aw SRR ZRﬁepavAﬁ%%c%g%w 'S opti anai by

substituted; R12 is, at each occurrence, independently selected fromthe
group consi sting of ,hydrogen Cl-Cm al kyl, C3-Cl10 cycl oal kyl, C2-C10
al kenyThe @gndhakoyﬂqysateﬁeémq an @kylcgtoumaﬁy«‘lﬁﬁned lerrel@tbat hasubsti d | Wil at lgast| |

- OR14, R14 « »
{0y R, "RES Al GRreeht S brangisd chejsd “efaalens erousp ok i e

Ri a( Rp@}eént (lﬂt)eﬁflﬁﬂﬁicﬁlde but are not hmtted to, methyl, ethyl propyl 1sopropyl n-butyl, and
S(0) R14 S(0) 2R14, . - S( 0) 2N(R14) 2, aryI e. g. phenyl, bhenz het er gar yl ,
and het bwtwhsytutedawgewdvmbtmthsonsmr.mmahptpgstsﬁagtlrﬂtt%d’al‘télsﬂ shoyd beach

G oo S L IRANAE eh by bR\ o et BTCHIZ L ERRTRLE, PR #8Ts o

al kynylike.C 1-C o hal oal kyl, aryl, e.g. phenyl benzyl, heteroaryl, and

het erocycl yl, any of which is optionally substituted; and
The term “heteroalkyl” refers to an alkyl group where one or more carbon atoms have been
replaced with a heteroatom, such as, O, N, or S. For example, if the carbon atom of alkyl
group which is attached to the parent molecule is replaced with a heteroatom (e.g., O, N, or S)
the resulting heteroalkyl groups are, respectively, an alkoxy group (e.g., -OCHj, etc.), an
amine (e.g., -NHCH;, -N(CHs),, etc.), or thioalkyl group (e.g., -SCHj, etc.). If a non-terminal
carbon atom of the alkyl group which is not attached to the parent molecule is replaced with a
heteroatom (e.g., O, N, or S) and the resulting heteroalkyl groups are, respectively, an alkyl
ether (e.g., -CH,CH,-O-CH3, etc.), alkyl amine (e.g., -CH,NHCH3, -CH,N(CHa),, etc.), or
thioalkyl ether (e.g., -CH;-S-CHj3).

The term “halogen” refers to fluorine, chlorine, bromine, or iodine.

The term “aryl” refers to (i) optionally substituted phenyl, (ii) optionally substituted 9- or 10
membered bicyclic, fused carbocyclic ring systems in which at least one ring is aromatic, and
(iii) optionally substituted 11- to 14-membered tricyclic, fused carbocyclic ring systems in
which at least one ring is aromatic. Suitable aryls include, for example, phenyl, biphenyl,

naphthyl, tetrahydronaphthyl (tetralinyl), indenyl, anthracenyl, and fluorenyl.

The term “phenyl” as used herein is meant to indicate that optionally substituted or non-

substituted phenyl group.

The term “benzyl” as used herein is meant to indicate that optionally substituted or non-

substituted benzyl group.



-14 Kis, at each occurrence, independently selected fromthe group
consi sting of hydrogen, Cl-C8 al kyl optionally substituted with at | east

one hydr oxpl2onoriibasogen; C3-C7 cycl oal kyl, C2-Ci o al kenylr/EB301@M01345

cycl oal kenyl, C2-Cm al kynyl, G -Cm hakoal kyl, aryl, e.g. phenyl, benzyl,
het eroaryl and heterocyclyl, any of which is optionally substituted. In
anot heTheatepmctheterdreylirrefento (ihvphenabdly substituted X @nd drpembdredhitirngroomatic of

the fornul ag 1- 352, .as sh kn T e 1.and/,or ampl e .2 referably, 15,

160 st ) opistiayd 3uagnigy SR and MR 6 RSB Frife P GHS it 1
116- 13R, ledst lonkAing 3¢ Aromddtit, wWiefein1th8 heldr@aromatic riz/or #RIbickBlic, lfaded fing- 182,
184- 193, 196, 198, 199-202, 209-218, 221-227, 231, 248-260, 262- 264

267- 269/stepydomsins fropol woBhetemstomsindepepdently sebezedFpom N3, and fd wae® esshshown

' : h ' sal h f Partjcyl
or e erddu RUBR AT DA 5 o Bt PAEEH ST £ B gpnfor A oy SHUGELY,
and 18§®sos 50N, iSuithele! 8- hnd Théeiemiphal heemudtdmalc aiaps iindlude,i for adxampid)own

in Figure 2. WD 2011/ 113606PCT/ EP2011/ 001345 10 Preferably, the conmpounds
as def pyftyl.apatadyln pyeaziwli primBidindy pyidazipyl.iriganpl dhignylg furgnygwimidazolyl,

prefer n.t r f e 131 adaASH eld . f.egably
B ror ol v Bk RO ORINY, oSl AnhaBl iEhihin B E )
p. M | thisdiezobd pSaitable Heamt é6an¢mberee ritcicoobicyallial dssetl aring spstennd sineladelefor ned
above for uyse in the tre nt. of bacterij.al, infecti.on, e g. tubercu]osis.
. onc Sl ens gy bR sty b s EhUEY) opaHsGuR. hizgRRERAE hoov e
for usg i foki1fIl 6&HBRMoIA! cHURRAGL hAfiofinyll (hoqBfRoRRPEEInolifg, RhiReRNHnyl,
invention relates to a pharmaceutical conposition conprising a conpound as
def i nedtralmelrequinelthyd ptetramydreisoquadlinyl.aciseintolyl.e zarediexolyl,n beneofurprkt |

the present [nventipon relates .to t.hod .of treat.pent. of Tubercul osis,
conpri g}lﬁﬁzot[hg-aimcﬁ ti &ﬁ%&nﬁzc’éﬂf {Tglb}fy r%fﬂ%?m[’ oﬁslﬁg&&?ﬁt{’éﬂg"g’ aénd%@?'ﬁed
above pHoRAyla RHAIIESAU qEAbxLANROGuinaslinds, deddiisdraeaxsfutayl RAd SQJB-i n
need thereof. In one enbodi nent, a "suitable amount”, as used herein, is
nmeant gibydreberzorbdslivandunt in the range of from 0.01 ng/ kg body weight to
1 g/ kg body weight. The objects of the present invention are also solved by
a conmpound that conpetitively inhibits the specific binding of a conpound
accor dihgterm tHeeerpsyebdnirefersvient) optionkle kebstinityd 4s e B-m@abertd csabiradd ngdi s

W th respect é% a target protein of said con‘goun accordié\%‘ toth resent

i nvent WSALUrAtRAG DRLQI-AOMILICIRRNQGY HiGHRES GAPETING AL LAY ACHTRAN 3/el Tret hod

comr 1 L O R R T o ©
conpoulderostoatsaamt (i) optémhally sabstiaiged trigyclioring spsterns,iwhelrginieath bing it 68 or
ALY TN R A SR TR R T ST
pr ot ei SiurhRd drRAESHRMAdd bR eRHaloRRH e 0dndRNRErBMCRYA heRbokGHRR %)  (iNdnd (iii) is
independently selected from N, O, and S, wherein each N is optionally in the form of an oxide
and each S is optionally oxidized to S(O) or S(O),. Suitable 4- to 8-membered saturated
heterocyclyls include, for example, azetidinyl, piperidinyl, morpholinyl, thiomorpholinyl,
thiazolidinyl, isothiazolidinyl, oxazolidinyl, isoxazolidinyl, pyrrolidinyl, imidazolidinyl,
piperazinyl, tetrahydrofuranyl, tetrahydrothienyl, pyrazolidinyl, hexahydropyrimidinyl,
thiazinanyl, thiazepanyl, azepanyl, diazepanyl, tetrahydropyranyl, tetrahydrothiopyranyl,
dioxanyl, and azacyclooctyl. Suitable unsaturated heterocyclic rings include those
corresponding to the saturated heterocyclic rings listed in the above sentence in which a single
bond is replaced with a double bond. It is understood that the specific rings and ring systems

suitable for use in the present invention are not limited to those listed in this and the preceding

paragraphs. These rings and ring systems are merely representative.



WO 2011/ 113606PCT/ EP2011/ 001345 11 Exanpl es of pharmaceutically acceptabl e
addition salts include, without limtation, the nontoxic inorganic and

or gani ¢ agpdoaddsdoson salts such as the acetate derivedptramradanbizes aci d,

t he aconate derived fromaconitic acie, the ascorbate derived from ascorbic
acid, the benzenesul fonate derived from benzensul fonic acid, the benzoate
der i velh émeomimetimentc theciothpotuhd has the gemeral fgemukadb: fr om ci nnami ¢ acid, the
citrate derived fromcitric acid, the enbonate derived from enbonic acid,
the enantate derived fromenanthic acid, the formate derived fromformc
acid, the f ate derived fg@m fumaric acid, the glutamate derived from
glutam c apT CON derived from gl ycol ic acid, the hydrochloride
deri vef e)b@?ﬁ thindkic a@d, the hydr obromi de deri ved from hydr obr om ¢
aci d, ﬁ Tg\te derived fromlactic aci d, the mal eate derived from mal eic
acid, the rral ondlt e "R2rived from mal onic acid, the mandel ate derived from
mandel i ¢ acid, the mat hanesul f onat e derived from nmet hane sul phoni ¢ aci d,

t he napht hal ene- 2- stif phonat e derived from naphtal ene- 2-sul phoni ¢ acid, the
nitrate derived fromnitric acid, the perchlorate derived fromperchloric
acid, the phosphate derived from phosphoric acid, the phthal ate derived
from pwheegin ¢ acid, the salicylate derived from saI icylic acid, the sorbate
derived.f sorpic._ac r at rived fromstearic aC|d t he

succi nat% e6 glmrzi Vet rt‘F@mll (S:bu%rtc:%]ﬁ??zggfgll’g’ §t°ﬁ§ sul phate derived from suI phuric
aci d, mheig §Rt @=©, d=1S, OPYOY, P10, IGH L, af h be@toatyl stleetet dlonetie-glowritqiiztiag e
derived from p-tol uene sul phonic acid, and the |ike. Such salts nay be
formed ‘b@/ procedures wel |l known and described in the art. Qher acids such
as oxalic acid, whi ch may not be considered pharnaceuticagyly acceptabl e,

rraybet,&eghl |nN prepanNat i on fb'ltsu as int d|ateo|n
obt ain che § o-@jé —of ents§ §n§j'|t it rs IIy
tio

acceptahfe acid In an t her enbO(ﬁ ment , of t he
|nvent|dn are uséd in their respectl e free base formaccordl ng to t he
present invention. Metal salts of a chem cal conmpound of the invention
include alkali nmetal salts, such as the sodiumsalt of a chem cal conpound
of theW[g\@-a@i@ns(mH;@ﬂNRHg a carboxy group. The chem cal conpounds of the
i nventi may be provided in unsol vated or solvated forns together with a
phar maReuisiampiely sedestgsh fxom dhesgroyp sopsistingiefh as wat er, ethanol, and the

i ke. Sol vat ed forms may al so include hydrated fo %m; such as the
m)nohydrat “the di hédrate t hem hy rate, the ri hydrate, the

tetrahyd fad  t ke .s TN\ gQer. ol,4a ~&ke consi dered
equi val egtt\t/o Igns ? b ér >%_or t%@f%os é\a EB R gntion. WO
2011/ 113606PCT/ EP201 /001345 1&1Adm ni stration and Formul ati on The

productl on of medi cament's containing t hg R(n))npo ds of the invention, its

t t d
?(he: \r/eap I | % S@‘ﬁg%i d| ng ﬁ j&é e Nnn\gggr Irr(i?ur:]etajltnl cal

nmet hods. The Uorrpounds of the i ent| on, steabl e gccor ding to the
i nvention for use |n therapy, may be adm rpg'ﬂstered in the formof the raw

cheni cal sferred L oduce )Rf‘é i ngredi ent,
opt i onatét—&i |ih >hez‘? or Ia PHRE of-byi ?al}—yR&cc ‘Qab e Balt in a
phar maceu alN conposi TR n-Noget her None or norée ad 1] uvants, excipients,

carriers, buffers, diluents, and/or other customary pH&r maceut i cal

auxi | i ar Les, ch sal ol he co the NN MRy be anhydrous
or sol v@@;ﬁ;ﬁé q‘ed—énﬁbd E,%nt'l 12nv n pr&¥ des medi canents
conpri si a lind e alcordrng 20 th% |n enthlon or a
pharmaceutical ly accept able salt or derivative thereof, together with one
or nore_ph rrrac Ri caIIy acce ta hﬁ%éﬁrrlers therefor and optionally,

ot her t Rv? ct ﬁrks,) must be
"accepta e/ I Mphe sen e be g co t th o Ngredi ents of
the formul ati on and not harnful to the reC| p| ent thereof.
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A nedi canent of the invention nmay be those suitable for oral, rectal,
bronchi al, nasal, topical, buccal, sub-lingual, transdermal, vagi nal or
par ent er avo(2onigi1Bgdisng cut aneous, subcut aneous, i ntranmuseqraPr2011/001345
intraperitoneal, intravenous, intraarterial, intracerebral, intraocular
injection or infusion) adm nistration, or those in a formsuitable for

admi ni Bt'rigtat eactbgccurrendea independently seie¢ted fiopnthe; gieupieonsisting od dwdrogemt Cir qui d

aerosol, adm nistratio r ust.ai n rel ea . ~Suit abl.e npl es
o suste; e or Gt e e rRE it Bior iR e E T Gt b PRUS (o
hy dr opiRa&iIRy 1P COUTEOR ' @L@), KMty ! 0859 6RAHIR0B, C3hE,si dyeRalkyddlkohiCGsIC s
matrices may be in form of -shaped arti cl m croca ﬁEJ?s.

2€.0, fil
The comslatitdallisieadibe, aNGR7R1 AGODB 1 HUQIRRIT-CORINGR Gt EPIRY H(Q)

i dj t, i dj | int:-o t:
Form of B afedt et LAY BobeBis bbby, TR fettBendyl aSTee Mt 8°

i n paréptionhRy sitzbihgéd, filled capsules, powder and pellet forns, and
liquids, in particular aqueous or non-aqueous sol utions, suspensions,

enul sions, elixirs, and capsules filled with the same, all for oral use,
SUPPOSKLQL | Gfghel. iRRALA ' Rt &b Eorsitmie oAy ropeh, Ut L ons
for pair{eﬁ%’ea(r?%fi&gé%. Eg%’llme |€H§§r%gggélgﬁgd£%?? dogga e ?osrms%t he:yeroog WO
2011/ 1Q368BHACTE FLR0ds GORAA T2 IC o rikenglo nPy-Cpecyctmallenyl, BaCid abyei €htGioi n

or 1 not gt Ridkeh O SRS b T P on GO St R ARIBRRE e

mount efy, LROACNIS NS S0/ SARMENSHIR ©)UM)N (RIS, | S(ONed -s)lat dosage
nmp g

range to be enployed. Thé conpounds useabl e according to the invention can
be adnB(@)sN@R'Ed, iaryla evg.dpharghi benzybf hejersaryhn ang draseroeyclyl, cwagt Wiielhsgs | t
wll be obvh}gu%hﬁﬁtcpose skilled in the art that the foll ow ng dosage forns
may chﬁFPg 'S &active conponent, either a conpound(s) useable
according to the invention or a pharnaceutically acceptable salt of a
conpoungd(s) useabl e according to the invention. For preparing a nedicanment

f r om aRcopab gaeh aesamsnes, dedeperienty seleetrd fomy Eistgremp consirting d yfrogemy1-
ot g e & ClopRARA, B O B, 0w Gftiellenst CECWHBERIGY O

i ncl udé "po I's, ales, ¢ Suppositories,
di sperkdlbdikylgasnué.gsphehys dendylc hetetoarylcaml betermagelgl, anprof whibk ieoptesmallhi ch

may als% act as diluents, flavouring agents, solubilizers, Iubricants,
suspenﬂ%ﬁ@m§§eﬁ? , binders, preservatives, tablet disintegrating agents, or
an encapsulating material. In powlers, the carrier is a finely divided

solid wnych isinamxture with the finely divided active conponent. In
t abl etB,” is,fat eacht decarrenep ondependentlpisglectediftom theegrowp consisting\af igydrogen, C;-

necessary, bi ndi ng..capacity. in sujtable,proportions an acted, i he
Shape Ghilke} GRhcreuy PGS WLl R BT Lo e G B AL C-Coo
Magnesalkenys! €3G @yclbalkenyls €T, dlldGiDSE,-pe GhloalkyHexyl,i &ig. §hé:lfy¢,hberﬁfll, atin,
tragacant h, methyl cel |l ul ose, sodi um carboxynet hyl cellul ose, a low nelting
wax, clrterqamylandpeterpgyclyhany pkwhichigoptignally splessidpted.i on” is i ntended to

i nclude the formul ation of the active conpound with encapsul ating nmateri al
as carrier providing a capsule in which the active conmponent, with or

Wi t houln amithier eispect, the puesenuimdtentidnyretatesatordoaipoundls hdving ohéro$ thenfoamslaeilat i on

wthift, Simlarly, cachet d | Qzenge re included, bl ets,  po S,
capsul &%, 3pre¥n 11&5[&\_%@%@@?{3&%&@%_& regeé%’lﬁel_sui@élagzsg‘?’i‘Ls’ftgrﬁ% Sgduﬁ’ abl e
for orghgadky-poHioal 10116011101 £RA16NGSSUPRESE, 1AB! £, 187, L, 181, Li5A 35aX,
such as a mxture of fatty acid glyceride or cocoa batter, is first nelted

and t he5%diilvié7c dibdR2nt84-591i196et e d MelfBgenedus) 32 1-A2T.e13, 248-264, 262-

i red MeRGL20E TR E RRREER s s oy 4D, B 5 IR sBRP RO pesle
sui t abj e ah@ meah&@kicﬁwﬁaeéeﬁﬁdb@é isafs MRdreofNPaldulbrly SROfRted/ ERRPILIOES45 14

be presented as pessaries, tanpons, creanms, gels, pastes, foans or _sprays
cont ai eRmpeunds dwingi ene ob thenformltae\4Y, | Hgriddi @k 181, en shawniiarable ladkeiknown
in theg&ﬂﬁaa&e%tilggl aacﬂRfigﬁrs'a?s‘b%PkohﬂPF%f’erfpar ations include solutions,
suspensi ons, and enul si ons, ‘Tor exafple, water or water-propyl ene glycol
sol utions. For exanple, parenteral injection liquid preparations can be
formul ated as sol utions in aqueous pol yethyl ene glycol solution. The

chem cal conpounds according to the present invention nmay thus be

formul ated for parenteral adm nistration (e.g. by injection, for exanple
bolus injection or continuous infusion) and may be presented in unit dose
formin anmpoul es, pre-filled syringes, small volume infusion or in

mul ti-dose containers with an added preservative. The conpositions nmay take
such forns as suspensions, solutions, or emulsions in oily or aqueous

. o, o o, o o o o



Al so included are solid form preparations which are intended to be
converted, shortly before use, to liquid form preparations for oral

adm ni st rebi2ony1188e6h | i quid fornms include sol utions, supperPensoi1zand
enul si ons. These preparations may contain, in addition to the active
conponent, colorants, flavours, stabilisers, buffers, artificial and

nat ur aPrefarelly cthercompousgreas definsd atiove heveeas inhsbitaryiaciivith gn dgetarial gramah.t he

like. In.o enbodi e f ot resent inventio t di canent i s applied
topi caPFTaNY EpaneaTTanI) M R oIt Boh ot RHEpe FoT b aEf

adm ni gddcabtfidn Heﬁ?ee_‘}loln@@';mﬂ?pré’fferéﬁfsele% dagltumnvention may, 1 n one

enbodi nent, be adm nistered i'n a fornmulation containing 0,001%to 70% per
wei ght of the conpound, preferably between 0,01%to 70% per wei ght of the
conpoulidone&dspecyuhe ppsseiiteinventidie telgtes to Wngouirls lak 3kFRPCRLERE Bdrl n0icds 15

0, 1% and 70% per., wei gﬂit of , the co oupd,. I n one enbodi ment, a suitable
anount TEAMEBHA Prgterdhiniections &8 fubeichlosiie range of from 0.01 ng/ kg body
weight to 1 g/ kg body wei ght. Conpositions suitable for adm nistration also
i ncl ude | ozenges conprising the active agent in a flavoured base, usually
sucr osh angl asgreat ithe presentagpcatnorhrelgas to kompowslsmsi difingd tabevadon vse in the
ingredient in i nert .base such as gelatin and glycerol or sucrose and
acaci aT*4mgn Lmﬁé ¥E comprising the active ingredient in a suitable
liquid carrier. Solutions or suspensions are applied directly to the nasal
cavity by conventional neans, for exanple with a dropper, pipette or spray.
The colpos¢ @braes theprésenpinygnden re¢lates itp gl phasmaegutical- epsaRositincomprising a

| atter case of er. o i hi i eved by the patient
adm ni %‘%‘8?%“@ agﬁdegfﬁ%&r)%&v Faé!t;ned? 4 @féer%.'gf eelfrtl%ﬁrjye%ﬁcé%@@ﬁg 0 e?t he sol ution or
suspension. In the case of a spray, this may be achieved for exanple by
nmeans of a netering atom sing spray, punp. Adm nistration to _the respiratory
tract Hapnalaspede thic Rreseeld 1W“H%%rf§la¥%sng’naa’é‘f5@§6| Ot:" Geaneat i%anPlPFrWHP%Fr t he
active,.ingredi I S: REQYI i Uk g i '

pr opel f%ﬂ?ﬁ %ﬁ%ﬁﬁgagb%logh%rogﬁd tsjlg%cl))gear gﬁﬁ( %'F%:)%gf ?ﬁg‘g&mtdlégﬁe& 4b5ROLE of a

di chl oplaihfabeisicahaniyzosaiont asidefihed atfdvedo o petshameneedrthereof.

di chl orot etraf | uoroet hane, carbon di oxide, or other suitable gas. The
aerosol may conveniently also contain a surfactant such as lecithin. The

dose ofy GhshmBPENmPAY, 6 OBhitdbld ot PAsQisbS h&rird s MedR @ FeBr 16HnVAnount in the
Alternatively the active ingredients ma{ be provided in the formof a dry
e

powder rangeof &0 b mg/kebeiyr weight tof 1 g/g bedyrpsightl i n a suitabl e powder base
such as | actose, starch, starch derivatives such as hydroxypropyl net hyl

cel l ul ose and pol yvi nyl pyrrolidone (PVP). Conveniently the powder carrier
wi Il f ghéobjedtslof the dprbﬁnﬂﬁﬁ/%hti@rﬁéiﬂeta}’so sbhed pestmpount deit tompetitiyelP mhibits
presented in unit dose form for exanple in capsul es, or cartrigage% of, e.g.,
gel at i fhe snecific bindingpal RsCIRRARNENAERTAIRG 19 Ak PFesARty INyENURMH Fretsrahlkqsush
means et hARESY wititeGRIPRPA 14Ol rb@CHARH LA ARRESHIAL loRe Restte
respiratory tract, including |ntranasal conpositions, the compound wll
gener aidwgntienve a smal|l particle size for exanple of the order of 5 mcrons
or less. Such a particle size may be obtained by nmeans known in the art,
for exanple by mcronization. W) 2011/113606PCT/ EP2011/ 001345

The objects of the present invention are also solved by a method of treatment of a bacterial
infection, in particular tuberculosis comprising the application of a suitable amount of a
compound which compound is characterized by an ability to competitively inhibit the specific
binding of a compound according to the present invention or a pharmaceutical composition

according to the present invention, to a target protein, to a person in need thereof.

Pharmaceutical compositions

Pharmaceutically acceptable salts




16 When desired, conpositions adapted to give sustained rel ease of the
active ingredient may be enpl oyed. The pharnaceutical preparations are

pr ef er ablwoi2n1unadosdosage forns. In such form the prepaCatEPest1jo81345

subdi vided into unit doses containi ngitappropri ate quantities of the active
conmponent. The unit dosage form can be a packaged preparation, the package
cont ai Bkamgplds o€ pharmagentivally iaeeeptablpaddiiomsaleminckidehwiBoy dohitayion, thebiast s,
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the scope © I nven
tartaric acid, the toluene-p-sulphonate derived from p-toluene sulphonic acid, and the like.

Such salts may be formed by procedures well known and described in the art.

Other acids such as oxalic acid, which may not be considered pharmaceutically acceptable,
may be useful in the preparation of salts useful as intermediates in obtaining a chemical

compound of the invention and its pharmaceutically acceptable acid addition salt.

In another embodiment, the compounds of the invention are used in their respective free base

form according to the present invention.

Metal salts of a chemical compound of the invention include alkali metal salts, such as the

sodium salt of a chemical compound of the invention containing a carboxy group.

The chemical compounds of the invention may be provided in unsolvated or solvated forms
together with a pharmaceutically acceptable solvent(s) such as water, ethanol, and the like.
Solvated forms may also include hydrated forms such as the monohydrate, the dihydrate, the
hemihydrate, the trihydrate, the tetrahydrate, and the like. In general, solvated forms are

considered equivalent to unsolvated forms for the purposes of this invention.



Exanple 1: Primary screening of a large library of small synthetic
conpounds using the phenotypic cell-based assay A 120,000 small nol ecul e
conmpound wbhoarmsewes screened using a validated phenotypice/rpedihnbased assay
(W2010003533A2). Active conpounds frmamthe primary screen were confirmnmed
via dose response in the intracellular (QM assay and an in vitro (QUM
assay, Adhdmigtrationhand Holomelatiati on "Q M' stands for Quantification of

Intracel | ul ar Mycobacteria and the abbreviation "QUM stands for
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consequent!ly t he focus .of t ventlon

Der valis e g o F foim 50 Freets el PPig e o RE el a dnspdice i ne
conpouidsadtbealdgeddiént) apabshllybin 3Be foah| 6f 1) phirtitsgicdlly decdpuld Zalti dna
according to the nmethods outlined beIOM/(Schenes 1-13),.. Resultin
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A3A4 Sc %X%eﬁgﬁgw{ﬁéﬁg%le ure orgel{tﬁgpésl%ﬁl% ggl SO EFZO? oé gm;sli ut| on of
Et hyl me(imdmnyhmtl&taahydimﬁs pnsdlyatedh Et 20 (30 nlL) was added Ammoni um

acetate (2.07 mmol) and N-Bronosuccinimde (7.6 nmmol). The m xture was
stirred at roomtenperature for 6 hour. After reaction was conpleted, the

react | H{'anﬂ(ﬁfe 8 dBSoditnbhetRd uﬁ’xfefntl@ﬁ'%rma&eﬁleﬁ'icﬁﬁeﬁgo dn3ftistd a doMpdin@ani c

| ayer was over anhydrous MySO4 concentrated in vacuo to give Al .
Gener alisepblecechrdimgftorthe inzertyon;, bes pbamfacmtlcailrm agceptsible sabtroraferipatiyeathe@ofmol )

in EtOH nL dded 2- am i di . 89.mml ) .. The ,m
Ui 1 olpekihar Fish o R ees PRUBRRFGRELY Aol ety erefar ARt ntieBh iy, s
di | ut edlempteamEaxQﬁsr HrRPh{ladti @ Hr&Bénts. A RO ANAMEIEPINED Ibet ade ptablenih) the Toigse

organi c | ayer was dried over anhydrous MySO4 and concentrated in vacuo. The
crude pf beingtcompstipler with e ppher| lagwd@@rmﬁﬂ@hfo@rﬁataagn Avdynqtohagmfid teothept hy|
2- met hyel i néng?}%er , 2-al pyridi ne-3-carboxylate (A2) 1H NWR (400 MHz, CDC13)
g 1. 28" Pl UETeOL,  y "314), 2.56 (s, 3H), 4.27 (q, 1 = 7.2 Hz, 2H), 6.78
(dd J—72Hz 72Hz 111), 7.19 (dd, J= 6.8Hz, 6.8 Hz, 1H), 7.42 (dd, J

8.8 Hz, 9.12 (dd, J- 6.8 Hz, H) NVR (100 MHz,
CDC13) Asn&dlcasneni of ?he IBBC@OHHQY be thpsgsygtable) for 9fala1r2f7‘aé br%@% &g naiéietog’lca%z 8,

161. 4 buc\ég, ?sgg-yn%&:ﬁfs%ﬁ%%%gngp J)?"f)grenteral (including cutaneous, subcutaneous,

intramuscular, intraperitoneal, intravenous, intraarterial, intracerebral, intraocular injection or
infusion) administration, or those in a form suitable for administration by inhalation or
insufflation, including powders and liquid aerosol administration, or by sustained release
systems. Suitable examples of sustained release systems include semipermeable matrices of
solid hydrophobic polymers containing the compound of the invention, which matrices may

be in form of shaped articles, e.g. films or microcapsules.

The compounds useable according to the invention, together with a conventional adjuvant,
carrier, or diluent, may thus be placed into the form of medicament and unit dosages thereof.
Such forms include solids, and in particular tablets, filled capsules, powder and pellet forms,
and liquids, in particular aqueous or non-aqueous solutions, suspensions, emulsions, elixirs,
and capsules filled with the same, all for oral use, suppositories for rectal administration, and

sterile-injectable solutions for parenteral use. Such medicament and unit dosage forms thereof



19 To a solution of A2 (0.31 mml) in H20 (1.0 nmL.) and EtOH (3.0 nL) was
added Lithium hydroxide (0.93 mml). The m xture was stirred at room

t enper at we 2bow118608r ni ght . After reaction was conpl et edpcrhe20iindisae was
evaporated and 1 N HC1 (10 m) was adged until pH was 4. The residual pale
solid was collected by filtration and washed with H20 to give A3. Ceneral
pr ocedmay comprisésonyentionali ngofdigs irToonwventibuali rapartiong with 56 withwlu} addi-

and. 1 W0 TRy EmRHAR o BRHBIooih eh it ReEors TadY FRRY B PRRCt | on

i Xt Ur fave Sinothest tht atORin ARk 3bMhfenbwhte OV methendé{ 481y dRags tage Was
corrpl eted, the reaction mxture was diluted with CH2C12 (10 'nL) washed with

1@1be(epqplqygd and saturated NaHCO3 solution (10 niL). The organi c | ayer
was dr| ed over anhydrous MgSO4 and concentrated in vacuo. The crude product
was purified by flash colum chromatography to give A4. H2N B(OH) 2 Br
R2 = 27kNcordpéudds 4sédble 2ccorddhdo the- ipyéntibnl caheea®nigdistered in a wide variety of

oral and parenteral dosage forms. It will be obvious to those skilled in the art that the
following dosage forms may comprise, as the active component, either a compound(s) useable
according to the invention or a pharmaceutically acceptable salt of a compound(s) useable

according to the invention.

For preparing a medicament from a compound useable according to the invention,
pharmaceutically acceptable carriers can be either solid or liquid. Solid form preparations
include powders, tablets, pills, capsules, cachets, suppositories, and dispersible granules. A
solid carrier can be one or more substances which may also act as diluents, flavouring agents,
solubilizers, lubricants, suspending agents, binders, preservatives, tablet disintegrating agents,

or an encapsulating material.

In powders, the carrier is a finely divided solid which is in a mixture with the finely divided
active component. In tablets, the active component is mixed with the carrier having the
necessary binding capacity in suitable proportions and compacted in the shape and size
desired. Suitable carriers are magnesium carbonate, magnesium stearate, talc, sugar, lactose,
pectin, dextrin, starch, gelatin, tragacanth, methylcellulose, sodium carboxymethylcellulose, a
low melting wax, cocoa butter, and the like. The term "preparation” is intended to include the
formulation of the active compound with encapsulating material as carrier providing a capsule
in which the active component, with or without carriers, is surrounded by a carrier, which is
thus in association with it. Similarly, cachets and lozenges are included. Tablets, powders,
capsules, pills, cachets, and lozenges can be used as solid forms suitable for oral

administration.

For preparing suppositories, a low melting wax, such as a mixture of fatty acid glyceride or
cocoa butter, is first melted and the active component is dispersed homogeneously therein, as
by stirring. The molten homogenous mixture is then poured into convenient sized moulds,

allowed to cool, and thereby to solidify. Compositions suitable for vaginal administration may



General Procedure of Bl A solution of 4-chlorobenzonitrile (1.0 ntnol) in
et hyl ene glycol (2 nL) was added the appropriate amne (5.0 mmol). The
reacti on woxburesssas heated to 160 C for 12 h and then PODEP2011/001345

2011/ 113606PCT/ EP2011/ 001345 20 conbimed organic | ayers were washed with
brine and dried over MySO4, filtered and concentrated in vacuo. The residue
was pubé fpresented casf pessirieso|tamponsh rooermso (gedgp pastes fiams @t sprays containing in

4- (Pi perj.din-1-yl)benzoni;trile,NC . NVR (400 Mdz. CDC 8 1.60 -:1.68 (m
Sry | Gasdfibrbiofhy pe gkl s Ferrert ¥k Kagw K A e sbpfortiage Lol 5
Gener a%)reﬁ’ér@ﬁ&@uﬁi%hﬁiﬁa Shutedi, SdspeleibiQ thnld: erulsidhslt fo@Nex@inpRl (Water B0k ate-n THF
(10 nm.) was added LAH at 0 _C. ‘Fhe m xture was refluxed for 1 h and then

cool edpiopyleno ralyeshretuions e Forgsamplee tpassmtarplx injgcsionakiquid eprepasations £k be
addi ti sat ur q !élgF] fracted three tines with
Et OAc.{go?Jﬁgfaéec‘)i%i%ﬁg%%g? glaarﬂc ﬁéyéﬁ&gﬁéél\xﬁ@%@ 1v(&)/l;lth brine and dried over

MpSH, filtered and concentrated in vacuo. The residue was purified via

flash col um chronmat ography to give B2. . )
(4- (Pi phe chemical gompeiids| 3eatding srithfe present invention may thus be formulated for

parenteral administration (e.g. by injection, for example bolus injection or continuous
infusion) and may be presented in unit dose form in ampoules, pre-filled syringes, small
volume infusion or in multi-dose containers with an added preservative. The compositions
| may take such forms as suspensions, solutions, or emulsions in oily or aqueous vehicles, and
may contain formulation agents such as suspending, stabilising and/or dispersing agents.
Alternatively, the active ingredient may be in powder form, obtained by aseptic isolation of
sterile solid or by lyophilization from solution, for constitution with a suitable vehicle, e.g.

sterile, pyrogen-free water, before use.

Aqueous solutions suitable for oral use can be prepared by dissolving the active component in
water and adding suitable colorants, flavours, stabilising and thickening agents, as desired.
Aqueous suspensions suitable for oral use can be made by dispersing the finely divided active
component in water with viscous material, such as natural or synthetic gums, resins,

methylcellulose, sodium carboxymethylcellulose, or other well known suspending agents.

Also included are solid form preparations which are intended to be converted, shortly before
use, to liquid form preparations for oral administration. Such liquid forms include solutions,
suspensions, and emuisions. These preparations may contain, in addition to the active
component, colorants, flavours, stabilisers, buffers, artificial and natural sweeteners,

dispersants, thickeners, solubilizing agents, and the like.

In one embodiment of the present invention, the medicament is applied topically or

systemically or via a combination of the two routes.

For administration, the compounds of the present invention may, in one embodiment, be
administered in a formulation containing 0,001% to 70% per weight of the compound,

preferably between 0,01% to 70% per weight of the compound, even more preferred between
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Administration to the respiratory tract may also be achieved by means of an aerosol
formulation in which the active ingredient is provided in a pressurised pack with a suitable
propellant such as a chlorofluorocarbon (CFC) for example dichlorodifluoromethane,
trichlorofluoromethane, or dichlorotetrafluoroethane, carbon dioxide, or other suitable gas.
The aerosol may conveniently also contain a surfactant such as lecithin. The dose of drug may

be controlled by provision of a metered valve.

Alternatively the active ingredients may be provided in the form of a dry powder, for example
a powder mix of the compound in a suitable powder base such as lactose, starch, starch
derivatives such as hydroxypropylmethyl cellulose and polyvinylpyrrolidone (PVP).
Conveniently the powder carrier will form a gel in the nasal cavity. The powder composition
may be presented in unit dose form for example in capsules or cartridges of, e.g., gelatin, or

blister packs from which the powder may be administered by means of an inhaler.

In compositions intended for administration to the respiratory tract, including intranasal
compositions, the compound will generally have a small particle size for example of the order
of 5 microns or less. Such a particle size may be obtained by means known in the art, for

example by micronization.
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edition of Remington's Pharmaceutical Sciences (Maack Publishing Co. Easton, Pa.).

Figures and Tables
Reference is now made to the figures and tables, wherein

Figure 1 shows the dose response results on compound 8 (A) from the in vitro growth
fluorescence assay (QUM) (B) and the intracellular growth assay (QIM) (C). Each curve
represents a separate replicate experiment, [Cpd] refers to compound concentration, (M)

refers to molar;

Figure 2 illustrates the kinetics of inhibition and bactericidal activity of imidazopyridine
compounds 47 and 54 compared to the reference compound PA-824 represented in terms of
CFU reduction (A) and as a time course (B) . Chemical structure of positive control PA-824
©);

Figure 3 shows the in vivo efficacy of compounds 177 and 185 in a murine model of acute

tuberculosis infection.

Table 1 summarizes imidazopyridine derivatives (general scaffolds Ia and Ib) with their
respective inhibitory activities, wherein the numbers in bold print refer to the compounds

listed in Example 2;



El E2 Scheme 5 WD 2011/ 113606PCT/ EP2011/ 001345 23 A m xture of El

(0.32 g,

0.86 mmol ), an am ne (excess) and DI PEA (0.75 nL, 4.32 mmol) in ethyl ene

gl ycol (4wol2pi1v@assopeated to 160C for 1.5 days. After regetrirppogooyeti on,
the reaction mxture was diluted withiwater (20 nlL) and extracted with
ethyl acetate (20 nmL X 3). The organic |ayer was dried over anhydrous MSO
and concentrat ed in vacuo The crude residue was purified by flash colum

chro o] I\/EOHlnIVC andthenp cipitated th acetqnitrile to
i ve hagle D Mo g ?qtfaﬂal i, s RO ) SRR TP SRSy Rbtes <
of FlI 4 @g’nstbﬁqm sl ed solution of the 4-(trifluoronethoxy)aniline
(11. 29 I n HBF (50% 22.58 mmol ) and water (2 nlL) was dropw se added
a precool ed solution of NaNO2 (12.42 nmol) in water (2 nlL). During the
additign, tpe tenperature was carefully kept below 5 C and the resulting

m Xt ur

®eft to stir at 0 Cfor 30 min. The diazoniumsalt (F1l) was

collected by filtration, washed with Et20, and extensively dried in vacuo.

CGeneral procedure for t he synt hesis of F2

The invention is now further described by reference to the following examples which are

intended to illustrate, not to limit the scope of the invention.

Example 1: Primary screening of a large library of small synthetic compounds using the

phenotypic cell-based assay

A 120,000 small molecule compound library was screened using a validated phenotypic cell-

based assay (W02010003533A2). Active compounds from the primary screen were

confirmed via dose response in the intracellular (QIM) assay and an in vitro (QUM) assay,

wherein the abbreviation “QIM” stands for Quantification of Intracellular Mycobacteria and

the abbreviation “QUM” stands for Quantification of in vitro grown Mycobacteria.

Compound 8 (Figure 1A) demonstrated activity in both the QUM and QIM assay (Figure 1B

and 1C respectively) and is the basis of the imidazopyridine general scaffolds Ia and Ib.

Compound 8, from the dose response confirmation experiments demonstrated a minimum

inhibitory concentration (MIC) or S uM and 2.5 puM in the QUM and QIM assays

respectively. The MIC is the minimum concentration of compound required to obtain 80%

bacterial growth inhibition. Compound 8 demonstrated potent antibacterial activity and

consequently is the focus of the present invention.

Example 2: Derivatization of the imidazopyridine general scaffold

The imidazopyridine compounds (scaffolds Ia and Ib; see Table 1) underwent derivatization

according to the methods outlined below (Schemes 1-13). Resulting derivatives were

examined for inhibitory activity (MIC) using the assays described above (Example 1) and the

results are summarized in Table 1.



FI (11.30 mmol) was added to a solution of 2-chloroacetoacetate (11.30

nmml) in pyridine (4 nL) and water (4 nL) at -5 C The m xture was stirred

at -5 C fwo280y/mBéss and the resulting precipitate was fipctrares 1aodsmnashed

with ice cold water. Recrystallizatios fromEtOH water gave F2. WO
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filtered, the filter cake was washed wi th tol uene, a%d he organic

fractlons ver e conbl ned a oevaporaére,dalmmél'hm: resi due \@;e xed I n xyl enes
eact |

(10 mL r omat ogralite® t he coo m xt ure,
el uti ng BpH 41 ﬁg}anes @L ave x$H@p¥se and the elution with
ethyl ac@fife gave F3. E

1-(4-(trifluoronet hoxy)ph’ényl) 1H pyr azol e- 3- car boxyl at® (F3) OCF3
Scheme 1

General procedure for the synthesis of Al

To a solution of Ethyl propionylacetate (6.9 mmol) in Et;O (30 mL) was added Ammonium
acetate (2.07 mmol) and N-Bromosuccinimide (7.6 mmol). The mixture was stirred at room
temperature for 6 hour. After reaction was completed, the reaction mixture was filtered off
and washed with H,O (30 mL). The organic layer was dried over anhydrous MgSO4 and

concentrated in vacuo to give Al

General procedure for the synthesis of A2

To a solution of A1 (0.89 mmol) in EtOH (4 mL) was added 2-aminopyridine (0.89 mmol).

The mixture was stirred and refluxed for overnight. After cooling, the dark residue was
diluted with EtOAc (20 mL) and saturated NaHCOj solution (30 mL). The organic layer was
dried over anhydrous MgSO, and concentrated in vacuo. The crude product was purified by

flash column chromatography to give A2.

Ethyl 2-methylimidazo[1,2-a]pyridine-3-carboxylate (A2)

o)
OEt
AN \N

'H NMR (400 MHz, CDCls) & 1.28 (t, J = 7.2 Hz, 3H), 2.56 (s, 3H), 4.27 (g, J = 7.2 Hz, 2H),
6.78 (dd, J = 7.2 Hz, 7.2 Hz, 1H), 7.19 (dd, J = 6.8Hz, 6.8 Hz, 1H), 7.42 (dd, J = 8.8 Hz, 8.8
Hz, 1H), 9.12 (dd, J = 6.8 Hz, 6.8 Hz, 1H); °C NMR (100 MHz, CDCL;) 5 14.5, 16.7, 60.3,
112.6, 113.6, 116.9, 127.5, 127.9, 146.9, 152.8, 161.4.

General procedure for the synthesis of A3




0 11-1 NWR (400 MHz, CDC13) 8 1.42 (t, J= 7.2 Hz, 3H), 4.44 (q, J = 7.2 Hz,
2H), 7.00 (d, J = 2.4 Hz, 1H), 7.33 (d, J=8.8 Hz, 2H), 7.79 (d, J= 9.2 Hz,
211), 7.9%00d11/4d36862. 4 Hz, 1H) General procedure for thecsyrbhesossof F4

Li AlH4 (0.67 nmol) was added to a stimred solution of F3 (0.67 mol) in THF
(5 n) at 0 C, and the m xture was warned to roomtenperature for 1 hr,

t hen cdolacsblutidn0ofCA2r(0.3dumneheth Hh®K1i0cwlL) Thd Et@HU(3t0 nd.)rwast addedvisithiam| ut ed

with efhyl .ac te (1 washed with ter (10 nl) and_.brine .(10 . The
or gan Brayar (03 ol Tire ey whb s el ferbesrefR ' QBTRERE Alda 1n
vacuo. rehBforCiiigorple@t Cthe MRk nitb iak Ieegpot?ytea be®$ D NCRICI(TO ﬁww@é&ﬂamhvﬁno
give F4. WD 2011/ 113606PCT/ EP2011/ 001345 25 Ceneral procedure for the

synt hewas4 oFhepssidpeaple ®ligavasmslllpctad by didtaasionding pydsbed with416) torgieelAdnd
cooled (0 C) solution of phthalimde (0.83 mml), Ph3P (0.84 mml) and F4
(0.69 mol) in dry THF. The cooling bath renoved and stirring was continued

at roo@ehermp piddeduee foi thé shhthekid®f Agat er (1 nL) was added the reaction
m xture was ¥|Itered t hrough a colum of silica, eluting with CH2Cl2. The

el uat eToeassdeiirie At Ast €456 mmel is Gl ke migswas addgdstristhvlaming @y/ mmel)

col um hve . I §yof F6
To & ooty PEERSFS 8 bR SR feriot 2 RO AR BB o U B o ¢

(1. 38 wholrpactibhemixtaet wan stirved Lat eroons teshperaterd  fordoveetilghitx elftéroreadtion .wahf t er

cooling, the reaction m xture was, evapo and dilute it 0 m)
and sag‘UP%tlF@Ss %ﬁmee&;@dpmﬁuanwm%wf Mmﬂuﬁ&ﬂ%@%wﬂﬁm Wi 5\?8‘@@ The

or gani ﬁ11ljh§1¥c?Eatiﬂ%?edthﬁ@CBVs%lut%hM@rxﬁE? MESGHanit| i & R8s aRel S8CEMHydRsRd 1N

vacuo. e crude product 'F6 was used for next step w thout further

puri fi ¥aSiOanand co@@MERGOF3 G2edo. The crude product was purified by flash column

chromatography to give A4.

étylene glycol THF |\/ X
160°C,12h reflux,1 h
X=CH,, O B1 B2
Scheme 2
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B(OH
HN (OH),
+
Br R;
Rz =2-CN, 3-CN, 4-CN,
2,6-DiMe, 4-pyridy!

Scheme 3

General Procedure of Bl

A solution of 4-chlorobenzonitrile (1.0 mmol) in ethylene glycol (2 mL) was added the

appropriate amine (5.0 mmol). The reaction mixture was heated to 160 °C for 12 h and then

cooled to room temperature, poured into ice water, and extracted three times with EtOAc. The



Scheme 7 General procedure for the synthesis of GL To a solution of

cycl ohexane-1, 3-dione (17.84 mmol) in toluene (20 nL) was added DVF. DVA
(26. 75 nm@wb)ho1tissoseacti on m xture was stirred and refl pxedrbon/oonses ni ght .
After cooling, the reaction mxture vs concentrated in vacuo. The crude
product Gl was used for next step without further purification. WO

2011/ 1hREHBERC D ERRO 1dyed) ¥346 R&h&d neithl brpreo erdiudrizdf overt MgSOuntfiesids and &2

To a solution of Gl 98 nr.nol) in.et hanol 0 nm) and water. (3 was
rdded CrcentsdrgruhRas Ik AR 43 Akeh o B ehroBrod s wighdtBl, “and
sodi um hydroxi de (8.98 nmol ). The reaction m xture heated at reflux for 2 h
and concentrated in vacuo. Then to the residue were added AcOH (20 nL) and
wat er 4-(Ripetidin-3nd)benzonitrilet i on ni xture was heated to 110 C for 2 h. On
conpl efson _of the reaction, the solution was concentrated in vacuo, the
resi due iluted with Et0OAc (20 nL) and saturated NaHCO3 sol ution (20
m.), then ith brine (20 nL). The organic |ayer was dried over
anhydr ous NQS@ |tered and concentrated in vacuo. The residue was
purified by flash colum chronmat ography to give &. Ceneral procedure for

t he sy S |yt i of ( 6 1) 1 - anol, (g, m)
wos augbaraiiaR afftz acb A s 3o s o Eahhe D dr BT 87 A2

nol ecumﬁ 7§iée(ﬁ?§=(84ﬁ\Hz, AP g) and NaBH3CN (11.82 mmol) were added and the
reaction mxture was stirred and refluxed for overnight. After cooling, the
reaction m xture was evaporated and diluted with EtOAc (10 nL) and

sat ur at.ed CO3 qu'Qn m.), then washed with brine (10 nL). The

or gani &% L u nhydrous MgSO4, filtered and concentrated in

vacuo. yJhe ude pr.odu e t st ' tn el .

puri fiw&%‘ﬁi: ‘%éﬂ@l ng?&@?ﬁ%ﬁ%ﬁncgggggoﬂ-@évg ea%g)e/n hg_g%soo '%%LFSH &
solution of _4-trifluqronethoxybenzyl bromde (1,05 4.09. mmol.) in 5
dry DVFehEEfl%ifde rsg GH&C’E‘%icé?gg?Ztéb oM tﬁr.ngéraﬂﬁﬁ'l ?_he 'I‘ﬁ%cs%lroéla@t‘%t&ﬁ MWaS
SUIT I eghnBhiedl b 1R ad BH6R bESREANAAR NAIOS(10 HI) Al &itradied tRk tAfdsCRitM N
of ethyl acetate (2 x 20 nL). The conbined | ayer was dried over anhydrous

MySO4, EfQAe. dheceoarhinasorrgenie layersawene washed withruineranddlrisd oraeMeSOamBleraded i n
tZBi1??%%}%%&%%\%?8%&9%&%%&% whY Bhﬂﬁg@\gzb%sh céﬁ@mn chromatography to give
B2.

rnL

(4-(Piperidin-1-y)phenyl)methanamine
i@

'H NMR (400 MHz, CDCL3) 5 1.55 — 1.59 (m, 2H), 1.68 — 1.74 (m, 4H), 3.13 (t, J = 5.6 Hz,
4H), 3.77 (s, 2H), 6.92 (d, J= 8.4 Hz 2H), 7.19 (d, J = 8.8 Hz, 2H).

Method II: A solution of 4-bromobenzylamine (1.0 mmol) in DME (3 mL) were added the
appropriate  arylboronic acid (1.0 mmol), 1,1’-bis(diphenylphosphino)ferrocene)-
dichloropalladium(Il) (0.03 mmol), Na,CO3 (aq. 2.0 mmol). The mixture was stirred and
‘heated at reflux under N; atmosphere. After 1 h, the mixture was cooled to room temperature,
then the mixture was extracted with EtOAc, washed with sat. NaHCO; (aq:) brine and dried
over MgSO, and filtered. After removal of the solvent, the amines were obtained, which were

used without purification.

General Procedure of C1




To a solution of HL (93 ng, 0.46 mml) in EtOH was added a sol ution of
hydr oxyl am ne 50 wt% in water (0.12 nL, 1.84 nmol). The reaction m xture
was refl uwedofionsaser ni ght. After cooling, the m xture was/EPos@enizasit ed in
vacuo. The crude product H2 was used 3in the next reaction w thout further
purification. General procedure for the synthesis of H4 To a solution of
H3 (11A soiytich mﬁcmbenzmmly (DIOmei)elnaéN@ij (3L ndp)hyere3added the appropriate

e Eog: L urg " et T 3 okl o Sin Rndcspdighlorapalipdip ¢l 5o

mn at( @pm(ﬁmﬁmr@? 2l @imé1y. THEEm @@ WA stirn@t Xent MR atéd St adTiRCurRles B, Ut i on
of C2 ((108 ng, 0.4 in dry DMF. The reaction m xture was stirred at

140 C atmosghehe Affteer! (bod%? nglxntrﬁewaSea@QlP@ rfo momru rt@mmrgtum | e dfiligred agd hy |

(10, msvebiaalppafBE" i il SR it MASERATR SRt Sa kR B0 o

in vaCkane aittedrégdusheer Mgﬁtugtﬁlw&&l ghdrdohéentrated t’h|va8111’b Meussidadwvaspifedphy to
gi ve ) 111213 Schene 9 General procedure for the synthesis of 12
To a sﬂ#&btqoélﬁn@ﬁhﬂoina(t%@hi‘gto givoChnol ) in EtOH was added hydrazine hydrate
(0.75 nL, mml). The reaction mxture was refluxed for 12 h. After cooling,
t he resulti ng precipitate (D2) was filtered, washed with EtOH and dri ed.
Cener ap'-(Triftestoneethel)biphendyhivdwdonitrild 13  To a solution of 12 (96 ny,
0.402 mmpl) in CH2C12 was added Et3N (0.057 nL, 0.406 mmol). The reaction
m xt ur s 600l e, to O C and to the m xture was added dropw se a sol ution
of -chlor ?’ul oride (0.035 nL, 0.442 mmol) in CH2Cl12. The reaction

'H NMR (400 MHz, CDCl3) § 7.30 (d, J - 7.0 Hz, 1H), 7.45 (d, J= 8.0 Hz, 2H), 7.54 (dd, J =
7.6, 7.6 Hz, 1H), 7.61 (dd, J= 7.2, 7.6 Hz, 1H), 7.70 (d, J = 8.0 Hz, 2H), 7.76 (d, J = 7.6 Hz,

1H).
o
piperazine oS~
RONEC L o Iy o Y
DMSO, 120°C THF, reflux N wo. N
e TO Yo, Yl
NH, N
N \g/\/
o1 D2 03
N H;N/\©\ EDC, HoB! C C 4(_\
/@“:z_\ * N()q DMF, 80°C /CT:%—\
o =N’ ©\/n ovemnight
\r(\/
D3 o
Scheme 4

Procedure for the synthesis of D1

A mixture of 4-fluorobenzonitrile (4.2 g, 35 mmol), piperazine (1.0 g, 12 mmol) and K,CO;

(4.8 g, 35 mmol) in DMSO (30 mL) was stirred for overnight at 120°C. The reaction mixture

was poured to the ice and resulting solid was filtered, washed with methanol and dried in
vacuo to give D1 as a white solid; 'H NMR (400 MHz, DMSO) 8 3.49 (s, 8H), 7.01 (d, J =
9.2 Hz, 4H), 7.57 (d, J = 9.2 Hz, 4H); LCMS (electrospray) m/z (M+H)" 289.

Procedure for the synthesis of D2



WO 2011/ 113606PCT/ EP2011/ 001345 28 0 C, the reaction tenperature was raised
to roomtenperature and the resultant m xture is further stirred for 30

mn. To twe 20itisgoe Wwas added water, the sol ution was eytrapbed/owsidh
CH2C12, washed with brine. The organin | ayer was dried over anhydrous MySO4
and concentrated in vacuo. The crude product (13) was used in the next

r eact i Do awtirred solufion oA (01301 d, i1t momwl) iIGEHEY & miy)ovaschdded LaH (24 gy6ibesi s

of 14 13 (0.402 mmol) was pl aced under nitrogen and POC13 n) was
added. ™) Aadde Fubing Tetid SamRRRLP S Hindtiitutentar, e i bed Do ed 1 0
room t @iRGFeaiviE GuerlRAed Q4thi Whier WAd fhe S61EH ®%48 r@@;@dom Tﬁ'e Eilihité aeRtabActed 2) -
The conbi ned organic | ayers were washed with brine, dried over anhydrous

MySO4 @it MCMSe I RtD0the BretAtdRyer g Wwhshda viafroshughted@guddns Nah€0- P30 flLgsh

colum chr omat ography to give 14. General procedure for the synthesis of 16

o By o, PS8 oy s g, 0,20

nmol ) and hmol’) ure s”stirréd for

over ni 4#1),,.6.90@, F=8.41He, 4H}; 7026 (dag =814 Wz HHGHAIUS (alecirawpta1) m/agst)eRoey t h
brine. The organic |ayer was dried over anhydrous MgSO4 and concentrated in
vacuo. The crude product was purified by flash col um chromat ography to

01, pocpudl P RABafiRSel procedure [ (he symiesis of 31 TTo 8
(6 nl) Tover stactd esdlugion D (7Y lgh2.36 MimolcindV(0(23 inly) Yad addal Yytgryl ‘chloride
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removal of the ice bath, the reaction mixture was stirred for another 30 min. The reaction
mixture was diluted with MC (20 mL), washed with saturated aqueous Na,CO3 (20 mL) and
the organic layer was concentrated under reduced pressure. The crude residue was purified by
column chromatography (20 % MeOH in MC) to give D3; 'H NMR (400 MHz, CDCl,)
3 0.41(t, J= 7.2 Hz, 3H), 1.00 (brs, 2H), 1.12 — 1.21 (m, 2H), 1.63 (t, J= 7.2 Hz, 2H), 2.80 (s,

8H), 3.27 (s, 2H), 3.84 (d, J = 5.2 Hz, 2H), 5.16 (brs, 1H), 6.38 — 6.45 (m, 4H), 6.67 — 6.74

(m, 4H); LCMS (electrospray) m/z (M+H)" 367.

Procedure for the synthesis of D4
To a solution of acid (0.012 g, 0.054 mmol) in DMF (1 mL) was added triethylamine (15uL,
0.11 mmol), D3 (0.020 g, 0.055 mmol), hydroxybenzotriazole (3.7 mg, 0.027 mmol) and 1-

ethyl-3-(3-dimethylaminopropyl)carbodiimide (0.016 g, 0.082 mmol) and the reaction

mixture was stirred at 80°C for overnight. The reaction mixture was cooled to -10°C , the

resulting solid was filtered, washed with MC and dried in vacuo to give D4;

cyclic amine or alkyl amine o /_O_é
fo) N/H < > < DIPEA _ NH

ethylene glycot, 160 °C
Z NN 1.5 days /C"“\\
—_— \ _—
c” XN RoR{N N
. E1 ' E2
Scheme 5

Procedure for the synthesis of E2




(2 nL of aqueous solution, 0.44 g, 4.14 mmol). The resulting m xture was
stirred at 120 C WO 2011/ 113606PCT/ EP2011/ 001345 29 and concentrated in
vacuo. Thworesuliséong crude residue was purified by fl aslrctareem/oo134s
chromat ography (n-hexane : ethyl acetmte = 10: 1 ratio) to give a Jl.
Schene 11 General procedure for the synthesis of K2 and K3 To a stirred
suspendi mixtat oKRE1((0.325) 086 diod), amam)inexedcadsHOGED REA 6175 miQ 482 mmwl))ini n

nmet hyl ene chloride (2.0 nL) was added dess-martin periodinane (0.10 g, 0.24
mol ) ethsikene ighgsoba# mLAWag rhestedi tout @SC fonel .5 days. u@gelt mapdomcomeletias, thai se
to roomtenperature and the resulting solution was stirred for 2h. The

win skl ‘?&?}E@aeﬁ%%ug‘éﬁaﬂ%%‘? (R0 356 n%'?écg%dd 1 B o e
LSar Bn R Rt Ll RIGH o HRLEHR: VR A3 ?‘Bﬁ%?%g"r Jpigra e

g rrﬁt hereg,{ZlﬁeC\%é)ﬁohﬁﬁed B s Qblumid @hrodtadraptly (20 ToVRIelSH dAAMKS - and tHehL2L3
cheme
precipitated with acetonitrile to give E2 as a white solid.
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Scheme 6

General procedure for the synthesis of F1

To an ice-salt-cooled solution of the 4-(trifluoromethoxy)aniline (11.29 mmol) in HBF4 (50%,
22.58 mmol) and water (2 mL) was dropwise added a precooled solution of NaNO; (12.42
mmoi) in water (2 mL). During the addition, the temperature was carefully kept below 5 °C
and the resulting mixture was left to stir at 0 °C for 30 min. The diazonium salt (F1) was

collected by filtration, washed with Et;O, and extensively dried in vacuo.

Genéral procedure for the synthesis of F2

F1 (11.30 mmol) was added to a solution of 2-chloroacetoacetate (11.30 mmol) in pyridine (4
mL) and water (4 mL) at -5 °C. The mixture was stirred at -5 °C for 30 min, and the resulting
precipitate was filtered and washed with ice cold water. Recrystallization from EtOH/water

gave F2.



General procedure for the synthesis of L2 A solution of oxalyl chloride
(0.43 m., 4.94 mmol) in nmethylene chloride (5 nL) was cooled to -78C and
DVSO (0. Aorth11/Q3#8 nmol ) was added slowy. After 10 m patrapoi1@/08cisit i on of
al cohol (0.50 g, 2.47 mmol) in methylmane chloride (3nL) was added over 10
mn, and the m xture was further stirred for 15mn at -78C._Triethylam ne
(1.4 ) fasl) ed B B)was stirred
for 15 r’rbEFand aIIovved to vvarm up to O C After reactron conpl etion, the
reactionjm xture was diluted with nmethylene chloride (15 nL) and WO
2011/1 5PCT/ EP2011/ 001345 30 washed with aqueous Na2CO3 (15ni). The
organi @ er was dried over MgSO4 and concentrated in vacuo. The resulting
crude re¥i due was purified by flash col um chronmat ography (n-hexane : ethyl
acet at eHN\E: 1 ratio) to give L2. General procedure for the synthesis of L3

A
o

To a suspepisi on of nethyltriphenyl phosphoni um brom de (0.43 g, 1.20 nmmol)
in THF°( { was added nBuLi (2.5 Min n-hexane, 0.48 niL, 1.20 mmol) under
i ce-bathggpd the mixture was stirred for 30mn. A solution of ketone
conmpound 1 h THF (3 nL) was added dropwi se and the resulting m xture was

al | owetH tNMRa@ 09 iHz,dC PGS tlehip@y AUt 2 Hay 3H),2h39 &f, Vet 7.2d3z 2H)n720rG) £Ei on,

sol uti chI ride (10 nL) and washed with
aqueou§ Pﬁ%@é% %?M bQHgé?‘é grggq’éy ) was dried over MySO4 and
concentrated in vacuo. The resulting crude residue was purified by flash
col um chr omat ogr aphy (n-hexane : ethyl acetate = 15 : 1 ratio) to give a

target Gea dc e for the i 3Schene 13 Cener al procedure for the
synt hes) ik 'rvﬁ'?fdf%@ 2 S0, By 612%: 11260505 Hend- 48 67 TRinb)' dha BN (28 !b)

mmol) in toluene (10 mL) was stirred at 70 °C for 1 h. The resulting mixture was cooled and
filtered, the filter cake was washed with toluene, and the organic fractions were combined and
evaporated. The residue was refluxed in xylenes (10 mL) for 2 h. Column chromatography of
the cooled reaction mixture, eluting with hexanes, first gave xylenes, and then further elution

with ethyl acetate gave F3.

Ethyl 1-(4-(trifluoromethoxy)phenyl)-1H-pyrazole-3-carboxylate (F3)
OCF,

N,
W)
OEt

0]

'"H NMR (400 MHz, CDCL3) & 1.42 (t, J = 7.2 Hz, 3H), 4.44 (q, J = 7.2 Hz, 2H), 7.00 (d, J =
2.4 Hz, 1H), 7.33 (d, J = 8.8 Hz, 2H), 7.79 (d, J = 9.2 Hz, 2H), 7.91 (d, J = 2.4 Hz, 1H)

General procedure for the synthesis of F4
LiAlH,4 (0.67 mmol) was added to a stirred solution of F3 (0.67 mmol) in THF (5 mL) at 0 °C,

and the mixture was warmed to room temperature for 1 hr, then cooled to 0 °C and quenched

with ice. The resulting mixture was diluted with ethy! acetate (10 mL) washed with water (10
mL) and brine (10 mL). The organic layer was dried over anhydrous MgSQO;, filtered and
concentrated in vacuo. The crude product was purified by flash column chromatography to

give F4.



(0.017 g, 0.13 mmuol),

1, 1" - bi s(di phenyl phosphi no) ferrocene)-di chl oropal l adiun(11) (1.5 ng, 3.38
unol ) andwdagfa@sdoe. 5 N of aqueous sol ution, 0.024 g, @cZApasmlopiz4dhe
resulting mxture was stirred at 120 &8 for 2h. After renoval of organic
solvent, the resulting residue was dilited with water (10 nL) and extracted
with nmethylene chloride (10 nL x 2). The organic |ayer was dried over MySO4
and co-centrated i n ting crude residue was purified by

flash 230 STt PR EAne chloride : methanol = 20: 1 ratio)
t 2
NK/R gl( Zgg@xﬁa{mmﬁgﬁ@yme%{%@%&m&%aﬁﬁmﬁﬁ@ @}%61@93136’5?_1‘?%1%@,6' o6

(d, J=(0. &3 smHzl) Pisp (084017m(>ld@ndﬂ 0.6 mznol)nrQ&meTHlin he gocémg(hath mmoweg Hz,

1FD E - et hyl - 7- daz I di ne- 3- ar

1HNVR ?ﬁa@ﬁ’é i‘ 3 m%e‘a zf%ﬁ% R')slkfj‘en yaey (f w¥5 gﬁ&éfﬁ%q, J=
7.2 HZrea@t'an m_l’xtafl: \(vdzdﬁltércd 1hr5ug1|ia c@luBmHif silldd) elufing Avith @I-@d:lz(’l’ﬂe ctrdite Was68

(d, J=7.6 Hz, 2H), 7.80 (s, 1H), 9.32 (d, J= 7.2 Hz, 1H). 1HN|\/R$4OOM—IZ
DVBO dc@icentratedn pacuozangd, the repadue wasspurifigd yflashzedampechrarmpgtograples tq give 1 HNVR
(400 , CDC13) 8 1.41 (t, J= 7.2 Hz, 3H), 2.70 (s, 3H), 4.40 (q, J= 7.2
Hz, 2H), 7.33 - 7.36 (m 1H), 7.42 (t, J= 7.4 Hz, 2H), 7.56 (d, J= 7.2 Hz,
2H), 7.60 - 7.61 (m 1H), 9.52 (s, 1H).

General procedure for the synthesis of F6

To a solution of F5 (0.69 mmol) in EtOH (5 mL) was added hydrazine hydrate (1.38 mmol).

The reaction mixture was stirred and refluxed for 4 hr. After cooling, the reaction mixture was
evaporated and diluted with EtOAc (10 mL) and saturated NaHCO; solution (10 mL), then
washed with brine (10 mL). The organic layer was dried over anhydrous MgSO filtered and

concentrated in vacuo. The crude product F6 was used for next step without further

purification.
lo) (o}
F,CO
i‘:\L DMF.DMA ii/\,l,/ n \©\
Toluene, reflux
o o NHNH,,_HCI
G1
(o] NH,
NH,OAc
1) NaOH / MeOH, H,0, reflux ii\\n 4 @l\/\\ln
N NaBH;CN N
2) AcOH, H,0, reflux 4AM.S.
| 2-propanol, heat
OCF, OCF,
G2 G3
Scheme 7

General procedure for the synthesis of G1

To a solution of cyclohexane-1,3-dione (17.84 mmol) in toluene (20 mL) was added
DMF.DMA (26.75 mmol). The reaction mixture was stirred and refluxed for overnight. After
cooling, the reaction mixture was concentrated in vacuo. The crude product G1 was used for

next step without further purification.



WD 2011/ 113606PCT/ EP2011/ 001345 32 NVR (400 MHz, CDC13+DMBSO-d6) 5 2.72
(s, 3H, 6.89 (dd, J=1.2, 7.2 Hz, 1H), 7.28 - 7.33 (m 1H), 7.52 (d, J=
9.2 Hz, NWp.20i1/AF606dd, J= 1.6, 4.8 Hz, 2H), 8.43 (dd, JpcliP040813kk, 1H),
8.92 (br s, 1H), 9.11 (d, J= 6.8 Hz, ZH); LCMS (el ectrospray) mz (M-H)+
253.18 2- Met hyl - N- (4- phenoxyphenyfli m dazoll, 2-al pyri di ne- 3- car boxam de (6)
1HNMR gﬁ&ﬂﬂ;gcedﬁmmrt!heszﬁgesg' o2 6.89(t, J=8.0Hz, 3H), 6.96(d,

ngi 1 81’?371( 50H21t3018 og%élt @& Héf(l r'fll)eg)‘a%olfz3 tmki‘)a;d gav'_%@-( @_Dn}][__.) %_‘%ﬁd%]_&}a 8hez,
m\l ﬁ/R ( Eﬁﬂﬁ&ﬂo%ﬂ%o%%%!h\éﬂ}lgﬂydﬁlﬂé’ hyd‘i‘oQﬂéﬂﬁéL $@9@|rrﬁ'}¢glb @hd %o&uﬁaﬁg&wab 48.987)

7. 19( t mmpty Theireactidn, mrxnzS(heatedﬂerm( fop @) h argd czzm(csntralers isrecuo3ihen © t&@

471. 38( ?te > I%Hg “§§e6§%%g Afl\gé (g&%@)(&g a%? Wﬂﬁj ( area%‘)g xta£e2w68l§e(af_?zd tg

7.29 -110 @(9 f6r2 1oldn cdmpletiod of e QGaZtnbii3 thd kBlutién %s(dénce}ffra?edZnJ‘Vacu&"%e V\D
2011/ 113606PCT/ EP2011/ 001345 33 0 \ iff NWVR (400 Mdiz, CDC13) 67 (s,

3H), 4reswlugdvasidileted w&izh EifAc @01 ml)pgngd satyaptedgNgHCOY, soLuttenG(?@ miu) tha,
7.02 - Eéh%g 1»&@ bgﬁg (20 %9 THe gr%a&@la%asﬁn%ﬁ o arﬂ1yd§0u§ 1\'71%80 'there% A4 (d,

J=6.8"
concentrated in vacuo. The residue was purified by flash column chromatography to give G2.

General procedure for the synthesis of G3

To a solution of G2 (2.36 mmol) in 2-propanol (5 mL) was added ammonium acetate (23.65
mmol). After complete dissolution, molecular sieves (4A , 1.0 g) and NaBH;CN (11.82
mmol) were added and the reaction mixture was stirred and refluxed for overnight. After
cooling, the reaction mixture was evaporated and diluted with EtOAc (10 mL) and saturated
NaHCO:; solution (10 mL), then washed with brine (10 mL). The organic layer was dried over
énhydrous MgSOq filtered and concentrated in vacuo. The crude product G3 was used for

next step without further purification.

O,

ou
a
Br/\©\ NaCN Nc/\©\ NH,OH in H,0 “ﬁk(\@\ \CL
OCF;  DMF OCFy  EtOH, reflux Ho N OCF, EDC, HOBt
DMF, 80 °C
H1 H2

Scheme 8

General procedure for the synthesis of H1
To a solution of 4-trifluoromethoxybenzyl bromide (1.05 g, 4.09 mmol) in 5 mL dry DMF

was added sodium cyanide (220 mg, 4.50 mmol). The reaction was stirred for 1 h at room
temperature, poured into water and extracted with of ethyl acetate (2 x 20 mL). The combined
layer was dried over anhydrous MgSO filtered and concentrated in vacuo. The crude product

H1 was used in the next reaction without further purification.

General procedure for the synthesis of H2




Met hyl

(10)

2H) ,

(m 1Heactiprugithei fugher pueficsi. Hz,

4- ((2-me3t hyl i m dazo[ 1, 2- al pyri di ne- 3- car boxam do) net hyl ) benzoat e

\ 1HNMR (400 MHz, CDC13) 2.70 (s, 3H), 3.90 (s, 3H), 4.76 (d, J=
6.0 Hz, 2AMb,20f1/d4606brs, 1H), 6.91 - 6.95 (m 1H), 7.32 PcTEPCO1MM1334) ,
(d, J= 8.4 Hz, 2H), 7.56 (d, J= 9.2 Hz, 1H), 8.02 (d, J= 8.4 Hz, 2H),
(d, J= 6.8 Hz, 1H). 1HNMVR (400 Mz, CD30D) 2.64 (s, 3H), 4.69 (s, 2H),
(dd, J¥o 6.s8luton of 1Bl (93 mgH).46 mmal) in FtQH waw addkfl a selusion (off hydroxglamihtz S02H) |,
7.53 -

G (- v Ryttt ml B inal g 1B ferkBon it ivat reised Bop it fer

NVR (4Q41iNbZthe %&f& was Z2ofdent@ted3H)vacdo SR dride f@ducﬂH@%va(s%sed Tn $he?nd# ,

6.01 (m_1H), 6.89 - 6.94 (m 3H), 7.30 - 7.35 (m 3H), 7.56 - 7.

General procedure for the synthesis of H4
To a solution of H3 (114 mg, 0.506 mmol) in dry DMF were added 1-ethyl-3-(3-
dimethylaminopropyl)carbodiimide (97 mg, 0.506 mmol), 1-hydroxybenzotriazole (68 mg,

0.506 mmol). The mixture was stirred for 30 min at room temperature. Then to the reaction
"mixture was added a solution of C2 (108 mg, 0.46 mmol) in dry DMF. The reaction mixture
was stirred at 140 °C for 2 h. After cooling, the reaction mixture was diluted with ethyl acetate
(10 mL), washed with saturated NaHCOj solution (10 mL) and brine (10 mL). The organic
layer was dried over anhydrous MgSO, and concentrated in vacuo. The crude product was

purified by flash column chromatography to give H4.

o o H o
cl o8t _NHHO NHNH - o o, eN cl N‘NJQ,m
Z >N\ EtOH reflux \CL CH;CN \O‘\\ H
Y \N NS \N

N el - Ne SN
. LT OO - 6T sy
POCI, reflux  © N7 N’\C\ DIPEA, CH,Cl; “nA OCF,
X \N = \N
14 16

Scheme 9

General procedure for the synthesis of 12

To a solution of I1 (253 mg, 1.0 mmol) in EtOH was added hydrazine hydrate (0.75 mL,

mmol). The reaction mixture was refluxed for 12 h. After cooling, the resulting precipitate
(D2) was filtered, washed with EtOH and dried.

General procedure for the synthesis of I3
To a solution of 12 (96 mg, 0.402 mmol) in CH,Cl, was added Et;N (0.057 mL, 0.406 mmol).

The reaction mixture was cooled to 0 °C and to the mixture was added dropwise a solution of

~chloroacetyl chloride (0.035 mL, 0.442 mmol) in CH,Cl,. The reaction mixture was stirred at

7.44
9.41

7.03

Oove

58

1H). WD 2011/113606PCT/ EP2011/ 001345 34



\ 114 NMR (400 MHz, CDC13) 5 2.68 (s, 3H), 4.70 (d, J= 6.0 Hz, 2H), 6.30

(brs,
1H),

1H), 6.89 - .6.93 (m ..LH), 7.26 - 7.35 (m 2H), 7.55 (d, J= 8.8 Hz,

7. 727001383860 Hz, 1H), 8.53 (d, J= 3.6 Hz, 1H), ®coA&pee./0dtds 9. 38

(d, J= 7.2 Hz, 1H). 28

2- Met hyl - N- (pyridin-4-ylmethyl)im dazoll, 2-al pyri di ne- 3- car boxam de (14)
\ 11- 10K, (heORaditdn, te@PELBYre 5w, iadsed g0 raedn, tempetyrd and th résubant @iRturecis 41

e inepiog 39 i T i o 0, vy Besllan faByrecled Bich ",

(brs,

1H), 7t

1H); @ﬁéw,Rv&éQ& Viith bgﬁ@.]-:ﬂmee'or?zme, lager 4vas 1dred ovdrl anKydrddd MegSA24ané,

127.5, 1
2- Met hgdncphttated Frevasugb&he grudermreducs {13) ovas| ysed il ithrenext aegabion arithnut further | - 1

8.3, 145.9, 146.4, 147.7, 150.3, 161.9.

0 N N 114. NVR (400 Miz, CDC13) 5 2.70 (s, 3H), 4.67 (d, J= 5.6 Hz, 2H),

6. 14 (BFHCAPR- 692 "6 06 (m 1H), 6.99 - 7.08 (m 4H), 7.12 (dd, J= 6.4
Hz, 6.4 Hz, 1H), 7.31 -7.37 (m 5H), 7.59 (d, J= 8.8 Hz, 1H), 9.43 (d, J=
6.
N-

I3 (0.402 mmol) was placed under nitrogen and POCl; (2 mL) was added. The reaction
mixture was refluxed for 2 h. The mixture was cooled to room temperature, poured into water
and extracted with ethylacetate (x 2). The combined organic layers were washed with brine,
dried over anhydrous MgSO, and concentrated in vacuo. The crude product was purified by

flash column chromatography to give I4.

General procedure for the synthesis of 16

To a solution of I4 (50 mg, 0.17 mmol) in CH,Cl, were added IS5 (50 mg, 0.20 mmol) and
DIPEA (0.035 mL, 0.20 mmol). The reaction mixture was stirred for overnight. the mixture
was extracted with CH,Cl, and water, washed with brine. The organic layer was dried over
anhydrous MgSO, and concentrated in vacuo. The crude product was purified by flash
column chromatography to give I6.

CN

CN Br
©\ PdCl,(dppf), Na,CO; O
+
g-oH DME/H,0 (3:1, viv) O
OH OCF, 120°C, 2h ocFs

J1

Scheme 10

General procedure for the svnthesis of J1

To a solution of 1-bromo-4-(trifluoromethoxy)benzene (0.50 g, 2.07 mmol) in DME (6 mL)
were added 3-cyanophenyl boronic acid (0.37 g, 249 mmol), 1,1°-
bis(diphenylphosphino)ferrocene)-dichloropalladium(II) (0.046 g, 0.062 mmol) and Na;CO3

(2 mL of aqueous solution, 0.44 g, 4.14 mmol). The resulting mixture was stirred at 120 °C

for 2h. After removal of organic solvent, the resulting residue was dilited with water (10 mL)

and extracted with methylene chloride (10 mL x 2). The organic layer was dried over MgSO4

is pfddia7011, 2- al pyri di ne- 3- car boxani de (16)

H



H N\ 1HNVR (400 MHz, CDC13) 5 2.70 (s, 3H), 4.74 (d, J= 4.0 Hz, 2H), 6.19
(brs, 1H), 6.91 (dd, J= 6.0 Hz, 6.0 Hz, 1H), 7.30 - 7.36 (m 2H), 7.41
-7.45 (mwbHMpr/id3@8 (m 4H), 9.43 (d, J= 6.8 Hz, 1H). YOI/EP2011/001345

2011/ 113606PCT/ EP2011/ 001345 35 29

N4(1H I ndol-5-yl ) met hyl ) - 2- met hyl i mi dazol1, 2- al pyri di ne- 3- ear boxani de (17)
0 H N 2td cohbduRaedOr Mebyo. DI@1 3¢sulfing gBidesTesBidp, was T8urifigd by flash ¢alumaH) |

6.18 (hrs, 1H), .6.5 s, 1 6.98 -./.P2 1H) , £.22 - 7.24 (m 2H),
7. 40 (QFOT%OQaPhXén%Q%m‘fFDeQYJ/.a%'éatF 71.(%89(21&5%%1%@‘%4 (brs, 1H), 9.47 (d,
J=7.2 Hz, 1H).

N- (Cycl ohexyl met hyl) - 2- et hyl i m dazoll, 2- al pyri di ne- 3- car boxam de (18)

| FINMR (400 MHz, CDC13) 8 0.94- 1.27 (m 511), 1.54- 1.78 (m 6H), 2.67 (s,
gt, J= 6.8 Hz, 1H~_J4.24 -

3H), 3.31 (t, J=6.2 Hz, 2H), 5.91 (m1H, 6.6
7.28 (m lH),mZ@O(TQHHJ: 9.2 Hz, 1H), 9. é” = 6.8 Hz, 1137 ) heft-Butyl
4-((2-rrethybiin' zo[ 1, 2- &aipppreedinme- 3- 0 m'do)melhyl)pi@:i di ne- 1-
9)

car boxyl aj. ,K_\ /CNL\ /CNL\\
QSN K1 a” XN K2 a N K3

Scheme 11

General procedure for the synthesis of K2 and K3
To a stirred suspension of K1 (0.050 g, 0.12 mmol) and NaHCO; (0.051 g, 0.60 mmol) in

methylene chloride (2.0 mL) was added dess-martin periodinane (0.10 g, 0.24 mmol) under
ice-bath. After 5-minutes, the reaction temperature was raise to room temperature and the
resulting solution was stirred for 2h. The reaction mixture was diluted with methylene
chloride (10 mL) and washed with saturated aqueous NaHCOj3 solution (10 mL) and brine (10
mL). The organic layer was dried over anhydrous MgSO4 and concentrated in vacuo. The
resulting crude residue was purified by flash column chromatography (methylene chloride :

methanol = 50 : 1 ratio) to give K2 and K3.

Ph
Ph—P*~ Br-

CN oxaly! chioride CN Ph CN
Q DMSO O\ n-Buli
'O\ MC, -78°C - rt N(:\L THF, 0°C -t r&
OH 45 min o 2.5h
L1 L, L3
Scheme 52

General procedure for the synthesis of L2
A solution of oxalyl chloride (0.43 mL, 4.94 mmol) in methylene chloride (5 mL) was cooled

to -78°C and DMSO (0.70 mL, 9.88 mmol) was added slowly. After 10 minutes, a solution of
alcohol (0.50 g, 2.47 mmol) in methylene chloride (3mL) was added over 10 min, and the
mixture was'further stirred for 15min at -78°C. Triethylamine (1.4 mL, 9.88 mmol)was added
to the solution and the mixture was stirred for 15 min and allowed to warm up to 0 °C. After

reaction completion, the reaction mixture was diluted with methylene chloride (15 mL) and



0 'Bac | HNVR (400 MHz, CDC13) 8 1.87- 1.25 (m 2H), 1.44 (s, 9H), 1.73 -
1.82 (m 3H), 1.97 (m 2H), 2.70 (s, 3H), 3.40 (m 2H), 5.92 (t, J= 5.6 Hz,
1H), 6.90wotWaE3®68 Hz, 111), 7.29 - 7.33 (m 1H), 7.5%cidpr2¢iF081385 Hz,

1H), 9.36 (d, J= 6.8 Hz, 1H). 30

2- Met hyl - N- (pi peridi n-4-yl met hyl )i m dazo[ 1, 2- al pyri di ne- 3-car boxam de (20)
0 NH | WhtivR witbOaquepus AGECYs € 5mIA0-The. Frgagicy laged waz. 88ed ebMESH4 BHY,
2.65 (s, 311),.3.13 (d = 11. 6. Hz, 211), 3.34 (t, J=_12. 42 3. 68
(or s, Songpared in bl ,sTheg sy oty resiags oy puinisg By Mys Aoy
111), c?hr@t?la‘t%gl_a[phz (B-MBxiite : etil ac&atd® £ d1 ralio) o BivezL.2111). WO

2011/ 113606PCT/ EP2011/ 001345 36

2- Met hyl - N- phenet hyl i mi dazo[ 1, 2- ai pyri di ne- 3-carboxam de (21) O I HNWR (400
MHz, CDC13) 8 2.28(s, 3H), 2.82(t, J=7.2Hz, 2H), 3.56(t, J=6.8Hz, 2H),
6.79(t, J=6.8Hz, 1H), 7.06(t, J=6.8Hz, 1H), 7.14(d, J=7.2Hz, 3H), 7.30(t,
J=7. 2HgGenétd)l prdcedaté forlthe shthesid bf 1.38. 74(d, J=5.6Hz, 1H).

N- (4- Met hoxyphenet hyl ) - 2- et hyl | m dazol1l, 2- al pyri di ne- 3- car boxam de (22)
1HNMVR Teecusagpsioppmpyhyltriphgnylphospheyiumzbromide; (0.43-g.d .20 mzraol)zqq)T,H%.@m&()q, J=

6.4 Hz (5, { - ( 7 chaths ; :
7.29 -W‘?.gg%de(i m @’57% ?2’,&%5" gggg‘ﬁl%’, “%%%8‘.)4%‘%?&“%3{“7?3“ é&e#ﬁ’i‘ﬂ%;g LOVS
(el ect wasptirmgg for! nfiltK) saddtdor?of KdthiMdRe¢rdpdiniiHn, THDC3 30L Bwas d@dedsdrofwlise 3. 93
(g, J= 4,8 Hz, , 4.19 (t,,J=5.0 Hz, 2H), 6.33 (m 1H), 6.90 - 9.94 (m
S, sl eyl miigre g alipwsd to' Faush o segm Shpgiatire Gyt ghy AGET 1H),
9.40 (factdsn dordpleion, Kolution was diluted with methylene chloride (10 mL) and washed with
N- (2- (Benzyl oxy) et hyl ) -2- et hyl i m dazo[ 1, 2- al pyri di ne- 3-car boxam de (24)
aqueous NaHCO; (15 mL). The organic layer was dried over MgSO4 and concentrated in

vacuo. The resulting crude residue was purified by flash column chromatography (n-hexane :

ethyl acetate = 15 : 1 ratio) to give a target compound L3.

//\0 f\
N PACI,(dppf) NP
o KO/ \J NayCO; r@’ \J
NH + _— 0
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Scheme 13

General procedure for the synthesis of M2
To a solution of M1 (0.050 g, 0.13 mmol) in DME (2 mL) were added pyridine boronic acid

(0.017 g, 0.13 mmol), 1,1’-bis(diphenylphosphino)ferrocene)-dichloropalladium(II) (1.5 mg,
3.38 umol) and Na,COj; (0.5 mL of aqueous solution, 0.024 g, 0.22 mmol). The resulting

mixture was stirred at 120 °C for 2h. After removal of organic solvent, the resulting residue

was dilited with water (10 mL) and extracted with methylene chloride (10 mL x 2). The
organic layer was dried over MgSO, and concentrated in vacuo. The resulting crude residue
- -was purified by flash column chromatography (methylene chloride : methanol = 20 : 1 ratio)

to-give a target compound M2.

2-Methvylimidazo]1.2-a]pyridine-3-carboxvlic acid (1)




iff NVR (400 MHz, CDCL3) 8 2.66 (s, 3H), 3.68 -3.75 (m 4H), 4.57 (s, 2H),
6.90 (dd, J= 1.2, 6.8 Hz, 1H), 7.27 - 7.34 (m 6H), 7.57 (dd, J= 1.2, 9.2
Hz, 1H), Wo3Fi(dskosJ= 2.0, 6.8 Hz, 1H). WO 2011/ 113606PCT/HERRADA13001345 37
0 11- 1INMR (400 MHz, CDC13) 5 2.50 (s,313H), 3.25 (dd, J= 5.6, 14.0 Hz, 1H),
3.33 (dd, J= 5.6, 14.0 Hz, 1H), 5.08 - 5.13 (m 111), 6.23 (d, J= 7.2 Hz,
1H), 6.91 (3,4: 1.2 , 6.8 Hz, 1H), 7.14 - 7.16 (m 2H), 7.27 - 7.35 (m

4H), 7.57 (df J= 8.8 Hz, 1H), 9.39 (d, J= 7.2 Hz, 1H); LCVS (el ectrospray)
mz ( N-388. 28 N-(2-Met hylim dazoll, 2-al pyridin-3-yl)-2-phenyl acet am de
(26) 400 MHz, CD30D) 5 2.26 (s, 3H), 3.82 (s, 2H), 7.24 - 7.31 (m
2H), 7. -7.41 (m 2H), 7.43 - 7.44 (m 314), 7.76 (d, J= 6.8 Hz, 1H).

N- Benz i NMRIT400 MR-, OF-00b) 5128279 BH)27 84 pad, Ut ne 18, o2riagxaly, 496(2,7)=0 H N
8.8 Hz, 1H), 8.07 (dd, J = 1.2 Hz, 7.2 Hz, 1H), 9.65 (d, J= 7.2 Hz, 1H).

Ethyl 2-methvl-7-bhenvlimidazo[1,2-a]pvridine-3-carboxvlate (2)
O

OEt

XN

' NMR (400 MHz, CDCls) & 1.45 (t, J= 7.2 Hz, 3H), 2.73 (s, 3H), 4.44 (q, J = 7.2 Hz, 2H),
7.25 (dd, J= 1.6 Hz, 7.2 Hz, 1H), 7.42 — 7.51 (m, 3H), 7.68 (d, J = 7.6 Hz, 2H), 7.80 (s, 1H),
9.32 (d, J=7.2 Hz, 1H).

2-Methyl-7-phenylimidazo[1.2-a]pvridine-3-carboxylic acid (3)

O
OH
NS \N

'H NMR (400 MHz, DMSO d-6) § 2.60 (s, 3H), 7.43 — 7.52 (m, 5H), 7.83 (s, 1H), 7.85 (s,
1H), 7.94 (s, 1H), 9.26 (d, J= 7.6 Hz, 1H)

Ethyl 2-methyl-6-phenylimidazo[1,2-a]pyridine-3-carboxylate(4)

0]
OEt
NS \N

'H NMR (400 MHz, CDCls) § 1.41 (t, J= 7.2 Hz, 3H), 2.70 (s, 3H), 4.40 (q, J = 7.2 Hz, 2H),
7.33 —7.36 (m, 1H), 7.42 (t, J = 7.4 Hz, 2H), 7.56 (d, J = 7.2 Hz, 2H), 7.60 — 7.61 (m, 1H),
9.52 (s, 1H). '

2-Methyl-N-(pyridin-4-yl)imidazo[1,2-a]pyridine-3-carboxamide (5)




114 NMR (400 MHz, CDC13) 5 2.72 (s, 3H), 4.71 (d, J= 6.0 Hz, 211), 6.14
(brs, 1H), 6.87 (dd, J= 7.2 Hz, 7.2 Hz, 1H), 7.32 (dd, J= 4.4 Hz, 4.4 Hz,
1H), 7.34wo 20114d3doey SH), 9.38 (d, J= 7.2 Hz, 1H); 13C NREPI&Q0M3as CDCL3)
cl16.9, 29.9, 43.8, 113.1, 122.4, 126322, 127.1, 127.9, 128.0, 129.1, 138.1,
141.8, 145.9, 161. 3.

N- BenzyT=%- chbbor oz2>get hyl i m dazol | , 2- al pyri di ne- 3-carboxam de (28) Ol-1 N
N\ CN 1N 40 , CDC13) 5 2.66 (s, 3H), 4.69 (d, J= 5.6 Hz, 211),
6.13 (bry 11) 9 - 6.91 (m 111), 7.29- 7.37 (m 511), 7.55 (d, J= 1.6
Hz, 1H), "&I J=7.6 Hz, 1H). WD 2011/113606PCT/ EP2011/ 001345 38

1HNI\/R(400M—|Z CDC13) 15 2.68 (s, 3H), 4.70 (d, J = 5.6 Hz, 2H), 6.16
(brs, HHNMR (4® MHz, @Dlyi DMISO-d5) 52772 (5, 38){689 Gid) J =71.8.3.2 Bz, TH)Y: 7838 Hz,

N Benal 39 ShGLHE TRk Y S ) V) 7.7 4 e 48 Bt Bty 1tk (400

I\/Hz 3 ) .
gﬁQB(}g)‘lk 98 (Br 55@9; 9. HXdi Jgé ég(ﬁ%], 131*)} LCM§ éi:tro%;b‘&a;)( 16/29@( _1; %2326 1&?21 N

742(d J76Hz 2H) 887(d J68Hz lH). _
- Benzi( :l\’lezthvl-ﬁl (IIB :t)lmﬁoxvplgea}lzv?)}&lid?az%hp -ralllgvrrllgin% 3Cé%1r}88 gnq}djee(d 31) O

o

'H NMR (400 MHz, CDCls) & 2.60(s, 3H), 6.89(t, J=8.0Hz, 3H), 6.96(d, J=6.8Hz, 2H), 7.02(t,
J=7.6Hz, 1H), 7.27(t, J =7.6Hz, 2H), 7.38(t, J =6.8Hz, 1H), 7.47(d, J=8.8Hz, 1H), 7.57(d,
J=6.8Hz, 2H), 8.89(d, J =6.8Hz, 1H).

N-(4-(Benzvloxv)phénvl)—Z-methvlimidazo[1,z-alpvridine-3-carboxamide ()

| AN
NS /®/o ( )
\
N~/Z/I< N
'"H NMR (400 MHz, CDCl3) § 2.57(s, 3H), 4.97(s, 2H), 6.88 - 6.91(m, 3H), 7.19(t, J=7.2Hz,
1H), 7.28(t, J=8.4Hz, 2H), 7.32(t, J =6.8Hz, 3H), 7.43 — 7.46(m, 3H), 8.85(d, J=5.6Hz, 1H).

N-Benzyl-2-methylimidazo[1,2-a]lpyridine-3-carboxamide (8)

'H NMR (400 MHz, CDCl3) & 2.68 (s, 3H), 4.70 (d, J = 5.6 Hz, 2H), 6.13 (brs, 1H), 6.91 (dd,
J=12Hz, 7.2 Hz, 1H), 7.29 — 7.39 (m, 6H), 7.56 (d, J= 9.2 Hz, 1H), 9.42 (d, J= 7.2 Hz,
1H). | |

N-(4-Fluorobenzyl)-2-methylimidazo[1,2-a]pyridine-3-carboxamide (9)




-\ N

6.91(d,

1IHNMVR (400 MHz, MeOH-c/4) 8 2.44(s, 3H), 2.59(s, 3H), 4.63(s, 2H),

=7 .2Hz, Wb011/1186d, J=7.6Hz, 211), 8.92(d, J =7.2Hz, PEH/EP2011/001345
y1-2,6-di nmethylim dazoll, 2-al py3si di ne- 3-car boxam de (32) NVR (400

N- Benz

M-lz MeOH- d4) 8 2. 36(5 3H), 2.59(s, 3H), 4.63(s, 2H), 7.29(d, J=7.6Hz,

7.
7 46(s
N- Benz
2011/ 1
2.59(s,

J=6. 4H2HNM{(460 Rt Cﬂ@@?é‘b*?éﬂ (§|‘i)H) Z66%SJ &t Hz, 2H), 6.11 (brs, L, 691 (.7

N- Benz

J=7.2Hz, 1H), 7.28(t, J=7.2Hz, 1H), 7.33(d, J=6.4Hz, 2H), 7.37(t,

31(@ 3&1 6 7.37(t, J=7.2Hz, 3H), 7.43(t, J =4.8Hz, 2H),

EP2011/ 001345 39 11-1 NMR (400 MHz, MeOH-d) 5 2.44(s, 3H),

Ei;ﬂ\ dlnet |n1dazoll 2- al pyri di ne- 3- car boxam de (33) WO
3608

J

4.29(s, 2H), 6.75(d, J=7.2Hz, 1H), 7.21 - 7.27(m 3H), 7.33(t,

y1-6-fluoro-2-met hyl i m dazoll, 2-al pyri di ne-'3- car boxam de”’(34) 0

FN'\ - - 4. 8LHxMELY, 202 -MHE6 (ﬁDBHD))731)-2788 (trs 3H3H).56 &, 7 8.8 HZ 119, D4 Hid, J~1- 1) ,

7.24
(el ect
- 7.38

gg 7.52 - 7.56 (m 1H), 9.48 - 9.49 (m 1H); LCMVB
?Jﬁ%&%ﬁmz(mm 284.27 J= 1.2 Hz, 5.2 Hz, 1H), 6.89 (s, 1H),
(m 5H), 8.13 (d, J= 5.6 Hz, 1H)

Methyl 4-((2-me3thylimidazo[1,2-alpvridine-3-carboxamido)methyl)benzoate (10)

'H NMR (400 MHz, CDCl3) § 2.70 (s, 3H), 3.90 (s, 3H), 4.76 (d, J = 6.0 Hz, 2H), 6.24 (brs,
1H), 6.91 — 6.95 (m, 1H), 7.32 — 7.36 (m, 1H), 7.44 (d, J= 8.4 Hz, 2H), 7.56 (d, J = 9.2 Hz,
1H), 8.02 (d, J = 8.4 Hz, 2H), 9.41 (d, J = 6.8 Hz, 1H).

4-((2-Methylimidazo[1.2-alpyridine-3-carboxamido)methyl)benzoic acid (11)
O

O H

N
St

L

N \N

'H NMR (400 MHz, CD;0D) & 2.64 (s, 3H), 4.69 (s, 2H), 7.03 (dd, J = 6.8 Hz, 6.8 Hz, 1H),
7.43 —7.47 (m, 1H), 7.50 (d, J = 8.4 Hz, 2H), 7.53 — 7.55 (m, 1H), 8.01 (d, J = 8.4 Hz, 2H),
9.04 (d, J=7.2 Hz, 1H).

N-(4-Methoxybenzyl)-2-methvlimidazoe[1,2-alpyridine-3-carboxamide (12)

OMe
'H NMR (400 MHz, CDCl3) 6 2.67 (s, 3H), 3.810 (s, 3H), 4.63 (d, /= 5.2 Hz, 2H), 6.01 (m,
1H), 6.89 — 6.94 (m, 3H), 7.30-7.35 (m, 3H), 7.56 — 7.58 (m, 1H), 9.43 (dd, J= 0.8, 6.8 Hz,
1H).

2-Methyl-N-(pyridin-3-ylmethyl)imidazo[1,2-a]pyridine-3-carboxamide (13)

7.

29



N- Benzyl- 6- cyano- 2- net hyl i m dazo[ 1, 2- al pyri di ne-3-car boxam de (36) 0 NCN
11- INMR (400 MHz, CD30D) 8 2.63 (s, 3H), 4.65 (s, 2H), 7.27 (t, J= 7.4 Hz,
1H), 7.35v0t201E36066 Hz, 2H), 7.42 (d, J= 7.6 Hz, 2H), PCHEkpreeid01bss 0. 8,
9.2 Hz, 1H), 7.85 (dd, J—16 9.2 Hz4 1H), 9.58 (m 1H). WD

2011/ 113606PCT/ EP2011/ 001345 40 111 NMR (400 MHz, CDC13)6 2.70 (s, 3H),

4.71 (d, JOG.16 Hp= 6.15 (brs, 1H), 7.22 (dd, J= 2.0 Hz, 7.2 Hz, 1H),
7.29- 733( 7/36- 7.44 (m SH), 7.47 - 7.51 (m 2H). 7.66 (s, 1H),
7.68 ( 7.78 ( s, 1H) 9.47 (d, J= 7.2 Hz, 1H).

N- Benz 1- I-6 phenyl [ mdazo[l -al pyri di ne-3-car boxam de (38) 114
NMR (40 CDC13)8271(s 3H), 4.73 (d, J= 5.6 Hz, 2H), 6.12 (m 1H),

7.30 -1y I\I-MR((B@)O ﬂ«tﬂlz Cbé’f@)az%s‘tﬁ) | 4.7bd, ]—6@) szf@%(zm(bx@WH)%sbL(s
1H). N-Benzy1l-8-fludro-2-meth azoll, 2- al pyri di ne-3-car boxam de (39) 0
K\ N 1 .8.98Km, 1H),7.26 — 7.35 (m, 2H), 755(dJ 8.8 Hz, 1H), 7.72 (d, /= 8.0 Hz, 1H), 8.53 (d,

J=3.6 Hz, 1H), 8.62 (s, 1H), 9.38 (d, J = 7.2 Hz, 1H).

2-Methvl-N-(pyridin-4-ylmethvllimidazo[1,2-a]pyridine-3-carboxamide (14)

H —
> N\/CN
N\ /

=~ "N N\

NS \N

' NMR (400 MHz, CDCl) § 2.70 (s, 3H), 4.68 (d, J = 6.0 Hz, 2H), 6.41 (brs, 1H), 6.88 —
6.92 (m, 1H), 7.25 (d, J = 4.4 Hz, 2H), 7.30 — 7.34 (m, 1H), 7.53 (d, J= 8.8 Hz, 1H), 8.53 (d,
J=4.4Hz, 2H), 9.35 (d, /= 7.2 Hz, 1H); BC NMR (100 MHz, CDCl3) 8 17.0,42.4, 113.6,
115.2,116.7,122.3,127.5, 128.3, 145.9, 146 .4, 147.7, 150.3, 161.9.

2-Methyl-N-(4-phenoxybenzyl)imidazo[1,2-a]pyridine-3-carboxamide (15)

SiSacls

'H NMR (400 MHz, CDCl3) § 2.70 (s, 3H), 4.67 (d, J = 5.6 Hz, 2H), 6.14 (brs, 1H), 6.92 —
6.96 (m, 1H), 6.99 — 7.08 (m, 4H), 7.12 (dd, J = 6.4 Hz, 6.4 Hz, 1H), 7.31 - 7.37 (m, SH),
7.59 (d, J = 8.8 Hz, 1H), 9.43 (d, J = 6.8 Hz, 1H).

N-(Biphenyl-4-ylmethyl)-2-methylimidazo[1,2-a]pyridine-3-carboxamide (16)

'H NMR (400 MHz, CDCls) § 2.70 (s, 3H), 4.74 (d, J = 4.0 Hz, 2H), 6.19 (brs, 1H), 6.91 (dd,
J=6.0 Hz, 6.0 Hz, 1H), 7.30 — 7.36 (m, 2H), 7.41 — 7.45 (m, SH), 7.58 (m, 4H), 9.43 (d, J =
6.8 Hz, 1H).



1H NVR (400 MHz, MeOH-d4) 8 2.63(s, 3H), 4.64(s, 2H), 6.96-7.01(m 1H),
7.21(t, J =6.8Hz, 1H), 7.25 - 7.29(m 2H), 7.37(t, J=7.2Hz, 2H), 7.41(t,
J=7.6Hz, wb)0118.18b6d, J =6. 8Hz, 1H). PCT/EP2011/001345

N- Benzyl- 2-nmet hyl- 84tri fl uoronet hyl )i3s dazoll, 2-al pyri di ne- 3- car boxam de
(40) O 1HNWR (400 MHz, MeOH-d4) 8 2.66(s, 3H), 4.63(s, 2H), 7.15(t,

J=6. 8HN-((1HpIndgl-351)nyethgl)A-meHylinfidazq[i .2-alp@ridiire-3-2kkboxandd¢ d17))=7. 6Hz,
2H), 7.82(d, J=7.2Hz, , 9.21(d, J =6.8Hz, 1H. WO

2011/ 113606PCTH EP2011/ 091345 41 111 NMR (400 MHz, MeOH-d4) 8 2.65(s, 3H),
3.95(s, N-4NQ2 , 6.96(d, J=8.0Hz, 1H), 7.03(t, J=6.8Hz, 1H),
7.23-7. (d, J =5.6Hz, 2H), 7.34(t, J =6.0Hz, 2H), 7.39(t, J
=6. 4Hz : .93(d J =7.2Hz, 1H).

N- Benz -uyano 2-methylim dazo[l 2- al pyri di ne- 3-carboxam de (42) 0 NC 1H

726, HakmdTNE k) &35 G s tarPa S st progsoRibiso I 6550

J=7.2 8 — 9.05%L 1 7‘§2 8Hza4 &) 740 1 42 (s, 1H
N—Ben|z_|¥1)8 hydrox%- H; |mda(zo[1 S H |7ne >ca b%)?am7d6esir9.’3?)H)’ll4

NNR(48Q4I(/b125 1IH/)3®H70[41,¥—872}EOQH) 3H), 4 63(5, 2H), 6.70(d, J=7.6Hz, 1H),
6.83(t, J=6.8Hz, 1H), 7.28(t, J =7.2Hz, 1H), 7.40(t, J =8.0Hz, 3H), 7.42(d,
J =7.2Hz, 2H), 8.53(d, J =6.0Hz, 1H).

N- ( Bi phemiékexbmthyi)lz-ﬁreﬂwlﬁﬁmzo[mtmlyhm&an;.lbo%m%laxnsil ne- 3- car boxam

de (44
grene
'H NMR (400 MHz, CDCl3) 8 0.94 — 1.27 (m, SH), 1.54 — 1.78 (m, 6H), 2.67 (s, 3H), 3.31 (t,

J=6.2Hz, 2H), 5.91 (m 1H), 6.64 (t, J= 6.8 Hz, 1H), 7.24 — 7.28 (m, 1H), 7.50 (d, J= 9.2
Hz, 1H), 9.32 (d, J= 6.8 Hz, 1H).

tert-Butyl 4-((2-methylimidazo|1.2-a]pyridine-3-carboxamido)methvl)piperidine-1-
carboxvlate (19)

= 0
31,
YO RQ
"Boc

'H NMR (400 MHz, CDCls) & 1.87 — 1.25 (m, 2H), 1.4 (s, 9H), 1.73 — 1.82 (m, 3H), 1.97
(m, 2H), 2.70 (s, 3H), 3.40 (m, 2H), 5.92 (t, J = 5.6 Hz, 1H), 6.90 (t, /= 6.8 Hz, 1H), 7.29 -
7.33 (m, 1H), 7.55 (d, J = 8.8 Hz, 1H), 9.36 (d, J = 6.8 Hz, 1H).

2-Methyl-N-(piperidin-4-ylmethyimidazo[1,2-a]pyridine-3-carboxamide (20)

'H NMR (400 MHz, CDCls) & 1.20 - 1.77 (m, 6H), 2.58 — 2.64 (m, 1H), 2.65 (s, 3H), 3.13 (d,
J=11.6 Hz, 2H), 3.34 (, J = 12.0 Hz, 2H), 3.68 (br s, 1H), 6.71 (m, 1H), 6.84 (t, J= 6.8 Hz,
1H), 7.26 (t, J = 7.6 Hz, 1H), 7.49 (d, J= 8.8 Hz, 1H), 9.28 (d, J = 6.8 Hz, 1H).



1HNMVR (400 MHz, CDC13) 8 2.69 (s, 3H), 4.73 (d, J = 5.2 Hz, 2H), 6.18 (brs,
1H), 6.92 (d, J = 6.4 Hz, 1H), 7.36 (d, J= 7.2 Hz, 1H), 7.44 - 7.45 (m
4H), 7. 5Ave 26116Q3d087 S5H), 9.39 (d, J = 7.6 Hz, 1H) PCT/EP2011/001345

N- ( Bi phenyl - 4-yl net hyl ) - 7- chl or o- 2- net¢hyl i m dazo[ 1, 2- al pyri di ne- 3- car boxam

de (45) WD 2011/113606PCT/ EP2011/ 001345 42 11-1 NVR (400 MHz, CDCL3) 8
2.70 (2N Maﬂm-mpﬁammhmrdasog,z—ulgyzjgigea.-mbgm;dem), 7.29 - 7.36 (m 4H),
7.45 (d, J—80Hz 7.51 (d, J= 9.6 Hz, 1H), 7.57 (m 5H), 9.56 (s,
1H) 1HEVR ) 8 1.40 (t, J= 7.6 Hz, 3H), 1.63 (s, 3H), 2.99
(q, J= (d J= 6.0 Hz, 2H), 6.09 (brs, 1H), 6.92 (dd, J=
56Hz (m 6H), 7.60 (d, J= 9.2 Hz, 1H), 9.40 (d, J= 7.2
Hz,
N- ( B| p | J2 | de X 7) \
TR m&% Pbéalsgg.xks ,mgezzs@({u ﬁﬁ{gﬁﬂ 3%937 @RHQ mj @@9@4
4.75 (d=68Hz5116), AD6(t2HF6.8Hz 1Y, Brigd(d, U7, 2Kz, SBI),(HM(t, .V-762H¢ EH) 76334de 1H)

7 Unedulih B gt 2 1 T 0RO

N- Benzyl- 2- propyl i m dazoll, 2-al pyri di ne- 3- car boxam de (48) 1HNWVR (400 MHz,
CD30D) 8093(t J-74Hz 3H), 175- 185(m 2H) 289(t J= 7.8 Hz,

7.36 (m.6H) . 7.54 (d, J= 8.8 Hz, 1H) 9.31 (d, J= 6.8 Hz, 1H)

8.
N-(Bip e?th- I %%"prl I m dazoll, 2- al pyri di ne- 3-car boxani de (49)

'H NMR (400 MHz, CDCl3) § 2.46 (s, 3H), 2.92 (t, J = 6.6 Hz, 2H), 3.74 (q, J = 6.4 Hz, 2H),
3.80 (s, 3H), 6.87 — 6.92 (m, 3H), 7.18 (d, /= 8.4 Hz, 2H), 7.29 - 7.33 (m, 1H), 7.55 (d, J =
8.8 Hz, 1H), 9.41 (d, J= 7.2 Hz, 1H); LCMS (electrospray) m/z (M+H)" 310.25

2-Methyl-N-(2-phenoxyethyl)imidazo|1,2-a]lpyridine-3-carboxamide (23)

~ O
QNIU\N’\/O
eane
N

'H NMR (400 MHz, CDCl;) & 2.72 (s, 3H), 3.93 (q, J = 4.8 Hz, 2H), 4.19 (t, J = 5.0 Hz, 2H),
6.33 (m, 1H), 6.90 — 9.94 (m, 3H), 6.98 (d, J= 7.4 Hz, 1H), 7.28 - 7.34 (m, 3H), 7.57 (d, J =
9.2 Hz, 1H), 9.40 (d, /= 7.2 Hz, 1H).

N-(2-(Benzyloxy)ethyl)-2-methvlimidazo[1,2-a]pyridine-3-carboxamide (24)
= (0]
QN /\/0
\
N

'H NMR (400 MHz, CDCl5) 6 2.66 (s, 3H), 3.68 — 3.75 (m, 4H), 4.57 (s, 2H), 6.90 (dd, J =
1.2, 6.8 Hz, 1H), 7.27 - 7.34 (m, 6H), 7.57 (dd, J = 1.2, 9.2 Hz, 1H), 9.37 (dd, J= 2.0, 6.8 Hz,
1H). '

(S)-Methyl 2-(2-methylimidazo[1,2-a]pyridine-3-carboxamido)-3-phenylpropanoate (25)




WO 2011/ 113606PCT/ EP2011/ 001345 43 114 NMR (400 MHz, CDC13) 8 0.98 (t, J=
7.4 Hz, 3H), 1.80- 1.89 (m 2H), 2.93 (t, J=7.8 Hz, 2H), 4.73 (d, J=5.6
Hz, 2H), Wwo2811(i1360d= 5.2 Hz, 1H), 6.89 (dd, J= 1.2, 6. 8pda/Eriddiiw0iB4R7 -
7.37 (m 2H), 7.42 - 7.46 (m 4H), 7.%6 - 7.61 (m 5H), 9.35 (d, J= 6.8 Hz,
1H). ; LCMB (el ectrospray) mz (M-H) + 370. 32

N- Benzyl- 2- cycl opr opi\mi dazo[ 1, 2- al pyri di ne- 3-carboxam de (50) 0 \ 1H NWR
- 1.03 (m 2H), 1.14- 1.18 (m 2H), 2.11 -2.15 (m
6.8 Hz, 1H), 7.29 - 7.38 (m 5H), 7.57 (dd, J= 0.8,

8.8 Hz. ‘9 _OMel (m 1H); LOVB (el ectrospray) mz (MH)+ 292. 23
NMVR (400 GDC1)8141(d J= 6.8 Hz, 6H), 3.36 -3.32 (m 1H), 4.71
(d, J—56 , 2H 9 6.11 (brs, 1H), 6.88 (dd, J= 6.8 Hz, 6.8 Hz, 1H), 7.29

gdgl E1 '_';QOOI@I}& @bm})"ézs@(@%}r) 7239ud, 0= 5¥) 14, 1621115, 3.35(dd; 2=, 1H)

N- ( Bi pheoy«nz 4Hy|5nmmsu)3 (B, I13Dp6.2 Yd, i A2A64, 1H); 6P pydd, disnk23 68NN de

1ry) 47 H4-(lb b2 067277 ety gl g e K Pggn i e 4274 ity 1)

1H) 7LéR/IS(_LeYec§Bs;€/@')I%}'z')(M47H)¢2.’:38 ok 47 (M 4H), 7.60- 7.64 (m 5H), 9 32 (d,
J= 7.2 Fz, 1H). 2011/ 113606PCT/ EP2011/ 001345 44

N-(2-Methylimidazo[1,2-a]pyridin-3-y])-2-phenylacetamide (26)

HN’<
o]
A
XN

'H NMR (400 MHz, CD;0D) & 2.26 (s, 3H), 3.82 (s, 2H), 7.24 — 7.31 (m, 2H), 7.36 — 7.41
(m, 2H), 7.43 — 7.44 (m, 3H), 7.76 (d, J = 6.8 Hz, 1H).

N-Benzyl-8-chloro-2-methylimidazo[1,2-a]pyridine-3-carboxamide (27)

Ci
'H NMR (400 MHz, CDCl3) 8 2.72 (s, 3H), 4.71 (d, J = 6.0 Hz, 2H), 6.14 (brs, 1H), 6.87 (dd,
J=17.2Hz, 7.2 Hz, 1H), 7.32 (dd, J = 4.4 Hz, 4.4 Hz, 1H), 7.34 — 7.42 (m, 5H), 9.38 (d, J =
7.2 Hz, 1H); *C NMR (100 MHz, CDCL) 016.9, 29.9, 43.8, 113.1, 122.4, 126.2, 127.1,
127.9, 128.0, 129.1, 138.1, 141.8, 145.9, 161.3.

N-Benzyl-7-chloro-2-methylimidazo[1,2-a]pyridine-3-carboxamide (28)

cl N
'H NMR (400 MHz, CDCl3)  2.66 (s, 3H), 4.69 (d, J= 5.6 Hz, 2H), 6.13 (brs, 1H), 6.89 —
6.91 (m, 1H), 7.29 — 7.37 (m, SH), 7.55 (d, J = 1.6 Hz, 1H), 9.37 (d, J = 7.6 Hz, 1H).



NH \ !FINMR (400 MHz, CDC13) 64.50 (d, J= 5.6 Hz, 2H), 6.090 (m 1H), 7.14
- 7.16 (m 2H), 7.26 - 7.32 (m 4H), 7.36 - 7.40 (m 4H), 7.61 -7.63 (m
2H), 7.69%0d01E3®62 Hz, 1H), 1HNMR (400 MHz, CDC13) 5 pc#kpoéi1/0ds47.6 Hz,
311), 2.99 (q, J= 7.6 Hz, 2H), 4.67 (s, J= 5.6 Hz, 2H), 6.08 (brs, 1H),
6.89- 6.93 (m 1H), 700(dd J= 2.0 Hz, 8.8 H, 4H) 7.08 - 7.12 (m 1H),
7.30- N:Bénzyhb-chldro-2Znpehylimids ] : 36X Amii 1H) .

N-(4-tert- But | b yl) - 2- ethyllmdazo[l 2- aI pyr|d| ne- 3- car boxani de (55)
| FI NMR (400 Ef:DC 1.32 (s, 9H), 1.41 (t, J=7.6 Hz, 3H), 2.99 (q,

J= 7.6¢cHz, 2H) . 68 J=5.6 Hz, 2H), 6.12 (brs, 1H), 6. 93 (dd, J= 6.8
Hz, 6.8@? .32 (d, J= 8.4 Hz, 211), 7.34 - 7.36 (m 111), 7.40 (d,
J= 8.4 Hz'x, N763(dJ 8.8 Hz, 9.40 (d, J= 7.2 Hz, 1H)

2- Et hyLHNDﬁ(l rre | - 1H-i ndol-5 yﬂt%)cﬁt hyI)| m dazoll, 2- al pyri d| ne- 3- car boxam
ide (5 Ri(N)O AR GLA0D2 KBiAS, 39 (¢ /= 36 Hz,, 2HJH’166 rstleBﬂ)30—2 95 (q,

6. 45 ?25‘51%5’%73?81&3§<53§%% 78304 o) 31 938 (€T 8D s L

111), 7.26 - 7.34 (m 2H), 7.60 (d, J= 8.8 Hz, 1H), 7.63 (s, 111), 9.43 (d,
J= 7.2 Hz, 1H). WO 2011/ 113606PCT/ EP2011/ 001345 45
2. Et hyNoBs : 4 M
(57)

B r i di ne- 3- car boxani de

'H NMR (400 MHz, MeOH-dy) & 2.55(s, 3H), 2.63(s, 3H), 4.63(s, 2H), 6.95(t, J=6.8Hz, 1H),
7.25(d, J=6.8Hz, 1H), 7.28(d, J=7.2Hz, 1H), 7.37(t, J=7.2Hz, 2H), 7.42(d, J =7.6Hz, 2H),
8.87(d, J=6.8Hz, 1H).

N-Benzyl-2,7-dimethylimidazo]1.2-a]pyridine-3-carboxamide (31)

o0

'H NMR (400 MHz, MeOH-d,) & 2.44(s, 3H), 2.59(s, 3H), 4.63(s, 2H), 6.91(d, J=7.2Hz, 1H),
7.28(t, J=7.2Hz, 1H), 7.33(d, J=6.4Hz, 2H), 7.37(t, J =7.2Hz, 1H), 7.42(d, J =7.6Hz, 2H),
8.92(d, J=7.2Hz, 1H).

N-Benzyl-2.6-dimethylimidazo[1,2-a]pyridine-3-carboxamide (32)

QO

'H NMR (400 MHz, MeOH-d,) & 2.36(s, 3H), 2.59(s, 3H), 4.63(s, 2H), 7.29(d, J=7.6Hz, 1H),
7.31(d, J=1.6Hz, 1H), 7.37(t, J=7.2Hz, 3H), 7.43(t, J =4.8Hz, 2H), 7.46(s, 1H), 8.83(s, 1H).

N-Benzyl-2,5-dimethylimidazo|1,2-a]pyridine-3-carboxamide (33)

O




0 H OCF3 N 1HNMR (400 MHz, CDC13) 8 1.41 (t, J= 7.6 Hz, 3H), 3.00 (g, J=
7.6 Hz, 2H), 4.69 (d, J= 6.0 Hz, 2H), 6.21 (brs, 1H), 6.91 (dd, J= 6.8 Hz,
6.8 Hz, NwWb,2011/148%06s, 1H), 7.21 (s, 1H), 7.30 - 7.34 (mpcthp201d0834%{s, 1H),
7.41 (s, 1H), 7.60 (d, J= 9.2 Hz, 1H)39 9.37 (d, J= 7.2 Hz, 1H): "C NMR (100
MHz, CDC13) 8 13.5, 23.7, 42.9, 1135 114. 7, 119. 3, 1215 121.9, 127. 3,
128. 3, 'H NMR (4QBME, MaBH4,) aag4es,, 3W5,12.49(s,18), 3.29(s, 2H), 6.75(d, J=7.2Hz, 1H),

2- Et hyI N4 i ndol- 6- |mdazol 1, 2-al r| d| ne- 3- car boxam
e (55720 T s 7 0 IR a1 Bl FhHE 18927 398, > 65 (g o
7.6 Hz, 2H) 3.80 (s, 3H), 4.78 (d, J= 5.6 Hz, 2H), 6.09 (brs 1H), 6. 48
(d, J= 2.8 Hz, 1H), 6.89 - 6.93 (m 1H), 7.08 (d, J= 3.2 Hz, 1H), 7.23

- 7. 33 NeBeriyl-6-ffudi®-2-metlivimidaz6j2 (2-alpydidifke-8-chirboxhifide 341 (d, J= 6.8 Hz,
1H) .

2-Ethyl -N-(4-(trifl et hoxy) benzyl )i m dazo[ 1, 2- al pyri di ne- 3- car boxam de
(59) 1H NMR (400 .A—' CDbC13) 8 1.37 (t, J= 7.6 Hz, 3H), 2.96 (q, J=17.6
Hz, 3. 14 NHJ— 4 8 Hz, 4H) 3.85 (t, J= 4.8 Hz, 4H), 4.61 (d, J=5.6
Hz, brs 6.88 -6.92 (m 3H), 7.27 - 7.33 (m 3H), 7.59 (d,
J=8 39 (d J= 7.2 Hz, 1H).

'H NMR (400 MHz, CD;0D) & 2.68 (s, 3H), 4.71 (d, J = 6.0 Hz, 2H), 7.24 — 7.39 (m 6H),
7.52 —7.56 (m, 1H), 9.48 — 9.49 (m, 1H); LCMS (electrospray) m/z (M+H)" 284.27

N-Benzyl-7-cvano-2-methylimidazo[1,2-a]pyridine-3-carboxamide (35)

'H NMR (400 MHz, CDCls) § 1.64 (s, 3H), 4.61 (d, J = 6.0 Hz, 2H), 6.39 (brs, 1H), 6.85 (dd,
J=12Hz, 5.2 Hz, 1H), 6.89 (s, 1H), 7.29 — 7.38 (m, SH), 8.13 (d, J = 5.6 Hz, 1H)

N-Benzyl-6-cvano-2-methylimidazo[1,2-a]pyridine-3-carboxamide (36)

oNH
NC/N\

X N

'H NMR (400 MHz, CD;0D) & 2.63 (s, 3H), 4.65 (s, 2H), 7.27 (t, J= 7.4 Hz, 1H), 7.35 (t, J =
7.6 Hz, 2H), 7.42 (d, J = 7.6 Hz, 2H), 7.57 (dd, J = 0.8, 9.2 Hz, 1H), 7.85 (dd, J= 1.6, 9.2 Hz,
1H), 9.58 (m, 1H).

N-Benzyl-2-methyl-7-phenylimidazo[1,2-a]pyridine-3-carboxamide (37)




2- Et hyl - N- (4-1 sopropoxybenzyl )i m dazol 1, 2- al pyri di ne- 3- car boxam de (60)
WO 2011/ 113606PCT/ EP2011/ 001345 46 114 NMR (400 MHz, CDC13) 5 1.32 (d, J=

5.6 Hz, 6\|Vi)),201'|1/138606t, J=7.6 Hz, 3H), 2.96 (q, J= 7.6 HpcTAiHpo1140B3s - 4. 56
(m H) 4.61 (d, J= 4.8 Hz, 2H), 6.06.(brs, 1H), 6.86 - 6.92 (m 3H), 7.26
- 3(m3H) 7.59 (d, J—88Hz 1H), 9.38 (d, J= 6.4 Hz, 1H).

2-E thyﬂH Wn{nmm{@ﬂm@l@y&mml(staﬁﬁﬂﬂﬂalm616dﬂz;éH$ GAISlQbosatﬁ{)jé 26y, 0
1H I\/R 400 CDClS H) ( 6

2, é %E\‘ZT% 9'{322q071§]3—€n¥ 1%*#232 %448“751!{)@8473-%1@»-@) 2{%6 4. 62
(d J— 518 F% 8;781@,1 887 (819~ 2 6.92 (dd, J=
1. Hz ’6 %%8(% 162@%7”@ 34 (m Pg P?Zzh’gzo 1H), 9.37 (dd,
J:2.4 Hz, 6.8 Hz, 1SCNI\/R(100M—IZ CDClS 5 13. 6, 194 23.5, 28.4,
112 : _1Pim18ézo}}9 a?byrl ine- car% xamldle 3 129.2, 130.0,

N- et hyl - 6-net hyl i m dazo[ 1, 2- ahwri d| ne- 3- car boxam de
( d4) 5 1.34(t, J=7.6Hz, 3H), 2.37(s, 3H), 3.02(q,
J h 7.31-7.34(m 2H), 7.43(d, J=8.0Hz, 2H), 7.46(d,
J J =8.8Hz, 3H), 7.64(t, J=4.4Hz, 4H), 8.78(s, 1lH).

2 (4 phenoxybenzym m dazoll, 2- al pyri di ne- 3- car boxam de

( , MeOH-d4.) 5 1.35(t, J=8.0Hz, 3H), 2.37(s, 3H),

2.

'H NMR (400 MHz, CDCL3) § 2.71 (s, 3H), 4.73 (d, J = 5.6 Hz, 2H), 6.12 (m, 1H), 7.30 -
7.34 (m, 1H), 7.36 — 7.40 (m, 7H), 7.60 — 7.66 (m, 4H), 9.71 (s, 1H).

N-Benzyl-8-fluoro-2-methylimidazo[1.,2-a]pyridine-3-carboxamide (39)

'H NMR (400 MHz, MeOH-d,) § 2.63(s, 3H), 4.64(s, 2H), 6.96-7.01(m, 1H), 7.21(t, J
=6.8Hz, 1H), 7.25 — 7.29(m, 2H), 7.37(t, J=7.2Hz, 2H), 7.41(t, J =7.6Hz, 2H), 8.84(d, J
=6.8Hz, 1H).

N-Benzyl-2-methyl-8-(trifluoromethyl)imidazo[1,2-a]pyridine-3-carboxamide (40)

0
— N ,\Q
\ i‘lﬁ\H
F N
F
'H NMR (400 MHz, MeOH-d,) § 2.66(s, 3H), 4.63(s, 2H), 7.15(t, J=6.8Hz, 1H), 7.25-

7.28(m, 1H), 7.37(t, J=8.0Hz, 2H), 7.43(d, J =7.6Hz, 2H), 7.82(d, J =7.2Hz, 1H), 9.21(d, J
=6.8Hz, 1H).

N-Benzyl-8-methoxy-2-methylimidazo[1.2-alpyridine-3-carboxamide (41)

FplE




WO 2011/ 113606PCT/ EP2011/ 001345 47

N-(4-tert-Butyl benzyl)-2-ethyl-6-nethylimdazoll, 2-al pyridi ne-3-car boxam de
(64) O | RvDIVRI(A8d6MHz, MeOH-d4) 8 1.30(t, J =7.2Hz, 3HpcTEPIR(H0139%)
2.37(s, 3H), 2.98(q, J=8.0Hz, 2H), 4.£9(s, 2H), 7.30(d, J=1.6Hz, 1H),

7. 34(di J =8.4Hz, 2H), 7.41(d, J =6.8Hz, 2H), 7.47(d, J =9.2Hz, 1H),

8. 74( s, HNMR (400 MHz, MeOH-d,) § 2.65(s, 3H), 3.95(s, 2H), 4.02(s, 3H), 6.96(d, /=8.0Hz,

2- Et hyl - 6- et hy] - %—17&4- %r i f1 uor onet ho?% benzvflim dazoll, 2-al pyri di ne- 3-car
boxam 4E):(6%)t /=0nlAz. 1 Hd - #a+7 260BoHLN4-39(8 A= 36Hz. 21D, 1@46%?6-§¥f)2; 2H).36( s,

3H), 3: 0y =d 775,6 1 f= : , 7.28(d, J=8.0Hz, 2H), 7.34(d, J
=9. 2Hz,7'%?§—t|){ éﬂ%[gt ?’fﬁdﬁﬁﬂfﬁlw 52(d, J =8.4Hz, 2H), 8.77(s, 1H).

2- Et hyl - 6- et hyl - NA( 1- met hyl - 1H-i ndol- 5-yl ) net hybi mi dazoll, 2-al pyri di ne- 3-
car boxleaJ 1 d )6 ) d4) .8 1.28(t, =7.6Hz, 3H),

boarboxamide

2. 36( s; AL sbaluLlabidl L A Lt =3 Py RGdne- —— —=2H), 6.42(d,
J=2.8Hz, 1H), ¢ 16(d, =3.2Hz, 1H), 7.26(d, J =8.4Hz, 1H), 7.32(d, J

=9. 2Hz, 7. 8,8 , .4Hz, 1H), 7.46(d, J =9.2Hz, 2H), 7.59(s, 1H),
8.73(s, {H N H

2- Et hyl - g=mst Ryl - N4( 1- et hyl - 1H-i ndo1- 6-yl ) met hyl )i m dazoll, 2- al pyri di ne- 3-

car boxad de N67) 0 WD 2011/ 113606PCT/ EP2011/ 001345
'H NMR (400 MHz, MeOH-d,) § 2.67(s, 3H), 4.65(s, 2H), 7.17(t, J=7.2Hz, 1H), 7.26-
7.31(m, 2H), 7.38(t, J=7.2Hz, 2H), 7.44(d, J =8.0Hz, 2H), 8.21(d, J=7.2Hz, 1H), 9.19(d, J
—6.8Hz, 1H).

N-Benzyl-8-hydroxy-2-methvlimidazo[1,2-a]pyridine-3-carboxamide (43)

0

</\ :Nﬁ\ﬁ /\\\\/
\

HO N

'H NMR (400 MHz, MeOH-d,) & 2.60(s, 3H), 4.63(s, 2H), 6.70(d, J=7.6Hz, 1H), 6.83(t,
J=6.8Hz, 1H), 7.28(t, J =7.2Hz, 1H), 7.40(t, J =8.0Hz, 3H), 7.42(d, J =7.2Hz, 2H), 8.53(d, J
=6.0Hz, 1H).

N-(Biphenvl-4-llmethvli-6-chloro-2-methvlimidazo[l,}-a]pvridine—3-carboxamide (44)

'H NMR (400 MHz, CDCl3) 5 2.69 (s, 3H), 4.73 (d, J = 5.2 Hz, 2H), 6.18 (brs, 1H), 6.92 (d, J
= 6.4 Hz, 1H), 7.36 (d, J= 7.2 Hz, 1H), 7.44 — 7.45 (m, 4H), 7.57 - 7.60 (m, 5H), 9.39 (d, J =
7.6 Hz, 1H).

Nf( Biphenvl-4-ylmethvl)-7-chlor0-2-methvlimidazo[l,2_-alpyridine-3-carboxamide (45)

AN \N

Cl



48 11- INVR (400 MHz, MeOH-d4) 8 1.30(t, J=7.6Hz, 3H), 2.35(s, 3H), 3.0(q,
J=7.6Hz, 2H), 3.80(s, 3H), 4.75(s, 2H), 6.41(d, J=3.2Hz, 1H), 7.11-7.14(m
2H), 7. 32§0200 93606z, 1H), 7.46(d, J=9.2Hz, 2H), 7.55(dpciapéitno1zls),
8.74(s, 1H). 42

2- Et hyl - 7- met hyl - N- (4- nor phol i nobenzyl )i m dazoll, 2- alpyri di ne- 3- car boxam de
(68) O'HINMR(406 MHzZ CDEL;18QC0; (LB VRO, M5,2 Ne(HH )4 )208bds, BH),(229J= 7.6
Hz, 3H), 2.43 (s, 31-1), 2.98 (q, J=7.6 Hz, 2 3.14 (t, J= 4.8 Hz, 4H),
335 ( 8361y 4y 585 (4 ) 280 117 304 U S8 1 1Ho 357 Gmbn 33606 Wy 1o
1H), 6.98 (d, J= 8.8 Hz, 2H), 7.32 (d, J= 8.8 Hz, 3H), 8.83 (d, J= 7.2 Hz,
1H)

2- Et hy N~Bensi{2ydthiNifidazio atpyridinkdet¢arbbyamidéad6) 1, 2- al pyri di ne- 3- car boxam
i de (69) Od—i V\qite solid, nmp 192C ; 11- INVR(400 MHz, MeOH-d4) 8 1.33 (t, J=
7.6 Hz, 3H)"N\2n45 3H), 3.02 (q, J=7.6 Hz, 2H), 4.79 (s, 2H), 6.9 (d,
J=.7.2 : , T R3(55, 1H), 7.45-7.48(m 2H), 7.56 (d, J= 8.8 Hz, 1H),
7.82-7(88 H, 8.87 (d, J=7.2 Hz, 1H).

-chl or obenzyl) - 2-et hyl i m dazoll, 2- al pyri di ne- 3- car boxam de

(70) | FINMR (400 MHz, CDCl13) 8 1.41 (t, J= 7.6 Hz, 3H), 2.98 (g, J= 7.6
Hz, 2HH NMBA404MBz @@ls}ﬁ,l.@ré,,J%l_ﬁd{i(, )1IHP3 (55380, 2.99 (@Y < Wb BsaiEH)7. 54

(ot 303 o BE kb 08, 168 Bt oG Ko r 7 13505 65 780 (71

(d,J=9.2 Hz, 1H), 9.40 (d, /= 7.2 Hz, 1H).

N-(Biphenyl-4-ylmethyl)-2-ethylimidazo[1,2-alpyridine-3-carboxamide (47)

NN \N

'H NMR (400 MHz, CDCls) & 1.42 (t, J= 7.6 Hz, 3H), 3.02 (q, J = 7.6 Hz, 2H), 4.75 (d, J =
5.6 Hz, 2H), 6.19 (brs, 1H), 6.92 (dd, J= 6.4 Hz, 6.4 Hz, 1H), 7.32 (d, J= 7.6 Hz, 1H), 7.35
(d, J=7.2 Hz, 1H), 7.45 (d, J = 8.0 Hz, 4H), 7.58 — 7.59 (m, 5H), 9.41 (d, J = 6.8 Hz, 1H).

N-Benzyl-Z-propvlimidazo[1,2-a]pyridine-3-carboxamide (48)

Y

NH

AN \N

'H NMR (400 MHz, CD;0D) § 0.93 (t, J = 7.4 Hz, 3H), 1.75 — 1.85 (m, 2H), 2.89 (1, /= 7.8
Hz, 2H), 4.67 (d, J = 5.6 Hz, 2H), 6.24 (m, 1H), 6.86 (t, J= 6.8 Hz, 1H), 7.26 — 7.36 (m, 6H),
7.54 (d, J= 8.8 Hz, 1H), 9.31 (d, J= 6.8 Hz, 1H).

N-(Biphenyl-4-ylmethyl)-2-propylimidazo[1,2-a]pyridine-3-carboxamide (49)

O

A N




0 2-NH CIN\ L---N\ 114 NWR (400 MHz, CDC13) 5 1.41 (t, J= 7.6 Hz, 3H),
2.99 (q, J= 7.6 Hz, 2H), 4.67 (d, J= 5.6 Hz, 2H), 7.01 (d, J= 8.4 Hz, 4H),
7.09 - 7.Mi@20my113¢dp, 7.30 (dd, J= 2.0, 9.6 Hz, 1H), 7.32CI/EP286/001345 4H),
7.54 (d, J= 9.6 Hz, 1H), 9.54 (d, J=8.0 Hz, 1H); LCMS (electrospray) mz
(M+H) + 406. 23

6- Chl otld NMReH 0y MHe, @DCL) & D198t, oire T Kdka BEBNL §0 )il B @z, &H), 293y UBne- 3-
car boxagm (72) 1H NMVR.(400 , 13) .5 (¢, .= _T1. ,
3700, (B2 50, 58 @y =5 Hoadhpy octh G5 6 lnpsy G viz 1 ol 00220y, -
8.4 Hz_ d dy— Y2 G, 7. 55
(d, J= gz'#g)(ﬂ]iﬁﬁﬁgﬁg 74]6 r@@ill)_!?sﬁ P! WHZ%&J ‘gge-gl'?rglgprzliy) n z

( M+H) +(e$8$r02ﬂray)m/z(M+H) 370 32 o o _
N(4-tert-Butyl benzyl)-6-chloro-2-nethylimdazo[ 1, 2-al pyri di ne-3-car boxam de
(73) 111 NWR (400 MHz, CDC13) 8 1.41 (t, J= 7.6 Hz, 3H), 2.98 (q, J= 7.6

Hz, 2HN.Bén ritné-Blcatblxanfidéds0) 7- 31 (m 1H), 7.32
(d, J= J= 9.6 Hz, 1H), 9.54
(d, J= 2. 0 Hz CIVS (eI ectrospray) m z (I\/H—I)+ 370 25 WO
2011/ 11360%3CT/ /001345 50
NH
A
XN

'H NMR (400 MHz, CD;0D) & 1.00 — 1.03 (m, 2H), 1.14 — 1.18 (m, 2H), 2.11 - 2.15 (m,
1H), 6.91 (dd, J=1.2, 6.8 Hz, 1H), 7.29 — 7.38 (m, 5H), 7.57 (dd, /= 0.8, 8.8 Hz, 1H), 9.49 -
9.51 (m, 1H); LCMS (electrospray) m/z (M+H)" 292.23

N-Benzyl-2-isopropylimidazo[1.2-a]pyridine-3-carboxamide (51)

'H NMR (400 MHz, CDCL3) § 1.41 (d, J= 6.8 Hz, 6H), 3.36 —3.32 (m, 1H), 4.71 (d, J= 5.6
Hz, 2H), 6.11 (brs, 1H), 6.88 (dd, J = 6.8 Hz, 6.8 Hz, 1H), 7.29 (dd, /= 6.8 Hz, 6.8 Hz, 1H),
7.31—7.39 (m, 5H), 7.62 (d, J= 9.2 Hz, 1H), 9.31 (d, J= 7.2 Hz, 1H).

N-(Biphenyl-4-vimethyl)-2-isopropylimidazo][1,2-a]lpyridine-3-carboxamide (52)

N \N

'H NMR (400 MHz, CDCl3) § 1.44 (d, J = 6.4 Hz, 6H), 3.34 - 3.41 (m, 1H), 4.76 (d, J= 5.6
. Hz; 2H),6:16 (brs, 1H), 6.90 (dd, J = 7.2 Hz, 7.2 Hz, 1H), 7.29 — 7.37 (m, 2H), 7.42 — 7.47
(m, 4H), 7.60 — 7.64 (m, SH), 9.32 (d, J = 7.2 Hz, 1H).

N-Benzyl-2-phenylimidazo[1,2-a]pvridine-3-carboxamide (53)




| or o- 2- net hyl - N- (4- nor phol i nobenzyl )i m dazoi 1, 2- ai pyri di ne- 3- car boxam d

) N rA\OO 2- 1\ NHN /1"--N\ 1HNMR (400 MHz, CDC13) 8 1.39 (t, J=
Hz, 3Wp,202/10506q, J = 7.6 Hz, 2H), 3.16 (t, J = 4. 8rHzEPAH)I003496 (t,

8 Hz, 4H), 4.61 (d, J= 5.6 Hz, 2#), 6.92 (d, J = 8.8 Hz, 2H), 7.26 -

30 (
el ectrospray) nif H) + 399. 30

6-

e

7.

J=

7. m 3H), 7.54 (d,
(

6- Chl or o- N-(4 | opoxybenzyl) - 2- met hyl i m dazoll, 2- al pyri di ne- 3- car boxam d
e

2

3

6-

(

J= 9.6 Hz, 1H), 9.52 (d, J= 1.2 Hz, 1H); LCMB

Ch

(74

6
4.
0
e

(75) (400M—Iz CDC13) 8 1.34 (d, J= 6.0 Hz, 6H), 1.39 (t, J=17.6
= 7.6 Hz, 2H), 4.52 - 4.58 (m 1H, 4.62 (d, J = 5.6 Hz,
6.89 (d, J 8.8 Hz, 2H), 7.27 - 7.31 (m 3H), 7.54 (d,
=n1H) /53 (d, J = 1.2 Hz, 1H); LCMS (el ectrospray) mz (M:H) +

H,
J
2

oD NMR 4406 ¥, SBBleny ¢.59 (@~ e 6 16yHz,AH)a6.620 (12, HHpyk 14t Ad6%me aHhoxani de
) 075873 (m, 4H), 7.36 — 7.40 (m, 4H), 7.61 — 7.63 (m, 2H), 7.69 (d, J = 9.2 Hz, 1H),

C
I
5
Hz, 3H),. 2.
= 9,
72.2
Chl
76
-Ethvl—N-(4 phenoxybenzyl)imidazo[1,2-a]pyridine-3-carboxamide (54)
'H NMR (400 MHz, CDCls) 6 1.41 (t,J=7.6 Hz, 3H), 2.99 (q, J= 7.6 Hz, 2H), 4.67 (d, J =

5.6 Hz, 2H), 6.08 (brs, 1H), 6.89 — 6.93 (m, 1H), 7.00 (dd, J=2.0 Hz, 8.8 Hz, 4H), 7.08 —
7.12 (m, 1H), 7.30 — 7.35 (m, 5H), 7.60 (d, J=9.2 Hz, 1H), 9.39 (d, J= 7.2 Hz, 1H).

N-(4-tert-Butylbenzv])-2-ethylimidazo[1,2-a]pyridine-3-carboxamide (55)

OH\/O/%
N

XN

'H NMR (400 MHz, CDCls) 5 1.32 (s, 9H), 1.41 (t, J= 7.6 Hz, 3H), 2.99 (q, /= 7.6 Hz, 2H), _
4.68 (d,J = 5.6 Hz, 2H), 6.12 (brs, 1H), 6.93 (dd, J = 6.8 Hz, 6.8 Hz, 1H), 7.32 (d, J= 8.4 Hz,
2H), 7.34 — 7.36 (m, 1H), 7.40 (d, J = 8.4 Hz, 2H), 7.63 (d, J = 8.8 Hz, 1H), 9.40 (d,J=7.2
Hz, 1H).

2-Ethyl-N-((1-methyl-1H-indol-5-y)methyl)imidazo[1,2-a]pyridine-3-carboxamide (56)

H
Q N\/Qj/
N \N
'H NMR (400 MHz, CDCl3)  1.37 (t, J = 7.6 Hz, 3H), 2.95 (q, J = 7.6 Hz, 2H), 3.81 (s, 3H),
4.79 (d, J= 5.6 Hz, 2H), 6.08 (brs, 1H), 6.48 (s, 1H), 6.92 (dd, J = 6.8 Hz, 6.8 Hz, 1H), 7.08

(s, 1H), 7.25 (s, 1H), 7.26 — 7.34 (m, 2H), 7.60 (d, J= 8.8 Hz, 1H), 7.63 (s, 1H), 9.43 (d, J =
7.2 Hz, 1H).




CIN\  NH 1HNWR (400 MHz, CDC13) 8 1.00 (d, J = 6.8 Hz, 6H), 1.36 (t, J =
7.6 Hz, 3H), 2.03 -2.09 km.1H), 2.93 .(q, J= 7.6 Hz, 2H), 3.69 (d, J = 6.8
Hz, 2H), wo2911(d360d= 5.6 Hz, 2H), 6.13 (t, J = 4.8 Hz, pHEPGBHo(ds J =
8.4 Hz, 2H), 7.24- 7.27 (m 3H), 7.4%5(d, J = 9.6 Hz, 1H), 9.47 (d, J= 1.2
Hz, 1H) ); LCWVS (el ectrospray) rﬂz (NH—|)+ 386. 30

6- Chl o2ty kNt (dy(triflu o ¢dm ethbiy)be izl inmidd ) hi ide (37

pyri di ne- 3- caHboxam de (77) VO 2011/ 113606PCT/ EP2011/ 001345 51

| HNMR (400 N ®CE,37 (t, J=7.6 Hz, 3H), 2.94 (q, J= 7.6 Hz, 2H),
3.81 (s, J=5.6 Hz, 2H), 6.07 (m 1H), 6.48 (d, J= 3.2 Hz,
1H), 7 2.8 Hz, 1H), 7.24 - 7.26 (m 1H), 7.29 (dd, J= 2.0, 9.6
Hz, 1H)K (o8, J=8.4 Hz, 1H), 7.53 (d, J= 9.6 Hz, 1H), 7.63 (s, 1lH),
9.54 (d, J="1.2 Hz, 1H); LOVS (electrospray) mz (MtH) + 367. 19

6- Chl o} NMRe(#6y MH CDGB) & 141 (k- 7 a6 Hb 351)) 780 bysb)+ #i6ddz &H), 26aKdyh di ne- 3

carboXan 980 d8] . 1), 691 (dd, J = 6.8 Hz, 6.8 Hz, 1H), 7.19 (s, 1H), 7.21 (s, 1H), 7.30

—7.34 (m, 1H), 7.39 (s, 1H), 7.41 (s, 1H), 7.60 (d, J=9.2 Hz, 1H), 9.37 (d, J= 7.2 Hz, 1H);
3C NMR (100 MHz, CDCl3) & 13.5,23.7,42.9, 113.5,114.7,119.3, 121.5, 121.9, 127.3,
128.3, 129:2,137.3, 146.4, 148.8, 151.1, 161.7.

2-Ethyl-N-((1-methyl-1H-indol-6-yl)methyl)imidazo[1,2-a]pyridine-3-carboxamide (58)

N |

'H NMR (400 MHz, CDCl3) 8 1.37 (t, J=17.6 Hz, 3H), 2.95 (q, J= 7.6 Hz, 2H), 3.80 (s, 3H),
4.78 (d, J= 5.6 Hz, 2H), 6.09 (brs, 1H), 6.48 (d, /= 2.8 Hz, 1H), 6.89 — 6.93 (m, 1H), 7.08 (d,
J=3.2 Hz, 1H), 7.23 — 7.33 (m, 3H), 7.59 (s, 1H), 7.62(d, J= 5.6 Hz, 1H), 9.41 (d,J=6.8
Hz, 1H).

2-Ethyl-N-(4-(trifluoromethoxy)benzyl)imidazo[1,2-a]pyridine-3-carboxamide (59)

H N
N\/O/ N\JO
NS \N
'H NMR (400 MHz, CDCly) § 1.37 (t, J = 7.6 Hz, 3H), 2.96 (q, J = 7.6 Hz, 2H), 3.14 (1, J =

4.8 Hz, 4H), 3.85 (t, /= 4.8 Hz, 4H), 4.61 (d, J= 5.6 Hz, 2H), 6.05 (brs, 1H), 6.88 — 6.92 (m,
3H), 7.27 - 7.33 (m, 3H), 7.59 (d, J= 8.8 Hz, 1H), 9.39 (d, J= 7.2 Hz, 1H).

2-Ethyl-N-(4-isopropoxybenzyl)imidazo[1,2-alpyridine-3-carboxamide (60)




CIN \l NH IHNMR (400 MHz, CDC13) 8 1.36 (t, J= 7.6 Hz, 3H), 2.95 (q, J=
7.6 Hz, 2H), 3.80 (s, 3H), 4.82 (d, J= 5.6 Hz, 2H), 6.13 (m 1H), 6.49 (d,
J= 3.2 Hzawolb1,/1136088 (d, J= 2.8 Hz, 1H), 7.12 (dd, J= lp2r/p20i1/081344H),
7.30 (dd, J= 2.0, 9.6 Hz, 1H), 7.34 (4, 1H), 7.55 (d, J= 9.6 Hz, 1H), 7.63
(d, J= 8.0 Hz, 1H), 9.54 (d, J= 1.2 Hz, 1H); LCMS (electrospray) mz (M+-H) +
367. 26! HNMR(4OOMH2 CDCl3) 6 1.32(d,J= 56Hz 6H), 1.38 (t, J=7.6 Hz, 3H)296(q,J—

0 0 0t S 1 G R bW b B 036 7 @?sspy 3'(%%3 T

}_5‘51 3 ?426702 ”17.,383%551]12, 9(d1J7=388'Hz ‘Hﬁg) gsgcgJ(-% 44% ?1—12 ;S (d J_leg (th

2H), 7.25 (d, J= 8.0 Hz, 2H) 729(dd J= 2.0, 9.6 Hz, 1H), 7.53 (d, J=
9.6

d, J= : . 2y} z (MeH) 397 32
L ‘é‘%’ﬁnéﬂ? 2 g pmige(elloo Mz, ©DC13) 8
: 8(q J—76Hz 2H),487(qJ 5.6 Hz, 2H),

20 9.6 Hz, 1H), 7.47-751(m 3H), 7.55(d,
85 (m 3H, 7.87 (d, J 8.4 Hz, 11-1), 9.57 (d, J
Iectrospray) 'z (M-H) + 364 20
methyl ) - 6-chl or o- 2- net hyl i m dazol -1, 2- al pyri di ne- 3- car boxam

'H NMR (400 MHz, CDCls) § 1.01 (d, J = 6.8 Hz, 6H), 1.37 (t, J = 7.6 Hz, 3H), 2.05 — 2.09
(m, 1H), 2.96 (q, J= 7.6 Hz, 2H), 3.71 (d, J = 6.8 Hz, 2H), 4.62 (d, J = 5.2 Hz, 2H), 6.06 (brs,
1H), 6.89 (dd, J = 2.4 Hz, 2H), 6.92 (dd, J = 1.2 Hz, 6.8 Hz, 1H), 7.27 — 7.34 (m, 3H), 7.59
(d, J= 8.0 Hz, 1H), 9.37 (dd, J = 2.4 Hz, 6.8 Hz, 1H); *C NMR (100 MHz, CDCl3) 5 13.6,
19.4,23.5,28.4,43.3, 53.1, 74.7, 113.4, 115.0, 116.7, 124.2, 127.2, 128.3, 129.2, 130.0,
146.2, 150.7, 159.0, 161.5.

N-(Biphenvl-4-ylmethyl)-2-ethyl-6-methylimidazo]1,2-ajpvridine-3-carboxamide (62)
O
- l‘
N N H Q
N
N

'H NMR (400 MHz, MeOH-d,) § 1.34(t, J =7.6Hz, 3H), 2.37(s, 3H), 3.02(q, J=7.6Hz, 2H),
4.68(s, 2H), 7.31-7.34(m, 2H), 7.43(d, J=8.0Hz, 2H), 7.46(d, J =4.8Hz, 1H), 7.51(d, J
=8.8Hz, 3H), 7.64(t, J =4.4Hz, 4H), 8.78(s, 1H).

2-Ethyl-6-methyl-N-(4-phenoxybenzyl)imidazo[1,2-a]pyridine-3-carboxamide (63)
i @
— N /\@\
N H (@)
Q
N

'H NMR (400 MHz, MeOH-d3) § 1.35(t, J =8.0Hz, 3H), 2.37(s, 3H), 2.99(q, J=7.2Hz, 2H),
4.61(s, 2H), 6.99(d, J=8.8Hz, 4H), 7.12(t, J =7.2Hz, 1H), 7.31-7.36(m, 3H), 7.42(d, J =8.8Hz,
2H), 7.48(d, J =9.2Hz, 1H), 8.76(s, 1H).




11- INVR (400 MHz, CDC13) 8 1.43 (t, J= 7.6 Hz, 3H), 3.01 (q, J Hz

= 7.6 ,

2H), 4.75 (d, J = 5.6 Hz, 2H), 6.15 (m 1H), 7.31 (dd, J= 2.0, 9.6 Hz, 1H),

7.43 -7.40(2m1/4Bjos 7.55 (d, J= 9.2 Hz, 1H), 7.58 - 7.6RCCmP2eio9139556 (d,

J =2.0 Hz, 1H); LCVS (el ectrospray) 4z (MtH) + 390. 25

6- Chl or o- N—((2' - chl or obi phenyl 4thyl)rret hyl ) -2- et hyl i mdazoll 2 aI
: lihdidiaz :

(q, J= 7.6 He. 2H), 4.77 (d, J= 6.0 Fz. 2H), 6.18 (m 1H).

43, - 748(m 5H), 7.56 (d, J = 9.6 Hz, 1H), 9.56 (d,
- NL trospray) mz (M-H)+ 404. 26
- Enl or oFi phenyl-4-yl)methyl)-2-ethylimdazo[ 1, 2-al pyridi ne- 3-

) WD 2011/ 113606PCT/ EP2011/ 001345 53

car boxam dB7(

'H NMR (400 MHz, MeOH-d,) § 1.30(t, J =7.2Hz, 3H), 1.32(s, 9H), 2.37(s, 3H), 2.98(q,
J=8.0Hz, 2H), 4.59(s, 2H), 7.30(d, J=1.6Hz, 1H), 7.34(d, J =8.4Hz, 2H), 7.41(d, J =6.8Hz,
2H), 7.47(d, J =9.2Hz, 1H), 8.74(s, 1H).

2-Ethvl-6-methyl-N-(4-(trifluoromethoxy)benzyl)imidazo[1,2-a] pyridine-3-carboxamide

(65)
0 FF
N ﬁ/\Q\oXF
\N
N

'H NMR (400 MHz, MeOH-d,)) § 1.33(t, J =8.0Hz, 3H), 2.36(s, 3H), 3.00(q, J=7.6Hz, 2H),
4.65(s, 2H), 7.28(d, J=8.0Hz, 2H), 7.34(d, J =9.2Hz, 1H), 7.48(d, J=9.2Hz, 1H), 7.52(d, J
 =8.4Hz, 2H), 8.77(s, 1H).

2-Ethyl-6-methyl-N-((1-methyl-1H-indol-5-yl)methyl)imidazo[1,2-a]pyridine-3-

carboxamide (66)
_ -0 /\@
N
\ N \ H N\
N
N
'H NMR (400 MHz, MeOH-d,) § 1.28(t, J =7.6Hz, 3H), 2.36(s, 3H), 2.95(q, /=7.2Hz, 2H),

3.80(s, 3H), 4.71(s, 2H), 6.42(d, J=2.8Hz, 1H), 7.16(d, J=3.2Hz, 1H), 7.26(d, J =8.4Hz, 1H),
7.32(d, J=9.2Hz, 1H), 7.38(d, J=8.4Hz, 1H), 7.46(d, J =9.2Hz, 2H), 7.59(s, 1H), 8.73(s, 1H).

2-Ethyl-6-methyl-N-((1-methyl-1H-indol-6-yl)methyvlimidazo[1,2-a]pyridine-3-

carboxamide (67)

0
S Nl
N /




| HNVR (400 MHz, CDC13) 8 1.43 (t, J= 7.6 Hz, 3H), 3.01 (g, J = 7.6 Hz, 2H),
4.71 (d, J= 6.0 Hz, 2H), 6.13 (m 1H), 7.31 (dd, J = 2.0, 9.6 Hz, 1H), 7.41
(d, J = 8wB2bl/113ddy, 7.45 (d, J = 8.0 Hz, 2H), 7.51 (d, péTARrSeid/obiz4s 2H),
7.54 - 7.58 (m 3H), 9.55 (d, J 2. 4gHz, 1H); LCMS (el ectrospray) mz
(MrH) + 424. 26

6- Chl olONMR (40 Mifz, MeOlichy b mzmedﬂréﬁzy Bmm?t%,(k )3H), 38¢q[/E7BH, 2H),

D R T s 1 ok, S N A Bl 5

j__250(7345%6‘]&2’)21{1{02126 fgs(djj S%H% HZ% 8%(5 1&6)207 4; (23 (T 4&? 0 I7—|z,302|(—|;jfj

7.54 (d, J = 9.6 Hz, 1H), 955(d J:20Hz, 1H) LCVS (el ectrospray) niz

pyri di ne- 3- car boxam' de (

AT A - i:
NH 114 NMR (400 I\/Hz CDC13) 8 1 43 (t, J' 7.6
5.

Hz, 3H), 2.4 5',:,'3 @,Jz?GHz 211)475(dJ 6 Hz, 2H),
6.14 (m 1H), /7.18 J 772 Hz, 1H), 7.31 (dd, J = 2.0, 9.6 Hz, 1H),
7.34 (d,A AN R 2 Hz, TH), 7.39 (d, J = 8.0 Hz, 2H), 7.44 (d, J = 8.4 Hz,
211) 7 JA9.6 Hz, 1H), 7.60 (d, J = 8.0 Hz, 2H), 9.56 (d, J = 2.0
Hz Cl\}%(el ectrospray) mz .41?4+1-1)+ 404.26 WO

20i‘L1/ 113606PCT/ EP2011/ 001345 54 o o
ool oSk MG PR BB ol WS DYk, i 248 e
3H), 2.98 (q, J= 7.6 Hz, 2H), 3.14 (t, J= 4.8 Hz, 4H), 3.35 (s, 1H), 3.85 (t, /= 4.8 Hz, 4H),

4.53 (s, 2H), 6.90 (d, J= 7.2 Hz, 1H), 6.98 (d, J = 8.8 Hz, 2H), 7.32 (d, J = 8.8 Hz, 3H), 8.83
(d,J=7.2 Hz, 1H).

2-Ethyl-7-methyl-N-(naphthalen-2-vlmethyl)imidazo[1,2-a]lpyridine-3-carboxamide (69)

N
White solid, mp 192°C ; 'H NMR(400 MHz, MeOH-d4) § 1.33 (t, J = 7.6 Hz, 3H), 2.45 (s,
© 3H), 3.02 (q, J = 7.6 Hz, 2H), 4.79 (s, 2H), 6.9 (d, J=7.2 Hz, 1H), 7.33(s, 1H), 7.45-7.48(m,
2H), 7.56 (d, J = 8.8 Hz, 1H), 7.82-7.88 (m, 4H), 8.87 (d, J = 7.2 Hz, 1H).

6-Chloro-N-(4-chlorobenzyl)-2-ethylimidazo[1,2-a]pyridine-3-carboxamide

(10)
e
O

NH

Cl A N N

AN \N
'H NMR (400 MHz, CDCl3) 5. 1.41 (t,J=17.6 Hz, 3H), 2.98 (q, /= 7.6 Hz, 2H), 4.66 (d, J=
5.6 Hz, 2H), 6.14 (m, 1H), 7.29 — 7.35 (m, 5H), 7.54 (dd, /= 0.8, 9.6 Hz, 1H), 9.51 (dd, J =

0.8, 2.0 Hz, 1H); LCMS (electrospray) m/z (M+H)" 348.14

-.6-Chloro-2-methv]-N-(4-phenoxvbenzyl)imidazo[1,2-a]pyridine-3-carboxamide




CNH 1 1HNWR (400 MHz, CDC13) 5 1.42 (t, J =7.6 Hz, 3H), 3.00 (q, J =7.6
Hz, 2H), 2.40 (s, 3H), 4.74 (d, J = 5.6 Hz, 2H), 6.16 (m 1H), 7.25 (d, J =
7.2 Hz, Ap.2011/88%06dd, J = 2.0, 9.6 Hz, 1H), 7.44 (d, Jper&kpdoihiwe13qd), 7.49
(d, J =8.0 Hz, 2H), 7.54 (d, J= 9.6 49z, 1H), 7.59 (d, J= 8.4 Hz, 2H), 9.55
(d, J = 2.0 Hz, 1H); LCV5 (electrospray) mz (MtH) + 404. 26

7- Chl ofTd) N- (4- chl or obenzyl) - 2-et hyl i m dazo[ 1, 2- al pyri di ne- 3- car boxam de
(87) 0 HCG 1H NWR (400 CDC13) 5 1.40 (t, J =7.6 Hz, 3H), 2.96 (q, J
= 7.6 Hz, 2H), 4.65 (d, J .6 Hz, 2H), 6.12 (brs, 1H), 6.90 (dd, J = 7.6,
2.4 Hz, 1H), 7.30 (d, J = Hz, 2H), 7.34 (d, J = 8.4 Hz, 2H), 7.58 (d,
1H), 9.34 ; LCMS (electrospray) mz (MH)+ 348. 21

7-Ch roxybenzyl )i m dazo[ 1, 2- al pyri di ne- 3- car boxam de
(88) MHz, MeOHd4) 5 1.29 (t, J= 7.6 Hz, 3H), 2.96 (q, J
= 7. . - 3.15(m 4H), 4.52 (s, 2H), 6.76 (d, J = 8.4 Hz, 2H),
7. 06 (&, .0 Hz, 1H), 7.23 (d, J =8.4Hz, 2H),,7.58 (d, J = 1.6
Hz, 7.6 Hz, 1H) ; LCMS (electrospray) mz (MtH)+ 330. 25

'H NMR (400 MHz, CDCl;) & 1.41 (t,J = 7.6 Hz, 3H), 2.99 (q, J= 7.6 Hz, 2H), 4.67 (d, J =
5.6 Hz, 2H), 7.01 (d, J= 8.4 Hz, 4H), 7.09 — 7.13 (m, 1H), 7.30 (dd, J= 2.0, 9.6 Hz, 1H), 7.32
—7.36 (m, 4H), 7.54 (d, J= 9.6 Hz, 1H), 9.54 (d, J= 2.0 Hz, 1H); LCMS (electrospray) m/z
(M+H)" 406.23 ‘

6-Chloro-2-methyl-N-(4-(trifluoromethoxy)benzyl)imidazo[1,2-a]pyridine-3-

carboxamide (72)

/./O/oca
o)

NH

Cli AN

XN
'H NMR (400 MHz, CDCl3) § 1.43 (t, J = 7.6 Hz, 3H), 3.00 (q, J = 7.6 Hz, 2H), 4.71 (d, J =
6.0 Hz, 2H), 6.15 (m, 1H), 7.23 (d, J = 8.4 Hz, 2H), 7.31 (dd, J=2.0,9.6 Hz, 1H), 7.42 (d, J
= 8.8 Hz, 2H), 7.55 (d, J = 9.6 Hz, 1H), 9.54 (d, J= 2.0 Hz, 1H) ); LCMS (electrospray) m/z

(M+H)" 398.21

N-(4-tert-Butylbenzyl)-6-chloro-2-methylimidazo[1,2-alpyridine-3-carboxamide

(73)
o //O/%

NH

"Cl

Z NN

XN
'H NMR (400 MHz, CDCl3) & 1.41 (t, J= 7.6 Hz, 3H), 2.98 (q, J= 7.6 Hz, 2H), 4.68 (d, J =
6.0 Hz, 2H), 6.09 (m, 1H), 7.28 — 7.31 (m, 1H), 7.32 (d, /= 8.0 Hz, 2H), 7.41 (d, /= 8.0 Hz,
2H), 7.54 (d, J=9.6 Hz, 1H), 9.54 (d, J = 2.0 Hz, 1H); LCMS (electrospray) m/z (M+H)"
370.25



WO 2011/ 113606PCT/ EP2011/ 001345 55 CI Wiite solid, np 195C ; NMR(400 MHz,
MeOH-d4) 8 1.31 (t, J= 7.6 Hz, 3H), 3.00 (q, J = 7.6 Hz, 2H), 3.14 (t, J =
4.8 Hz, Akb.2oByAde06t, J = 4.8 Hz, 4H), 4.54 (s, 2H), 6. 9¢T(Eh0dmB48 Hz,
2H), 7.07 (d, J = 7.6 Hz, 1H), 7.32 (@, J = 8.8 Hz, 2H), 7.59 (s, 1H), 8.93
(d, J = 7.2 Hz, 1H).

7- Chl o6-&leBi-Ryh ethly I-M-(@pmpepli dinvbéna)iinédwaobl , Hafigwradihe 3-ednbpkanide(78) car box
ani de (90) 1H NWR (400 MHz, CDC13) 8 1.35 (t, J = 7.6 Fz, 3H), 1.55 - 1.57

(m 2H), 1.66 - 1.70 4@’\02 01 (q, J= 7.6 Hz, 2H), 3.12- 3.15 (m 4H),
4.56 (d, 3= 5.6 he Ne_D7 (brs, '1H, 6.86 (dd, J'= 7.6, 2.0 Hz, 1H),
6.90 (d J = 7 22 (d, J =84 H, 2H. 7.54 (d J = 2.0 He,

[12alpy|d|Qe arboxamde(gl) 2H) 706(dd J= 7.6, 20Hz 1H), 7.45
- 7.48 (m H)N754(dJ 8.4 Hz, 7.59 (d, J = 2.0 Hz, 7.82 -

Soa 20 P48 %@&@%&?3%&%%iﬁﬁmoz%%%dé e (s,

gllzl)b %4 fg{z%gH),J?ié’(tﬁmesﬁlﬂégHXJ% (dq.,l—%S—6 Hz62Hy,,6.92Hd, J4 ?g HzI2H),7. % 6 Hz,

: = .4 _H, s o3 , J=8.0 Hz,

2H) 7748 (l(nd3H)J§61 7, 9@&# 1171)&5%5{#:1&?@, ﬂéS?w,s é!esgoipa?ym}%r 2 He,
ﬁ@/ﬁ*( rospray) mz (MtH) + 370. 25

N— ( Bi p enyl 4-yl met hyl )-7-chl oro-2-ethylimdazoll, 2-al pyri di ne-3-car boxam d

e (93)

6-Chloro-N-(4-isopropoxvbenzyl)-2-methylimidazo[1,2-a]pyridine-3-carboxamide (75)

1H), 9.30 (d ; LCVB (eI ectrospray) mlz (MH)+ 397. 32
7- Chl oF I- (napht haI en-2-yl net hyl )i m dazo

(o]
(0}
NH
Cl A N
A \N

'H NMR (400 MHz, CDCl;) & 1.34 (d, J= 6.0 Hz, 6H), 1.39 (t, J= 7.6 Hz, 3H), 2.96 (q, J =
7.6 Hz, 2H), 4.52 — 4.58 (m, 1H), 4.62 (d, J= 5.6 Hz, 2H), 6.03 (m, 1H), 6.89 (d, J = 8.8 Hz,
2H), 7.27 - 7.31 (m, 3H), 7.54 (d, J= 9.6 Hz, 1H), 9.53 (d, J= 1.2 Hz, 1H); LCMS
(electrospray) m/z (M+H)" 372.22

6-Chloro-N-(4-isobutoxybenzyl)-2-methylimidazo[1.,2-a]lpyridine-3-carboxamide (76)

'H NMR (400 MHz, CDCl3) 6 1.00 (d, J = 6.8 Hz, 6H), 1.36 (t, J = 7.6 Hz, 3H), 2.03 — 2.09
(m,.1H), 2.93 (q, J = 7.6 Hz, 2H), 3.69 (d, J = 6.8 Hz, 2H), 4.59 (d, J = 5.6 Hz, 2H), 6.13 (t,J
= 4.8 Hz, 1H), 6.87 (d, J = 8.4 Hz, 2H), 7.24 — 7.27 (m, 3H), 7.49 (d, J = 9.6 Hz, 1H), 9.47 (d,
J=1.2 Hz, 1H) ); LCMS (electrospray) m/z (M+H)" 386.30

6-Chloro-2-methyl-N-((1-methyl-1H-indol-5-yl)methyl)imidazo|1,2-a]pyridine-3-

carboxamide (77)




1HNMR (400 MHz, CDC13) 1.42 (t, J= 7.6 Hz, 3H), 3.00 (g, J= 7.6 Hz, 2H)
4.74 (d, J= 5.6 Hz, 2H), 6.14 (brs, 1H), 6.91 (dd, J= 7.6, 2.4 Hz, 1H)

7.35 (m woep1171186d6- 7.46 (m 4H), 7.57 - 7.62 (m 5H), reTd®2q1d/001b%5 7. 6 Hz,
1H) ; "C NWR (100 MHz, CDC13) Z. 13.41 23.6, 31.5, 34.7, 43.4, 114.7,

115.8, 126.0, 127.5, 128.6, 133.6, 135.0, 146.2, 150.9, 151.6, 161.3.; LCM
(el ectrospray) mz (MH™390. 25

7-Chl oro-N((2'-chl or dyl-4-yl)net hyl)-2-ethylimdazoll, 2-al pyri di ne- 3-
car boxam de (94) (400 WMHz, MeOHd4) .5 1.32 (t, J= 7.6 Hz, 3H),
3.01 (q, J= 7. 2H), 4.68 (s, 2H), 7.03 (dd, J= 7.6, 2.0 Hz, 1H), 7.29-

7.57 (@ 9H)., §.94 (d, J= 7 6 Hz, 1H) ; LCVS (electrospray) mz (MH)+
424.26 Y7 N\
7- Chl or o- | robi phenyl-4-yl)nethyl)-2-ethylimdazof1l, 2-al pyridine-3

- carboxan1de F95) \ ¢i 1HNWMR (400 MHz, CDC13) .5 1.42 (t, J= 7.6 Hz,
3H), 2'BPOMBR, (40&M?H25 aBClLYH) 3741, 73 16,HZ HH) 239181 (1b=r %.6 Ha: iR H)653.81 (5, aHD), J=

;Oglliigég‘é éﬂéééﬁa@%i g&)%ﬁ@%?pgi{ %%&ﬂz%:ﬁ%zﬂﬁg?%“ J=

8.0 Hz, 724 m71H§07 Q?(dle_DH—lzﬁ 9‘|€,Hzl|'ﬁH) P38, (]d=84-Hz71?I)HZS3@d'|)] 9 bG5S

(electrospray)
1H), 7.63 (s, lH) 9.54(d,J=1.2 Hz 1H); LCMS (electrospray) m/z (M+H)" 367.19

6-Chloro-2-methyl-N-((1-methyl-1H-indol-6-yl)methyl)imidazo[1,2-a]pyridine-3-

carboxamide (78)

XN
'H NMR (400 MHz, CDCls) & 1.36 (t, J = 7.6 Hz, 3H), 2.95 (q, J = 7.6 Hz, 2H), 3.80 (s, 3H),
4.82 (d, J=5.6 Hz, 2H), 6.13 (m, 1H), 6.49 (d, /J=3.2 Hz, 1H), 7.08 (d, /= 2.8 Hz, 1H), 7.12
(dd, /= 1.2, 8.0 Hz, 1H), 7.30 (dd, /= 2.0, 9.6 Hz, 1H), 7.34 (s, 1H), 7.55 (d, /= 9.6 Hz, 1H),
7.63 (d, J= 8.0 Hz, 1H), 9.54 (d, J = 1.2 Hz, 1H); LCMS (electrospray) m/z (M+H)" 367.26

6-Chloro-2-ethyl-N-(4-(piperidin-1-yl)benzyl)imidazo[1,2-a]pvridine-3-carboxamide

@ es®

NH

Ch AN {
XN

'H NMR (400 MHz, CDCl;) & 1.38 (t, J = 7.6 Hz, 3H), 1.54 - 1.60 (m, 2H), 1.69 — 1.73 (m,

4H), 2.94 (q,J = 7.6 Hz, 2H), 3.16 (t, J = 5.14 Hz, 4H), 4.59 (d, J = 5.6 Hz, 2H), 6.00 (m,

1H), 6.93 (d, J = 8.8 Hz, 2H), 7.25 (d, J = 8.0 Hz, 2H), 7.29 (dd, J = 2.0, 9.6 Hz, 1H), 7.53 (d,

J=9.6 Hz, 1H), 9.52 (d, J = 2.0 Hz, 1H); LCMS (electrospray) m/z (M+H)* 397.32

6-Chloro-2-ethyl-N-(naphthalen-2-ylmethyl)imidazo|[1,2-a]lpyridine-3-carboxamide (80)




7-Chl oro-2-ethyl -N-((2' - et hyl bi phenyl-4-yl)net hybi m dazoll, 2-al pyri di ne- 3-
car boxam de (96) Cl 1IN 1HNMR (400 MHz, CDC13) Z.. 1.46 (t, J= 7.6 Hz, 3H),

2.31 (s, 8ORp113LIB®M6(q, J= 7.6 Hz, 2H), 4.79 (d, J= 5.6 PeI/EPR)1,1/061322 (brs,

1H), 6.95 (dd, J= 7.6, 1.6 Hz, 1H), 7224 -7.36 (m 4H), 7.39 (d, J= 7.6 Hz,
2H), 7.45 (d, J= 7.6 Hz, 2H), 7.63 (d, 1H), 9.42 (d, J= 7.2 Hz, 1H) ; LCMs
(electrospray) mz (Mt 04. 26

7- Chl oro-2-et hyl - N-( hyl bi pheny1-4-yl) et hyl)i m dazoll, 2-al pyri di ne-3
- carboxam de (97) CIN NWR (400 MHz, CDC13) Z.. 1.41 (t, J= 7.6 Hz,

3H), 2.42 (s, O%H),/, 2. (q, J= 7.6 Hz, 2H), 4.74 (d, J= 5.6 Hz, 2H), 6.13
(brs, , 6.9 ("Hb,‘ J= 7.6, 2.0 Hz, 1H), 7.18 (d, J= 8.4 Hz, 1H), 7.33 -
N 43

7.40 ( (d, J= 8.4 Hz, 2H), 7.58 - 7.61 (m 3H), 9.38 (d, J=17.6
Hz, 1H ;L electrospray) mz (MH)+ 404. 33
7- Chl or o- 2-"et hD'I -N-((4'-net hyl bi phenyl-4-yl)met hyD m dazo[ 1, 2- al pyri di ne- 3-
car boxerNagR (860 MHz, CHOIS { 40@, =27 4 ECIB), 298 §3q193= 1.6 Hz) EH;-@S%JM ,
2.40 (s, 3H), 2.99 (q, JZ 7.6 Hz, 2H), WD 2011/ 113606PCT/ EP2011/ 001345 58
5.6 Hz, 2H), 6.19 (m, 1H), 7.31 (dd, J= 2.0, 9.6 Hz, 1H), 7.47 — 7.51 (m, 3H), 7.55 (d, J=9.6
Hz, 1H), 7.82 — 7.85 (m, 3H), 7.87 (d, /= 8.4 Hz, 1H), 9.57 (d, J= 2.0 Hz, 1H); LCMS

(electrospray) m/z (M+H)" 364.20

N-(Biphenyl-4-yimethyl)-6-chloro-2-methylimidazo]l,2-alpyridine-3-carboxamide (81)

N \N
'H NMR (400 MHz, CDCl;) & 1.43 (t, J= 7.6 Hz, 3H), 3.01 (q, J= 7.6 Hz, 2H), 4.75 (d, J =
5.6 Hz, 2H), 6.15 (m, 1H), 7.31 (dd, /= 2.0, 9.6 Hz, 1H), 7.43 — 7.47 (m, 4H), 7.55 (d,J=9.2
Hz, 1H), 7.58 — 7.62 (m, 4H), 9.56 (d, J = 2.0 Hz, 1H); LCMS (electrospray) m/z (M+H)"
390.25

6-Chloro-N-((2'-chlorobiphenyl-4-yl)methyD-2-ethylimidazo[1,2-a]pyridine-3-

carboxamide (82)

o

NH

'H NMR (400 MHz, CDCl3) 5 1.44 (t, J= 7.6 Hz, 3H), 3.02 (q, J= 7.6 Hz, 2H), 4.77 (d, J =
6.0 Hz, 2H), 6.18 (m, 1H), 7.27 — 7.35 (m, 4H), 7.43 — 7.48 (m, 5H), 7.56 (d, J= 9.6 Hz, 1H),
9.56 (d, J=2.0 Hz, 1H); LCMS (electrospray) m/z (M+H)" 404.26

6-Chloro-N-((4'-chlorobiphenyl-4-yl)methyl)-2-ethylimidazo[1,2-a]pvridine-3-

carboxamide (83)




7.48 (d, J =8.0 Hz, 2H), 7.58 - 7.60 (m 3H), 9.38 (d, J =7.2 Hz, 1H ;
LCMS (el ectrospray) mz (MH) + 404. 26

N- ( Bi phenyb-2dtiydigabhyl ) - 6-chl oro-2- (trifl uoromet hyl )i m gazaipierdoadspyri di ne-
3- carboxam de (99) 0 114 NWR (400 M3z, CDC13) 8 4.74 (d, J= 5.6 Hz, 2H),
6.69 (m 1H), 7.36 (dd, J= 7.2, 7.2 Hz, 1H), 7.43 - 7.47 (m 5H), 7.56 (dd,

J =8.0, 8.4 Hz, 4H), (. 71N _&= 9.6 Hz, 1H), 9.45 (s, 1H ); LCVs
(el ectrospray) mz ( 18
N-(4-tert-Buty bepZyX -6-chl"oro-2-(trifluoronethyl)imdazo[1, 2-al pyridine-3

- car boxam de 1H NMR (400 MHz, CDC13) 8 1.32 (s, 9H), 4.67 (d, J =
6.0 Hzgel 6(63 (m 1H), 7.30 (d, J =8.0 Hz, 2H), 7.41 (d, J= 8.4 Hz,
2H) , 7'4%@'5 1H), 7.69 (d, J = 9.6 Hz, 1H), 9.42 (d, J= 1.2 Hz,

1H); LCVB eNtrospray) mz (MrH) 410. 25

N- (4- Br.onobenz 1}4[#7 chl oro-2-ethylim dazo{_I -al pyri e- 3- car boxam de
(101) \HHMRﬁq R GIa0D 1 4hikt, JopEe iz 8H), 4l (@ J7"6'H762H2 ,43Hd, /72 97 (q,

7.5, 0 2Pl SR 3 eRy0 0 ot 0, 99y (- s SuB1 Afh 0 =

(d, J=3. (DHt-JZZH)lEDSl (@, .B5 8(4lHz,)2H)] 764H27.58 K, 3H),OMS (del e.0 blapt Hy, LOWIS

(M+H) + WO 2(3%4111360 CT/ EP2011/ 001345 59
7- Chl o?e cgoéﬁrﬁiﬂmﬁ- Y A2 2%r onet hoxy) benzypi mi dazoll, 2- al pyri di ne- 3- carb

oxam de (102) ci

6-Chloro-2-ethyl-N-((2'-methylbiphenyl-4-yl)methyl)imidazo[1,2-a]pyridine-3-

O

carboxamide (84)

0 NH
ey &
XN
'H NMR (400 MHz, CDCl3) 8 1.43 (t,J= 7.6 Hz, 3H), 2.27 (s, 3H), 3.02 (g, /= 7.6 Hz, 2H),

4.76 (d, J=5.6 Hz, 2H), 6.21 (t, J= 5.2 Hz, 1H), 7.20 — 7.28 (m, 4H), 7.30 (dd, J = 2.0, 9.6
Hz, 1H), 7.34 (d, /= 8.0 Hz, 2H), 7.42 (d, J= 8.0 Hz, 2H), 7.54 (d, J=9.6 Hz, 1H), 9.55 (d,J
=2.0 Hz, 1H); LCMS (electrospray) m/z (M+H)" 404.26

6-Chloro-2-ethyl-N-((3'-methylbiphenyl-4-yl)methyl)imidazo|1,2-a]pyridine-3-

carboxamide (85)

O

0

NH

¢ N%J
™ \N

'H NMR (400 MHz, CDCl3) & 1.43 (t, J= 7.6 Hz, 3H), 2.42 (s, 3H), 3.00 (g, J= 7.6 Hz, 2H),

4.75 (d, J= 5.6 Hz, 2H), 6.14 (m, 1H), 7.18 (d, /= 7.2 Hz, 1H), 7.31 (dd, /= 2.0, 9.6 Hz,

1H), 7.34 (d, /= 7.2 Hz, 1H), 7.39 (d, /= 8.0 Hz, 2H), 7.44 (d, J= 8.4 Hz, 2H), 7.55 (d, J =

9.6 Hz, 1H), 7.60 (d, J= 8.0 Hz, 2H), 9.56 (d, J= 2.0 Hz, 1H); LCMS (electrospray) m/z
~M+H)".404.26



NVR (400 MHz, CDC13) 8 1.41 (t, J= 7.6 Hz, 3H), 2.98 (q, J = 7.6 Hz, 2H),
4.70 (d, J = 5.6 Hz, 2H), 6.09 (brs, 1H, 6.91 (dd, J= 7.6, 2.0 Hz, 1H),
7.22 (d, wo=0B/43dd8, 2H), 7.40 (d, J = 8.4 Hz, 2H), 7.6@cdrdi1moB49 Hz
1H), 9.36 (d, J = 7.6 Hz, 1H) ; LCMS f4el ectrospray) mz (M-H) + 398. 28
2-Ethyl -6-fluoro-N-(4-(trifluoronethoxy)benzyflim dazoll, 2-al pyri di ne-3-car

boxani de (103) 1H NVR (400 MHz, CDCL3) 8 1.42 (t, J= 7.6 Hz, 3H), 3.00
(a, 3:67 J = 6 4),.6.91 (dd, J =
7.6, 28 (d, J= 5.2

Hz, 1"Qarb3x§:%u{ 86 = 5 2 Hz 1H) 9. 45 (dd J= 5 2, 2.4 Hz 1H); LCWVS

(el ectTosSpray Z (M-H) + 382 15

2- Et hyl - 7- met hoxy- N- (_4 o onet hoxy) benzyl )i m dazoll, 2- al pyri di ne- 3-
car boxam de (104) 5 NVR (400 MHz, CDC13) 8 1.39 (t, J= 7.6 Hz,
3H), 2.95 (q,0l=7.6 3.87 (s, 3H, 6.06 (m 1H), 6.61 (dd, J= 2.8,
7.6, 1H), 6.89 ,HJ:24Hz 1H, 7.21 (d, J = 8.8 Hz, 2H), 7.41 (d, J=

8.4 HzQl 24 (d, J = 7.6 Hz, 1H).
2-Ethyl -7 hy ro (4-(trifluoronethoxy)benzybi m dazoll, 2-al pyri di ne- 3-
car boxam T85) WO 2011/ 113606PCT/ EP2011/ 001345

'H NMR (400 MHz, CDCls) & 1.42 (t, J = 7.6 Hz, 3H), 3.00 (q, J = 7.6 Hz, 2H), 2.40 (s, 3H),

4.74 (d, J= 5.6 Hz, 2H), 6.16 (m, 1H), 7.25 (d, J = 7.2 Hz, 2H), 7.30 (dd, J = 2.0, 9.6 Hz,

1H), 7.44 (d, J= 8.0 Hz, 2H), 7.49 (d, J= 8.0 Hz, 2H), 7.54 (d, J= 9.6 Hz, 1H), 7.59 (d, J =

8.4 Hz, 2H), 9.55 (d, J = 2.0 Hz, 1H); LCMS (electrospray) m/z (M+H)" 404.26

7-Chloro-N-(4-chlorobenzyl)-2-ethylimidazo[1,2-a]pyridine-3-carboxamide (87)

ENEY \/@4:!
AN\
c XN
'H NMR (400 MHz, CDCl3) & 1.40 (t, J = 7.6 Hz, 3H), 2.96 (q, J = 7.6 Hz, 2H), 4.65 (d, J =
5.6 Hz, 2H), 6.12 (brs, 1H), 6.90 (dd, J = 7.6, 2.4 Hz, 1H), 7.30 (d, J = 8.4 Hz, 2H), 7.34 (d, J
= 8.4 Hz, 2H), 7.58 (d, 1H), 9.34 (d, J = 7.6 Hz, 1H) ; LCMS (electrospray) m/z (M+H)"

348.21

7-Chloro-2-ethyl-N-(4-hydroxybenzyl)imidazo[1,2-a]pyridine-3-carboxamide (88)

0. H\/O/QH
ZNN
c” XN
'H NMR (400 MHz, MeOH-d,) § 1.29 (t, J = 7.6 Hz, 3H), 2.96 (q, J = 7.6 Hz, 2H), 3.12 -
'3.15 (m, 4H), 4.52 (s, 2H), 6.76 (d, J = 8.4 Hz, 2H), 7.06 (dd, J= 7.6, 2.0 Hz, 1H), 7.23 (d, J
= 8.4 Hz, 2H), 7.58 (d, J=1.6.Hz, 1H), 8.91 (d, J= 7.6 Hz, 1H) ; LCMS (electrospray) m/z

M+H)" 330.25

7-Chloro-2-ethvl-N-(4-morpholinobenzyl)imidazo[1.2-a]pyridine-3-carboxamide (89)




0 1HNMR (400 Mz, CDC13+ CDBOD) 8 1.21 (t, J = 7.6 Hz, 3H), 2.79 (g, J =

6

7.6 Hz, 2H), 4.51 (g, J = 4.0 Hz, 2H), 4.74 (brs, 1H), 6.49 (dd, J = 2.4,
7.6, 1H),w6.280/118k06J = 2.4 Hz, 1H), 7.21 (d, J = 8.0 Hzpczhpo1i08B45d, J=
8.8 Hz, ZFD, 8.86 (d, J = 7.6 Hz, 1H)ss

7- Chl oro-2-et hyl - N- (4- (propylanino)benzyl)inidazo[l,Z-aIpyridine-3-carboxan1
i de (106) 4q4CI 1 NR 4 MHz, CDC13) 6 1.00 (t, J = 7.4 Hz, 3H),

1.37 (t, J = 6 - 1.69 (m 2H), 2.93 (q, J = 8.0 Hz, 2H

3.08 (t J < 3 9 (brs, 1H), 4.55 (d, J = 5.2 Hz, 2H), 5.96

(m 1H) 6 —84 2H) 7.18 (d, J = 8.0 Hz, 2H), 7.57 (d, J= 1.2
Hz, 1 &d , 111).

7-Ch1 ro 2-ethyl- N—(4 ( entylan1no)benzy1)|n1dazo[1 2-alpyri di ne- 3- car boxam
i de ((lmmel‘dbh@ r@pm HNWWMEDMS@MQ&QBN(@J?:? § Hz, BH), 33(M)Cq,1 25 -
1.42 (m, 66 ( 93 ( . 6 0 - 7.2
Hz, 2H77%H6621111}ags14(i %*@54@3&%9 é— qM’f] 4?@5%6%@ J666%) (d, J

4, d, - = 2y
; H%%H)ﬁ%ﬁ 97_.%1512,(251?), \]773:2291% ﬁzlf%ﬁ{ﬁg}_lﬁﬁ.s(ﬂs, Hy; 8%3qdHz = 721, 7. 58

8
ChlotH}Z-ethyI-N—(4-(4-nethy|piperazin-l-yl)benzyflinidazorl,2-a|pyridine
3- carboxam de (108)

1 m/-\ II

7-Chloro-2-ethyl-N-(4-(piperidin-1-yl)benzyl)imidazo[1,2-a]pyridine-3-carboxamide (90)
n\/O’ NQ

'H NMR (400 MHz, CDCl3) § 1.35 (t, /= 7.6 Hz, 3H), 1.55 — 1.57 (m, 2H), 1.66 - 1.70 (m,
4H), 2.91 (g, J = 7.6 Hz, 2H), 3.12 - 3.15 (m, 4H), 4.56 (d, J = 5.6 Hz, 2H), 6.07 (brs, 1H),
6.86 (dd, J="7.6, 2.0 Hz, 1H), 6.90 (d, J = 8.4 Hz, 2H), 7.22 (d, J = 8.4 Hz, 2H), 7.54 (d, J =
2.0 Hz, 1H), 9.30 (d, J = 7.6 Hz, 1H) ; LCMS (electrospray) m/z (M+H)" 397.32

7-Chloro-2-ethyl-N-(naphthalen-2-ylmethyDimidazo[1.2-a]pyridine-3-carboxamide (91)

o XN

'H NMR (400 MHz, MeOH-d,) § 1.32 (t, J = 7.6 Hz, 3H), 3.02 (q, J= 7.6 Hz, 2H), 4.79 (s,
2H), 7.06 (dd, J = 7.6, 2.0 Hz, 1H), 7.45 — 7.48 (m, 2H), 7.54 (d, J = 8.4 Hz, 1H), 7.59 (d, J =
2.0 Hz, 1H), 7.82 — 7.88 (m, 4H), 8.96 (d, J = 7.6 Hz, 1H); LCMS (electrospray) m/z (M+H)"
364.20

.N-(4-tert-Butyvlbenzyl)-7-chloro-2-ethylimidazo[1,2-a]pvridine-3-carboxamide (92)

O. .H
NVO/%

/N\

\\N

Cl



r-\ NN\ WO 2011/ 113606PCT/ EP2011/ 001345 61 1HNMR (400 MHz, CDC13) 8 1.39
(t, J= 7.6 Hz, 3H), 2.36 (s, 3H), 2.58 (t, J= 5.0 Hz, 4H), 2.95(q, J= 7.6
Hz, 2H), wo2811(ti1360d= 4.8 Hz, 4H), 4.60 (d, J= 5.6 Hz, 2P1r/EP283/00345I= 8.8
Hz, 2H), 7.26 - 7.30 (m 3H), 7.53 (d6 J= 5.6 Hz, 1H), 9.53 (d, J= 1.6 Hz,
1H). 7-Chl oro-2-et hyl - N-(4-(4-nethyl pi perazi n-1-yl )benzyl )i m dazoll, 2- al
pyri di HWRQMOJMM(H}CI(;)J&QBz (6, SIHI)‘lNO(QHH t6}M3HDjNMG (q4(7@=75’lﬂz 28NC13) 8
137(t J= ](4H 39{2%( ‘ﬁ]’ ,J-7.6
2I—f}67:§d2b=56§‘12£§1‘{)n§ 13|€Iyrs k$ deL—§222|4zHZ,2 ),7éldé {ﬁrsso 6. 88

3_679“2#!&7-€%dz~!%% AL, Ol oty e Hbhes 9. 55 (9

7- Chl ofetecBrogiray) mMd-(MHHE)'i 30@S0py | pi per azi n- 1-yl ) benzybi mi dazoll, 2- al pyri din
e-3- carboxam de (110) \ C--N 1IHNWR (400 MHz, CDC13) 8 1.10 (d, J= 6.0
Hz,6H),138(t J= 7.6 Hz, 3H) 269(m4H) 2.94 (q, J= 7.6 Hz, 2H),

3.22 ( ‘& tE’-e 9( ﬁh‘ine-ﬁc%dﬂﬁndé‘ .0, 7.6
Hz, 1 , .6 Hz,
1H), 9. 36 (d

7- Chl or o- 2- eth @--, pi per azi n-1-yl ) benzybi m dazoll, 2- al pyri di ne-3

- carboxiﬁi‘e\ 111
I XN

'H NMR (400 MHz, CDCl3) § 1.42 (t, J= 7.6 Hz, 3H), 3.00 (g, /= 7.6 Hz, 2H), 4.74 (d, J =
5.6 Hz, 2H), 6.14 (brs, 1H), 6.91 (dd, J=17.6, 2.4 Hz, 1H), 7.35 (m, 1H), 7.42 — 7.46 (m, 4H),
7.57 - 7.62 (m, 5H), 9.38 (d, J= 7.6 Hz, 1H) ; >*C NMR (100 MHz, CDCl3) § 13.4, 23.6,
31.5,34.7,43.4,114.7, 115.8, 126.0, 127.5, 128.6, 133.6, 135.0, 146.2, 150.9, 151.6, 161.3. ;
LCMS (electrospray) m/z (M+H)" 390.25

7-Chloro-N-({(2'-chlorobiphenyl-4-y)methyl)-2-ethylimidazo[1,2-alpvyridine-3-

carboxamide (94)

Cl

Cl
'H NMR (400 MHz, MeOH-d,) § 1.32 (t, J = 7.6 Hz, 3H), 3.01 (q, J = 7.6 Hz, 2H), 4.68 (s,
2H), 7.03 (dd, J=17.6, 2.0 Hz, 1H), 7.29 — 7.57 (m, 9H), 8.94 (d, /= 7.6 Hz, 1H) ; LCMS
(electrospray) m/z (M+H)" 424.26

7-Chloro-N-((4'-chlorobiphenyl-4-yl)methyl)-2-ethyvlimidazo[1,2-a]pyridine-3-

carboxamide (95)

'H NMR (400 MHz, CDCl3) § 1.42 (t, J= 7.6 Hz, 3H), 2.99 (q, J = 7.6 Hz, 2H), 4.73 (s, 2H),
6.15 (brs, 1H), 6.91 (dd, J= 7.6, 2.0 Hz, 1H), 7.40 (d, J = 8.4 Hz, 2H), 7.44 (d, J= 8.0 Hz,

o .H
SN




0\ O 1HNMR (400 MHz, DMBO-d6) 8 1.29 (t, J= 7.6 Hz, 3H), 3.00 (q, J= 7.6
Hz, 2H), 3.30 (m 8H), 4.48 (d, J= 6.0 Hz, 2H), 6.84 (t, J= 6.0 Hz, 1H),
7.01 -7.0poCnuAbhs 7.13 (dd, J= 2.4, 7.6 Hz, 1H), 7.26pcTikpr3di1fo0i34stH),
7.82 (d, J= 1.6 Hz, 1H), 8.45 (t, J=4.0 Hz, 1H), 8.99 (d, J =7.6 Hz, 1H).
WO 2011/ 113606PCT/ EP2011/ 001345 62

2- Et hPH)NL6 B{d, 4.5 8.4fHz)BHDPhS6 1, Vit ROrkzi2H)17.60 \deh VI6)HS 1 #D) 918% yd,midazo[ 1, 2

- alpyrjdin 3 oxam de ( White solid; nmp = 173.8 C,
THNMVR (34% @9%1@%05?@5%(%4@4% 2.95 (q, J = 7.2 Hz, 2H),
3.24 - 3.27(m 4H) 3.33 - 3.36 (m 4H) 387(5, 3H), 4.63 (d, J= 5.6 Hz,
2H) 6.03 (t, J =5.0 Hz, 1H), 6.91 - 7.01 (m 6H), 7.31 (d, J= 8.8 Hz,

; éﬁlo&&:z é]tEvPNG(d"%hetW)b ipRenyl- Mnmethynﬁm,d Fon D oyridiB sl e ectrospray)

IVITI_I)

6 ChI Rafboxaalily (96) (4- (4- (4-f 1 uorophenyl) pi perazi n-1-yl ) benzyl )i m dazol |, 2-

ai pyri di ne3- car boxam deH 13)
3

/N\
\\N

Cl
'H NMR (400 MHz, CDCl3) § 1.46 (t, J= 7.6 Hz, 3H), 2.31 (s, 3H), 3.05 (q, J= 7.6 Hz, 2H),
4.79 (d, J= 5.6 Hz, 2H), 6.22 (brs, 1H), 6.95 (dd, J= 7.6, 1.6 Hz, 1H), 7.24 -7.36 (m, 4H),
7.39 (d,J=17.6 Hz, 2H), 7.45 (d, J= 7.6 Hz, 2H), 7.63 (d, 1H), 9.42 (d, /= 7.2 Hz, lH) ;
LCMS (electrospray) m/z (M+H)" 404.26

7-Chloro-2-ethvl-N-((3'-methvlbiphenvl-4-yl)methvl)imidazoI1,27a]pvridine-3-

carboxamide (97)

CH,

o XN

'H NMR (400 MHz, CDCls) § 1.41 (t, J = 7.6 Hz, 3H), 2.42 (s, 3H), 2.99 (q, J = 7.6 Hz, 2H),
4.74 (d,J = 5.6 Hz, 2H), 6.13 (brs, 1H), 6.91 (dd, J= 7.6, 2.0 Hz, 1H), 7.18 (d, J = 8.4 Hz,
1H), 7.33 — 7.40 (m, 3H), 7.43 (d, J = 8.4 Hz, 2H), 7.58 — 7.61 (m, 3H), 9.38 (d, J= 7.6 Hz,

1H) ; LCMS (electrospray) m/z (M+H)" 404.33

7-Chloro-2-ethyl-N-((4'-methylbiphenyl-4-yl)methyl)imidazo[1,2-a]pyridine-3-

carboxamide (98)

oK CH3

/N\
\\N

Cl
'H NMR (400 MHz, CDCl3) § 1.41 (t,J = 7.6 Hz, 3H), 2.40 (s, 3H), 2.99 (g, J = 7.6 Hz, 2H),
4.73 (s, 2H), 6.91 (dd, J= 7.6, 2.0 Hz, 1H), 7.25 (d, J= 8.4 Hz, 2H), 7.43 (d, J = 8.0 Hz, 2H),



1HNMR (400 MHz, CDC13) 5 1.40 (t, J= 7.6 Hz, 3H), 2.96 (q, J= 7.6 Hz 2H),
3.25 - 3.27 (m 4H), 3.34 - 3.36 (m 4H), 4.62 (d, J= 5.6 Hz, 2H), 6.02
-6.64 (mwbdH11/63@8 -6.95 (m 3H), 6.97 - 7.01 (m 3H), perTAP241d@d013d5 2. 4,
9.6 Hz, 1H), 7.31 (d, J= 8.8 Hz, 2H),ss87. 54 (d, J= 9.6 Hz, 2H), 9.54 (d, J=
1.2 Hz, 2H); LCVS (el ectrospray) nliz g 492. 28
2- Et hy’! 48\d, 4/=( &O(Hz,fzﬂ)o? 6§>he7rén3rp v 438d. 1L 5 7)o nzhH)) ;- [ZC MSt (blestyosprajaz o 1, 2
- alprgll/zghg%g. % oxam de(114) 0 CL1 MeO Wiite solid; 1HNVR (400 MHz,
CDC13) ‘@ J=7.6 Hz, 3H), 2.84 (q, J= 7.6 Hz, 2H), 3.18 -3.19 (m
4H), 3. 26- 327(m 4H) , 378(s 3H), 4.54 (d, J= 5.6 Hz, 2H), 6.15 (brs,
1H), 6.51 653(m 1H) 6.79 (s, 1H) 6. 85 695 m 6H), 7.24 (d, J= 8.0
Hz, 2HN:(Biphenyl-4-vimetly1}6ichl me nidyrpt1r2 mhridined1 345 63
2- Et hyl - § - f 1 uor ophenyl ) pi pera2| n-1- yI)benzyl) 8- met hoxyi m dazoll, 2
- al pyﬁ%%oxam de(115) OMe Pale yellow solid; 1H NVR (400 Mz,
CDC13); 8 1.34 (t, J=17.6 3H), 2.93 (q, J= 7.6 Hz, 2H), 3.22- 3.27 (m,
4H), 3.29 - 3. 34 (m - 9P (s, 3H), 4.60 (d, J= 5.6 Hz, 2H), 6.08 (brs,
1H), 6.58 (d : , ), 6.76 (dd, J= 7.2, 7.6 Hz, 1H), 6.89 - 6.99
(m 6H), 7.28 gm—ﬂ: 8.4 Hz, 2H), 8.95 (d, J= 7.2 Hz, 1H)
7- Chl oc&%ih | -N((4'-fl uorobi phenyl -4-y1)nmethyl)i mdazo[l 2- al pyri di ne- 3-
1
N

car boxam {de cr; 14 Cl

'"H NMR (400 MHz, CDCl3) 8 4.74 (d, J = 5.6 Hz, 2H), 6.69 (m, 1H), 7.36 (dd, J=7.2, 7.2
Hz, 1H), 7.43 — 7.47 (m, SH), 7.56 (dd, J = 8.0, 8.4 Hz, 4H), 7.71 (d, J = 9.6 Hz, 1H), 9.45 (s,
1H) ); LCMS (electrospray) m/z (M+H)" 430.18

N-(4-tert-Butylbenzyl)-6-chloro-2-(trifluoromethyl)imidazo[1,2-a]lpyridine-3-
carboxamide (100)

YA

NH
cl
NN cr,
NN \N

"H NMR: (400 MHz, CDCl3) & 1.32 (s, 9H), 4.67 (d, J = 6.0 Hz, 2H), 6.63 (m, 1H), 7.30 (d, J
= 8.0 Hz, 2H), 7.41 (d, J = 8.4 Hz, 2H), 7.41 — 7.45 (m, 1H), 7.69 (d, /= 9.6 Hz, 1H), 9.42 (d,
J=1.2 Hz, 1H); LCMS (electrospray) m/z (M+H)" 410.25

N-(4-Bromobenzyl)-7-chloro-2-ethylimidazo[1,2-a]pyridine-3-carboxamide (101)

° ﬂ\/@ar
cI N
. "THNMR (400 MHz, CDCl;) § 1.41 (t,J= 7.6 Hz, 3H), 2.97 (g, J = 7.6 Hz, 2H), 4.65 (d, J =
5.6 Hz, 2H), 6.09 (brs, 1H), 6.91 (dd, J= 7.6, 2.0 Hz, 1H), 7.25 (d, J= 8.4 Hz, 2H), 7.50 (d, J
= 8.4 Hz, 2H), 7.60 (d, J=2.0 Hz, 1H), 9.35 (d, /= 7.6 Hz, 1H) ; LCMS (electrospray) m/z

(M+H)" 394.13



111 NVR (400 MHz, CDC13) 8 1.42 (t, J= 7.6 Hz, 3H), 2.99 (q, J= 7.6 Hz,
2H), 4.73 (d, J= 5.6 Hz, 2H), 6.14 (brs, 1H), 6.91 (dd, J= 7.2, 2.0 Hz,
1H), 7. 13wotwidas@ded Hz, 2H), 7.44 (d, J = 8.4 Hz, 2H), peTER2011/00665 (M
4H), 7.60 (d, J= 2.0 Hz, 1H), 9.38 (d§9 J= 7.2 Hz, 1H); LCMVB

(el ectrospray). mz (MH) + 408. 21

N( (4" - 7-€0Kle B2 \ekliniliNod4ry tirifia oriohrath dwpl) benzy Dinh inkage [ 24 Ipyiridine3zatboLrmideyr i di n
e-3- ceaopxam de (117) ci 1HNMR (400 MHz, CDC13) 8 1.36 (s, 9OH), 1.41 (t,
J= 7.6 Mz, H Sep.J= 7.6 Hz, 214), 4.73 (d, J= 5.6 Hz, 2H), 6.13

(brs, 1H) =7.2, 2.0 Hz, 1H), 7.43 (d, J= 8.0 Hz, 2H), 7.47 (d,
J= 8.4 (d, J-84Hz 2H), 7.59 - 7.61 (m 3H), 9.38 (d, J=
7.2 Hzg (el ectrospray) m (MtH) + 446. 30

7-ChI002ethI-N-( 4 n'ethoxybl hen nmet hyl )i m dazo alp ridine-
3 car %Dcv@ BOF1Kh 5008 BT SR (o 348 Ha 26D, 4 PRI N0

VHz, t : - : ( . 4),, 8p (s,

3. %ﬁ%&?ﬁaioﬁ%ﬁf?ﬁﬁfﬁ%_ 127?%%-30, Ha 90! Q2916 8.4 2 g0g0, D

1H), 6=38 He, 2H); 7&08dH2+ 20z, HY 2.36dd, J= 7% AzHAH) ALEMSAek2trosbrayymi. 8 Hz,

2H) , 7 56 Sd J=8.0 Hz, 2H), 7.59 (d, J1.6 Hz, 1H), 9.38 (d, J= 7.6 Hz,

1H) ; (%‘? rospray) tn/z (M-H) + 420. 18

7- Chl oro 2-ethvl -N-((4'-(trifluoronethoxy)bi phenyl -4-y1)nmethyl)im dazo[ 1, 2-

al pyri di ne3-carboxam de (119) C OCF3 NVR (400 MHz, CDCl13) Z.. 1.42

(t, J=2EthyHi-flusih-N-Bi-0Pifluprotethoxs)bénzyRifidazo[T2-4]lpyridines3-@atlraxadiifle 6. 15

(brs, 6 91 (dd, J=7.6, 2.0 Hz, 1H), 7.28 (d, J= 8.4 Hz, 2H), 7.46 (d,
7.54 - 7.60 (m 5H) 9.38 (d, J= 7.6 Hz, 1H); LCMVSB

J = 8. :
(el ectrospra )H\/@I\//IBIEQ+ 474. 18

'H NMR (400 MHz, CDCl5) & 1.42 (t, J= 7.6 Hz, 3H), 3.00 (g, J= 7.6 Hz, 2H), 4.71 (d, J =
6.0 Hz, 2H), 6.14 (brs, 1H), 6.91 (dd, J= 7.6, 2.0 Hz, 1H), 7.20 (d, J = 8.0 Hz, 1H), 7.26 (m,
1H), 7.57 (d, J= 5.2 Hz, 1H), 7.59 (d, J= 5.2 Hz, 1H), 9.45 (dd, J = 5.2, 2.4 Hz, 1H); LCMS
(electrospray) m/z (M+H)" 382.15

2-Ethyl-7-methoxy-N-(4-(trifluoromethoxv)benzylimidazo[1,2-a]pyridine-3-
carboxamide (104)

OCF,4

MeO” X N
'H NMR (400 MHz, CDCl3) & 1.39 (t, J = 7.6 Hz, 3H), 2.95 (q, /= 7.6 Hz, 2H), 3.87 (s, 3H),
6.06 (m, 1H), 6.61 (dd, J = 2.8, 7.6, 1H), 6.89 (d, J = 2.4 Hz, 1H), 7.21 (d, J = 8.8 Hz, 2H),

7.41 (d, J= 8.4 Hz, 2H), 9.24 (d, J= 7.6 Hz, 1H).

2-Ethyl-7-hydroxy-N-(4-(trifluoromethoxy)benzyl)imidazo[1,2-a]pyridine-3-
carboxamide (105)

OCF,



7-Chl oro-2-ethyl -N-((4"-(trifluoronethyl)biphenyl-4-yl)nmethyl)imdazoll, 2-a
| pyridi ne-3- carboxam de (120) ci IHNMR (400 MHz, CDCl1l3) S 1.42 (t, J=17.6
Hz, 3H), wWoQdig3eed= 7.6 Hz, 2H), 4.76 (d, J= 6.0 Hz, 2PcI/EP2016/00138s, 1H),

6.92 (dd, J=7.2, 2.0 Hz, 1H), 7.48 (@, J= 8.4 Hz, 2H), 7.60 (m 3H), 7.70

(m 3H), 9.38 (d, J=7.2 Hz, 1H); LCMS (electrospray) mz (MtH)+ 458. 20

6- Chl ol NMR (40C YHihq EICle # CIDON) § i liy V)= 263 H),B. ®ap I 26 M p2H)di ne- 3-

b TR TR SETE IR
il ngé@fg'@%%)éz@m@d% 83z 248 88650 Hhp 1E50 (0 9= 8.0 M

7.73 (d, J-84Hz
2H), 9.55 (d, J= 2.0 Hz,
7-Chl ora 4' )
pyri di- ‘ KNy e LU S =1.42 (t,
J= 7. 6(1g 3H), 301(q J=7.6 Hz, 2H), 476(d J-60Hz 2H) 6. 17
(brs, &Fr)') 6.92 (dd, J= 7.6, 2.4 Hz, 1H), 7.49 (d, J= 8.0 Hz, 2H), 7.60 (d,
J = 8.0 Hz, 2H),
J= 8.4 Hz, 2H),

7. 60 J= 2.4 Hz, 1H), 7.68 (d, J= 8.4 Hz, 2H), 7.73 (d,

, J= 7.6 Hz, 1H); LCVS (electrospray) mz (MH) +

H- N( (2°
yri di ne- 3~ga{ boxam de (123) 1H NMR (400 MHz, CDC13) 8 1.43 (t, J=17.6
Hz: 3m,/§:% J= 7.2 Hz, 2H), 4.78 (d, J= 5.6 Hz, 2H), 6.17 (m 1H),
7.30- ¢ (m 4H), 7.42 (d, J= 8.0 Hz, 2H), 7.48 (t, J= 8.0 Hz, 1H), 7.55
Eg j_‘}?l\%«lﬂmo@gm , CU;(811.00%t, 067 Wizz, 3H), 1.37 @37 €d.6 Pz, B 160 - 289) . 9. 56
7- Chl ot ZHe 21931 (GNAT B4t Hizf M) B S8et. AT Y Bilihadl)13.49 (hrp D ¢15pi(di Jasaitiz2- al

Pyr i di Bgs 3 o L% BOXRRIsHTa (A28)4, 2H), 7.18 (d, J = 8.0 Hz, 2H), 7.57 (d, /= 1.2 Hz, 1H),
9.35 (d, J="7.6 Hz, 1H).

-(trifluoromethyl)bi nhenyl-4-yl)nethybi m dazoll, 2-alp

7-Chloro-2-ethyl-N-(4-(pentylamino)benzyl)imidazo{1,2-a]pyridine-3-carboxamide (107)

o

NH

0
NH

cI” XN

'H NMR (400 MHz, CDCl5) & 0.92 (t, J = 7.0 Hz, 3H), 1.25 — 1.42 (m, 8H), 1.58 — 1.66 (m,
2H), 2.93 (q, J = 7.6 Hz, 2H), 3.10 (t, J = 7.2 Hz, 2H), 3.66 (brs, 1H), 4.55 (d,J= 5.2 Hz,
2H), 5.95 (m, 1H), 6.60 (d, J= 8.4, 2H), 6.89 (dd, J=2.0, 7.2 Hz, 1H), 7.18 (d, /= 8.0 Hz,

2H), 7.58 (d, J=1.2 Hz, 1H), 9.36 (d, J = 7.6 Hz, 1H).

6-Chloro-2-ethyl-N-(4-(4-methylpiperazin-1-yl)benzyl)imidazo]1,2-a]pvridine-3-
carboxamide (108)

I/\Nz
N

NH

CI/N\



1HNMVR (400 MHz, CDCl13) 8 1.41 (t, J= 7.6 Hz, 3H), 3.01 (q, J= 7.6 Hz, 2H),
4.77 (d, J= WD 2011/113606PCT/ EP2011/001345 66 (d, J= 2.4 Hz, 1H), 7.75
(d, J= 8.WoHsi1/bkhos 9.38 (d, J= 7.2 Hz, 1H); LCMS (el eceeogmpoayporsig ( MtH)
458. 27 6-Chl oro- N((2' - cyanobi phenyl- 4yl ) net hyl ) - 2- et hyl i m dazol1l, 2- al
pyrldlne 3- carboxamde (125) NC CIN2---C)/ NH /Ls-N 11l NWR (400 MHz,
CDC13) 'EBNMR %40 MHz CD®:) ). 39*@ ,/ 376:8{24 QH)JZ—36(563H3,228—M J 4 SMBHeMUH)) = 5.6
Hz, 2 6.18 - 7.46 (dd, J=
e %sqqu—lezvzébszﬂHéa/ i, 199 g - 5.0 wbsong, b %q)i 75 8650ad, o=

7.6, 73f) Hae 1 glhggx (fls3 & J& S6lHe, tlﬁg% 539(d59=(féH]z 1i{3 1H)

7-Chl oro N-((2 phenyI4yI)rre éthylTmdaz pyri di ne- 3-
car boxani de (126) LHNVR (400 MHz, CDC13) 8 1. 44 (t, J= 7. 6 Hz 3H), 3.02

4.7 . 5. 18 (prs, 6.92 (dd, J=
.6, 2l&hlgro-d.ghvi-N ) : . “(d, J=7.6
Hz, 1rsarboxamidef109)- 7 ¢ i, 1H), LCMS (electrospray) mz (M+H) 415. 28

cl
'Y NMR (400"MHz, CDCls) 8 1.37 (t, J = 7.6 Hz, 3H), 2.35 (s, 3H), 2.57 — 2.59 (m, 4H), 2.94
(g, J=7.6 Hz, 2H), 3.20 — 3.23 (m, 4H), 4.59 (d, J = 5.2 Hz, 2H), 6.00 (brs, 1H), 6.88 — 6.94
(m, 3H), 7.27 (d, J= 8.4 Hz, 2H), 7.58 (d, J= 2.0 Hz, 1H), 9.35 (d, J= 7.6 Hz, 1H) ; LCMS
(electrospray) m/z (M+H)" 412.29

7-Chloro-2-ethyl-N-(4-(4-isopropylpiperazin-1-ybenzyl)imidazo[1,2-a]pyridine-3-
carboxamide (110)

FyprSe

NH

0]

AN\
c” XN
'H NMR (400 MHz, CDCl3) 5 1.10 (d, J = 6.0 Hz, 6H), 1.38 (1, J = 7.6 Hz, 3H), 2.69 (m, 4H),
2.94 (q, J = 7.6 Hz, 2H), 3.22 (m, 4H), 4.60 (d, J = 5.6 Hz, 2H), 5.9 (m, 1H), 6.90 (dd, J =
2.0, 7.6 Hz, 1H), 6.93 (d, J= 8.4 Hz, 1H), 7.26 — 7.38 (m, 5H), 7.58 (d, /= 1.6 Hz, 1H), 9.36

(d,J=17.6 Hz, 1H).

7-Chloro-2-ethyl-N-(4-(4-phenylpiperazin-1-yl)benzyl)imidazo[1,2-a]pyridine-3-

O

N

carboxamide (111)

oNH

c N

'H NMR (400 MHz, DMSO-dg) 8 1.29 (t, J= 7.6 Hz, 3H), 3.00 (q, J = 7.6 Hz, 2H), 3.30 (m,

8H), 4.48 (d, J= 6.0 Hz, 2H), 6.84 (t, /= 6.0 Hz, 1H), 7.01 — 7.05 (m, 4H), 7.13 (dd, /= 2.4,

7.6 Hz, 1H), 7.26 — 7.31 (m, 4H), 7.82 (d, /= 1.6 Hz, 1H), 8.45 (t, J= 6.0 Hz, 1H), 8.99 (d, J

= 7.6 Hz, 1H).



6- Chl oro- N- ((3' - cyanobi phenyl-4-yl)nethyl)-2-ethylimdazoll, 2-al pyri di ne- 3-
car boxam de (127) CN ill NVR (400 MHz, CDC13) 8 1.44 (t, J= 7.6 Hz,
3H), 3.02v0amuH3®066 Hz, 2H), 4.77 (d, J= WD 2011/ 1136@6PEPLEHRA0MB1I? 001345
67 (m 3H), 7.64 (d, J= 7.6 Hz, 1H), 6.81 (d, J= 8.0 Hz, 1H), 7.86 (s, 1H),
9.56 (d, J= 1.6 Hz, 1H).
7-Chl oro- N( (3" -cyanobi phenyl-4-yl)nethyl)-2-ethylimdazof1, 2-al pyri di ne- 3-
car boxmﬁtﬁel-NL@-(G‘ﬂtﬁlroﬂﬂenl'NﬂiMréﬁm My beDL8- metboxlyihid4iof1,d= 7. 6 Hz,

[ 4.76 (d, J= 6.0 Hz, 2H), 6.17 (brs, 1H), 6.92
(d, J= 8.4 Hz, 1H), 7.55 - 7.63 (m 5H),

7.80 (d, J—80Hz 1H), 7. ¢ J=1.6 Hz, 1H), 9.38 (d, J= 7.2 Hz, 1H);
LCVS (el ectrospray, ( 415. 28
6- Chl oro-N-((4' - eh 0-2-L (trifluoronethyl)biphenyl-4-y1)nethyl)-2-ethylini

dazoll, 2- al-pwidi ne- 3-car boxam de (129)
MeO A N
L,
White solid; mp = 173.8 °C; 'H NMR (400 MHz, CDCl3) 8 1.39 (t,J = 7.6 Hz, 3H), 2.95 (q, J

= 7.2 Hz, 2H), 3.24 — 3.27 (m, 4H), 3.33 — 3.36 (m, 4H), 3.87 (s, 3H), 4.63 (d, /= 5.6 Hz,
- 2H), 6.03 (t, ] =5.0 Hz, 1H), 6.91 - 7.01 (m, 6H), 7.31 (d, J= 8.8 Hz, 2H), 7.48 (d, /= 9.6
Hz, 1H), 9.11 (d, ] = 2.4 Hz, 1H); LCMS (electrospray) m/z (M+H)+ 488

-6-Chloro-2-ethyl-N-(4-(4-(4-fluorophenyl)piperazin-1-y)benzyDimidazo[1,2-a]lpvridine-

3-carboxamide (113)
r“wlCDVF

N/

'H NMR (400 MHz, CDCl;) & 1.40 (t, J= 7.6 Hz, 3H), 2.96 (q, J = 7.6 Hz 2H), 3.25 — 3.27
(m, 4H), 3.34 — 3.36 (m, 4H), 4.62 (d, J = 5.6 Hz, 2H), 6.02 — 6.64 (m, 1H), 6.92 — 6.95 (m,
3H), 6.97 - 7.01 (m, 3H), 7.29 (dd, J=2.4, 9.6 Hz, 1H), 7.31 (d, /= 8.8 Hz, 2H), 7.54 (d, J =
9.6 Hz, 2H), 9.54 (d, /= 1.2 Hz, 2H); LCMS (electrospray) m/z (M+H)+ 492.28

2-Ethyl-N-(4-(4-(4-fluorophenyl)piperazin-1-yDbenzyl)-7-methoxyvimidazo[1,2-

a]pvridine-3-carboxamide(114)

O

N

AN\
MeO” XN
White solid; 'HNMR (400 MHz, CDCl;); 8 1.30 (t, J = 7.6 Hz, 3H), 2.84 (q, J= 7.6 Hz, 2H),
3.18 - 3.19 (m, 4H), 3.26 — 3.27 (m, 4H), 3.78 (s, 3H), 4.54 (d, J = 5.6 Hz, 2H), 6.15 (brs,
1H), 6.51 — 6.53 (m, 1H), 6.79 (s, 1H), 6.85 - 6.95 (m, 6H), 7.24 (d, J = 8.0 Hz, 2H), 9.12 (d,

J= 8.0 Hz, 1H).



F3c G 0 C.NJ NH 1H NWMR (400 MHz, CDC13).8 1.44 (t, J= 7.6 Hz, 3H), 3.02
(g, J= 7.6 Hz, 2H), 4.77 (d, J= 5.6 Hz, 2H), 6.18 (m 1H), 7.27 (d, J= 7.6
Hz, 2H), wo3di(dseod= 7.6 Hz, 2H), 7.42 (d, J= 8.0 Hz, Z1/EP262/0015456 (M
2H), 7.73 (d, J= 2.0 Hz, 1H), 7.86 (s63 1H), 9.55 (d, J= 1.2 Hz, 1H).
7-Chloro-N-((4-chloro-2'-(trilluoronethyl)bi phenyl-4-0)nethyl)-2-ethylimda
zol 1, 22-EthybiV-(4elidr(d- mmwmld&aéﬁﬁn-yl)bléﬁmlps raéthbdx@imiddzo] NBR (400 MHz,
CDC13) S 1 41 3H), 3.01 (q, J= 7.6 Hz, ZFD 4.76 (d, J=6.0

Hz, 2 18 (dd, J= 7.2, 2.0 Hz, 1H), 7.28 (d, J= 8.0 Hz,
1H), 7.30 (d, J 8 0_te Hz M), .7.41 (d, J= 8.0 Hz, 21-1), 7.53 (dd, J= 8.0,
1.6 Hz, 1H), 7.6 Hz, 1H), 7.73 (d, J= 2.0 Hz, 1H), 9.38 (d, J=
7.6 Hz, 1H): L ef‘edrospray) mz (MH) + 492.21 WO

2011/ 1136 11/ 001345 68

6- Chl org- N({ 4' - cyano- 2' - et hyl bi phenyl-4-y1l)nethyl)-2-ethylimdazoll, 2-al
pyri di fre-8-N\car boxam de (131)

OMe
Pale yellow solid; 'H NMR (400 MHz, CDCl3); 6 1.34 (t,J= 7.6 Hz, 3H), 2.93 (q, /= 7.6 Hz,
2H), 3.22 — 3.27 (m; 4H), 3.29 — 3.34 (m, 4H), 3.99 (s, 3H), 4.60 (d, /= 5.6 Hz, 2H), 6.08
(brs, 1H), 6.58 (d, J=7.6 Hz, 1H), 6.76 (dd, J = 7.2, 7.6 Hz, 1H), 6.89 — 6.99 (m, 6H), 7.28
(d, J=8.4 Hz, 2H), 8.95 (d, J = 7.2 Hz, 1H).

7-Chloro-2-ethyl-N-((4'-fluorobiphenvl-4-yDmethyl)imidazo[1,2-alpyridine-3-
carboxamide (116)

cl
'H NMR (400 MHz, CDCl3)  1.42 (t, J = 7.6 Hz, 3H), 2.99 (q, J = 7.6 Hz, 2H), 4.73 (d, J =
5.6 Hz, 2H), 6.14 (brs, 1H), 6.91 (dd, J = 7.2, 2.0 Hz, 1H), 7.13 (t, J = 8.4 Hz, 2H), 7.44 (d, J
= 8.4 Hz, 2H), 7.52 — 7.56 (m, 4H), 7.60 (d, J = 2.0 Hz, 1H), 9.38 (d, J = 7.2 Hz, 1H); LCMS
(electrospray) m/z (M+H)" 408.21

N-((4'-tert-Butvlbiphenyl-4-yDDmethyl)-7-chloro-2-ethylimidazo|1,2-alpvridine-3-
carboxamide (117)

Cl
'H NMR (400 MHz, CDCl3) & 1.36 (s, 9H), 1.41 (t, J= 7.6 Hz, 3H), 2.99 (q, J = 7.6 Hz, 2H),
4.73 (d, J= 5.6 Hz, 2H), 6.13 (brs, 1H), 6.91 (dd, J= 7.2, 2.0 Hz, 1H), 7.43 (d, /= 8.0 Hz,
2H), 7.47 (d, J = 8.4 Hz, 2H), 7.53 (d, J= 8.4 Hz, 2H), 7.59 — 7.61 (m, 3H), 9.38 (d, J=7.2
Hz, 1H) ; LCMS (electrospray) m/z (M+H)" 446.30

7-Chloro-2-ethyl-N-((4'-methoxybiphenyl-4-yl)methyl)imidazo[1,2-a]pyridine-3-
carboxamide (118)




| FINMR (400 MHz, CDC13) 8 1.44 (t, J= 7.6 Hz, 3H), 2.30 (s, 31-1), 3.03 (q,

J=7.6 Hz, 2H), 4.77 (d, J= 5.6 Hz, 2H), 6.21 (t, J= 5.2 Hz, 1H), 7.30 -

7.33 (m wWbo11/1136b6(d, J= 7.6 Hz, 2H), 7.46 (d J= 8.0 e T/EPR)1.1/001392 - 7. 56

(m 2H), 7.52 - 7.57 (m 3H), 9.56(ols4J-20Hz 1

7-Chl oro-N-((4'-cyano-V-net hyl bi phenyl-4-yl)nethyl)-2-ethylimdazoll, 2-al
2H) 6.18 (brs, 1H), 6.92

pyri di ne-3- ganpoxani d e 4.77 (d, J= 6.0 Hz .
(dd, J= 7.6, 2 7.30 (d, J= 8.0 Hz, 3H), 7.45 (d, J= 8.0 Hz, 2H),
7.52 (d, 6 Hz,71H), 7.56 (s, 1H), 7.60 (d, J= 2.4 Hz, 9. 39 (d, J=

1H),
7.2 Hz, = (el ectrospray) mz (M-H) + 429. 29
7- Chl oro et hyl - N- (4- (pyridi n-4-yl)benzyl)imdazoll, 2-all pyridi ne-3-car box
am de R(C#OO MNNz, 2010513 380@PCF EF2Y] 3H)0L 39161, 6% 1. BifivR2 H3 0D 8 Mz 3HEDC1 3)

oh 643 @h =6y b, 81k s, .Y Ga sl g% T iy Py 898l 8B e G
7 61J(§1H)7J7 @F&% 9 fézo HCMH) 77 ﬁﬁ(d{ =98 Hﬁzﬁg HZsshﬁiFD/ 880‘131@ {zm $7.594d) 7 =9. 37

(d, (el’ectrospray)

7- Chl ot .6-12z,dHhy9. 3$J(C( 4f=( B.6rkiz, HéﬁyﬂﬁMal(deqrvpyﬁénﬁ?(Mﬂﬁ)dé%(b[&_ 2-al pyri di ne-

3- carboxam de (135) 0% Ow
7-Chloro-2-ethvl-N-((4'-(trifluoromethoxy)biphenyl-4-yl)methyl)imidazo[1,2-a]pyridine-

3-carboxamide (119)

cl
'H NMR (400 MHz, CDCl3) § 1.42 (t, J= 7.6 Hz, 3H), 3.00 (q, J = 7.6 Hz, 2H), 4.75 (d, J =
6.0 Hz, 2H), 6.15 (brs, 1H), 6.91 (dd, J= 7.6, 2.0 Hz, 1H), 7.28 (d, /= 8.4 Hz, 2H), 7.46 (d, J
= 8.4 Hz, 2H), 7.54 — 7.60 (m, 5H), 9.38 (d, /= 7.6 Hz, 1H); LCMS (electrospray) m/z
(M+H)" 474.18

7-Chloro-2-ethyl-N-((4'-(trifluoromethyDbiphenyl-4-yl)methylimidazo[1,2-a]pyridine-3-

carboxamide (120)
CF
XN

ci
'H NMR (400 MHz, CDCl3) § 1.42 (t, J= 7.6 Hz, 3H), 3.01 (q, J = 7.6 Hz, 2H), 4.76 (d, J =
6.0 Hz, 2H), 6.16 (brs, 1H), 6.92 (dd, J=7.2,2.0 Hz, 1H), 7.48 (d, J = 8.4 Hz, 2H), 7.60 (m,
3H), 7.70 (m, 3H), 9.38 (d, J = 7.2 Hz, 1H); LCMS (electrospray) m/z (M+H)" 458.20

6-Chloro-N-((4'-cyanobiphenyl-4-yl)methyl)-2-ethylimidazo[1,2-a]pyridine-3-
carboxamide (121)

NH

CI/N\

N \N



1HNVR (400 MHz, CDC13) 5 1.40 (t, J= 7.6 Hz, 3H), 2.97 (q, J = 7.6 Hz, 2H),
3.91 (s, 3H), 4.74 (d, J=5.6 Hz, 2H), 6.11 (brs, 1H), 6.91 (dd, J = 7.6,
2.0 Hz, Mw,201/4806d, J = 8.8 Hz, 1H), 7.45 (d, J= 8.4 kpeepk)i1/0d1369 (d, J=
2.0 Hz, 1H), 7.67 (d, J = 8.8 Hz, 1H)6s 7.67 (d, J= 8.8 Hz, 1H), 7.94 (d, J
= 8.4 H, 2H), 8.39 (d, J = 2.8 Hz, 1H), 9.38 (d, J = 7.2 Hz, 1H): LCMB
(el ect fId)MAR)()lO(BM{:( \GBQL) 321420 J = 7.6 Hz, 3H)302(q,J 7.2 Hz, 2H)477(d J=
N44 rr | ) benz | Qr azo[ 1, 2- e- 3- car box

e b53% 2V 615 (i ot - XD iest D 6, o 7870 e H0, TR 3 o
m 4 7 8 2 0 1H)
é o _szg 519 1}&?1'%!;(66]5%1?1% g?%(?J&CMIJIz @HP9‘7§?5(? ﬁZl_i?H% ugjlﬂ(dd I
2.0, 72Hz 1H), 737(d J:8.0Hz, 2H) 7.48 (d, J = 8.4 Hz, 2H), 7.59
(d, J=_2 8 11 9 d. J . CLH) .
7-Chl o ; ' aii '* Sty ‘ S R8=he- 3- car boxanmi
de (13zarb9kagﬂ 2@ oo |sz CDC13) 5 1.40 (t, J— 7.6 Hz 3H) 2.98 (q, J =
7. TTM_(% J= 56 Hz, 2H), 6.47 - 6.48 (m 1H), 6.53 -6.54 (m

h+C%6.91 (dd, J = 2.0, WO
.6

1H) 6.66 (do 3= ,

2011/ 113606P ) 45 70 7.6 Hz, 1H), 7.40 (d, J= 8.4 Hz, 2H), 7.47
(d, J= 1. ) 1H) 7.60 (d, J=1.6 Hz, 1H), 7.68 (d, J= 8.0 Hz, 2H), 9.37
(d, J=¢#

N—(4-(g_H-PyrroI 1)benz | )-7-chl oro- 2- ylim dazoll, 2 I}f yri di ne- 3-carbo
Xamde}(lm){(MOM zCDCl3)8142(tJ 7.6 Hz, 3H)301(q,J 76H22 ), 4.76 (d, J =

6.0 Hz, 2H), 6.17 (brs, 1H), 6.92 (dd, J=17.6, 2.4 Hz, 1H), 7.49 (d, J = 8.0 Hz, 2H), 7.60 (d, J
= 8.0 Hz, 2H), 7.60 (d, /= 2.4 Hz, 1H), 7.68 (d, J= 8.4 Hz, 2H), 7.73 (d, /= 8.4 Hz, 2H),
9.38 (d, J= 7.6 Hz, 1H); LCMS (electrospray) m/z (M+H)" 415.21

6-Chloro-2-ethyl-N-((2'-(trifluoromethyl)biphenyl-4-yl)methyl)imidaze|1,2-alpyridine-3-
carboxamide (123)

0

XN

'H NMR (400 MHz, CDCls) & 1.43 (t, J= 7.6 Hz, 3H), 3.02 (g, J = 7.2 Hz, 2H), 4.78 (d, J =
5.6 Hz, 2H), 6.17 (m, 1H), 7.30 — 7.35 (m, 4H), 7.42 (d, J= 8.0 Hz, 2H), 7.48 (t, J = 8.0 Hz,
1H), 7.55 (d, J = 8.8 Hz, 2H), 7.75 (d, J = 7.6 Hz, 1H), 7.73 (d, J = 8.4 Hz, 2H), 9.56 (d, J =
1.2 Hz, 1H).

7-Chloro-2-ethyl-N-((2'-(trifluoromethyl)biphenyl-4-yl)methyl)imidazo[1,2-a]pyridine-3-
carboxamide (124)

(o] H
N
N ‘
'H NMR (400 MHz, CDCl;) § 1.41 (t, J= 7.6 Hz, 3H), 3.01(q,J=7.6Hz,2H),4.77(d,J=

5.6 Hz, 2H), 6.16 (brs, 1H), 6.92 (dd, J=7.2, 2.4 Hz, 1H), 7.32 (d, /= 7.6 Hz, 1H), 7.34 (d, J
= 8.4 Hz, 2H), 7.41 (d, J = 8.4 Hz, 2H), 7.47 (t,J=17.6 Hz, 1H), 7.56 (t,J = 7.6 Hz, 1H), 7.60




1HNVR (400 MHz, CDC13) 8 1.41 (t, J= 7.6 Hz, 3H), 2.99 (g, J= 7.6 Hz, 2H),
4.71 (d, J= 6.0 Hz, 2H), 6.12 -6.14 (m 1H), 6.34 - 6.36 (m 2H), 6.92 (dd,

J= 2.0, Rwazmmnjah&, 7.08 - 7.09 (m 2H), 7.40 (d, J= 8pd8ThP2013lM1345. 44 (d,
J=8.8 H4 21H), 7.60 (d, J= 2.0 Hz, 1dd), 7.68 (d, J= 8.0 Hz, 2H), 9.38 (d,
J=7.6 Hz, 1H).

6- Chl ofch2=Zetllﬁzl 1N)(%73 @, (4 §.0 H, | Hor38(dadyey ] p iz d kb)) pCMVE (etkictrodprand) benzyl
)im aﬁyléﬂzﬁﬁlgﬁééylne 3-carboxam de (139) NcJ IH NWR (400 MHz, CDC13) 8
1.38 ( 6 1.90 - 1.98 (m 2H), 2.07 - 2.13 (m ZFD, 2.96 (q,
J= 7. 3.10 - 3.16 (m 2H), 3.48 - 3.54 (m 2H), 4.42 - 4.48 (m
1H), 3 22(t ‘L-4 S}t 4m 4. 61(d J= 5.6 Hz, Zm 6.00 - 6.20 (m 1H),
6.91 (6C g 2] 54wl 5-20athylimid | pe-38. 4 Hz, 1H),
7.26 - 7.31 (n 7 54 (d, J= 9. 6 Hz, 1H), 9.53 (d, J— 1.6 Hz Mﬂ.

7-Chl o box 4-(4-(4- (tr|fIuoronethoxy)phenoxy)plper|d|n 1- yl ) benzyl
)i mdazo[ 1, 2-al pyri 8éne-3-carboxamde (140) NcJ 0 OCF3 CI 1HNWR (400 IHz,

CDC13) 8 1.38 (t, 3= 7[6)Hz, 3H, 1.89- 1.98 (m 2H), 2.07 - 2.13 (m 2H),
2.95 (q, J= 7.6 Hk JPIN3.09 - 3.16 (m 2H), 3.47 - 3.53 (m 2H), 4.42
-4.48 (m 1HN\ N0 2011/ 113606PCT/ EP2011/ 001345 71 3.22 (t, J= 4.8 Hz, 4H),
. 2H), 5.99 - 6.01 (m 1H), 6.88 - 6.93 (m 3H), 6.96 (d.
—/7.14 (d, J= 8.8Hz, 2H), 7.26- 7.29 (m 2H), 7.59 (d, J= 2.0
Hz, 1H), (d, J= 7.6 Hz, 1H).

'H NMR (400 MHz, CDCl3) 3 1.45 (t, J = 7.6 Hz, 3H), 3.03 (q, J = 7.6 Hz, 2H), 4.78 (d, J =

5.6 Hz, 2H), 6.18 — 6.20 (m, 1H), 7.32 (dd, J= 1.2, 7.6 Hz, 1H), 7.46 (dd, J= 7.6, 7.6 Hz,
1H), 7.50 - 7.55 (m, 3H), 7.57 (d,J= 8.4 Hz, 2H), 7.65 (dd, J= 7.6, 7.6 Hz, 1H), 7.77 (d, J =
7.6 Hz, 1H), 9.56 (d, J= 1.2 Hz, 1H).

7-Chloro-N-((2'-cvyanobiphenyl-4-yDmethyl)-2-ethylimidazo[1,2-a]pyridine-3-
carboxamide (126)

cl
'H NMR (400 MHz, CDCl5) § 1.44 (t, J=7.6 Hz, 3H), 3.02 (q, J=7.6 Hz, 2H),4.77 (d, J =
5.6 Hz, 2H), 6.18 (brs, 1H), 6.92 (dd, J= 7.6, 2.0 Hz, 1H), 7.47 — 7.60 (m, 4H), 7.63 — 7.65
(m, 4H), 7.77 (d, J = 7.6 Hz, 1H), 9.38 (d, /= 7.6 Hz, 1H); LCMS (electrospray) m/z (M+H)+
415.28

6-Chloro-N-((3'-cyanobiphenyl-4-yl)methyl)-2-ethylimidazo{1,2-a]pyridine-3-

carboxamide (127)
CN
ON—NH
NG {
XN

'H NMR (400 MHz, CDCl3) § 1.44 (t, J = 7.6 Hz, 3H), 3.02 (g, J = 7.6 Hz, 2H), 4.77 (d, J =
5.6 Hz, 2H), 6.19 (m, 1H), 7.32 (dd, J = 2.0, 9.2 Hz, 1H), 7.50 (d, J = 8.4 Hz, 2H), 7.55 - 7.59



N4( 4- Chl or obi phenyl1-4-yl)nmethyl)-2-ethylimdazoll, 2-al pyrazi ne- 3-car boxam d
e (141) A ef4l----" Ni---z.---N\ 1H NWVR (400 MHz, DWsO-d6) 8 1.46 (t, J=
7.6 Hz, 3p20B/08606q, J= 7.6 Hz, 2H), 4.76 (d, J = 5.6 FeI/EPR)11/061323 - 6. 25
(m 1H), 7.41 (d, J= 8.4 Hz, 2H), 7.46 (d, J= 8.0 Hz, 2H), 751(d J= 8.4
Hz, 2H), 7.57 (d, J= 8.0 Hz, 2H), 8.03 (d, J= 4.4 Hz, 1H), 9.11 (s, 1H),
9.28 ((m, 3D, Z,68(dlzJ 79 Hz, 1H)781(dJ 8.0 Hz, 1H), 7.86 (s, H), 9.56 (d, J = 1.6 Hz,

N-(7- CHI ro-2-ethylimdazof 1, 2-al pyridin-3-yl) bi phenyl - 4- car boxam de (142)

HN N--27¢i N\ 11-1NVR (400 MHz, CDC13) 5 1.33 (t, J= 7:6 Hz, 3H), 2.75 (q,

J= 7.2 Hz, 2H) 6.78 (dd, J= 1.2, 7.2, 1H), 6.89 (dd, J= 1.2, 7.2 Hz, 1H),

7.44 (d, J 7.53 (m 3I—l|) _7.58 (d, J=8.0 Hz, 1H), 7.65
(d, J=1-Ehdoxg { ery1-4-vD)methyl)-2-ethy limidazal 142 er3kiz 2H), 8.02
(brs, 1al—lq)b IO g J— 8 0 Hz, 2H).

2- (Bi = (7- ehloro2ethyllmdazo[l2a|pyr|d|n3yflacetamde

(143) HNCLI\ Na114NNR(4OOI\/Hz DVMSO-d6) 5 1.25 (t, J= 7.6 Hz, 3H),

2.62 (q, J=(. 2H) .89 (s, 21-1), 6.74 (dd, J= 2.0, 7.2 Hz, 1H),
700(brs 1 7 3 (m 5H), 7.61 (d, J=7.2 Hz, 2H), 7.68 (d, J=
VO 2 / 113606PCT/ EP2011/ 001345

’H NMR (400 MHz, CDCLy) § 1.42 (t, J = 7.6 Hz, 3H), 3.01 (q, J = 7.6 Hz, 2H), 4.76 (d, J =
6.0 Hz, 2H), 6.17 (brs, 1H), 6.92 (dd, J= 7.2, 2.0 Hz, 1H), 7.49 (d, J= 8.4 Hz, 1H), 7.55 -
7.63 (m, 5H), 7.80 (d, /= 8.0 Hz, 1H), 7.85 (d, J= 1.6 Hz, 1H), 9.38 (d, /= 7.2 Hz, 1H);
LCMS (electrospray) m/z (M+H)" 415.28

6-Chloro-N-((4'-chloro-2'-(trifluoromethyl)biphenyl-4-yDmethyl)-2-ethylimidazo[1,2-

a]pyridine-3-carboxamide (129)

FiC.
Neata
° NH
ci AN

XN
'H NMR (400 MHz, CDCl5) & 1.44 (t,J= 7.6 Hz, 3H), 3.02 (q, J= 7.6 Hz, 2H), 4.77 (d,J =
5.6 Hz, 2H), 6.18 (m, 1H), 7.27 (d, J= 7.6 Hz, 2H), 7.31 (d, J= 7.6 Hz, 2H), 7.42 (d, /= 8.0
Hz, 2H), 7.52 — 7.56 (m, 2H), 7.73 (d, J = 2.0 Hz, 1H), 7.86 (s, 1H), 9.55 (d, /= 1.2 Hz, 1H).

7-Chloro-N-((4'-chloroe-2'-(trifluoromethyl)biphenvyl-4-yDmethyl)-2-ethylimidazo|[1,2-

a]pyridine-3-carboxamide (130)

'H NMR (400 MHz, CDCl3) § 1.41 (t, J= 7.6 Hz, 3H), 3.01 (g, J = 7.6 Hz, 2H), 4.76 (d, J =
6.0 Hz, 2H), 6.16 (brs, 1H), 6.92 (dd, J=7.2, 2.0 Hz, 1H), 7.28 (d, J= 8.0 Hz, 1H), 7.30 (d, J
= 8.0 Hz, 2H), 7.41 (d, /= 8.0 Hz, 2H), 7.53 (dd, /= 8.0, 1.6 Hz, 1H), 7.60 (d, J= 2.0 Hz,
1H), 7.73 (d, J=2.0 Hz, 1H), 9.38 (d, J= 7.6 Hz, 1H); LCMS (electrospray) m/z (M+H)"
492.21



72

N-(4-(4-(4-(Butyram donet hyl ) phenvl) pi perazi n-1-yl)benzyl)-7-chl oro- 2- et hyl

i m dazof w@é-aii/mséodi ne- 3- car boxam de (144) N NO H

CDC13) 5 0.93 (t, J=6.4 Hz, 3H), 1.%8 (t, J=6.0

2H), 2.15 (t, J = 6.4 Hz, 2H), 2.94(q, J = 6.

H, 4.61 (d, J = 4.0 Hz, 2H)
-

N-t _\ pcir/Ep201vBR 345100 MHz,
Hz, 3H), 1.65 - 1.71 (m
2 3.33 (s, 8H), 4.36
( , 1H),
7 d

(d, J= 4.4 Hz, 6.01 (brs,
= 7.2

1|_i)1 ’ - ]

2H)1 76 1' _ he w=',u lel 1] 343 1 3. il ] Lssvdi By PHC=D- |\/|+H) +
573.  ¥WPud gPpPCT/ EP2011/ 001345 73

I\I-(4-t_t_BUT'V(‘i;%§ﬁg€er - 1)-2-ethyl-7-(pi perazin-1-yllimdazofl, 2-al pyridi ne-3-c

ar boxani de ( 145) HN,.)  NMVR (400 Mz, DVBO) 8 1.20 (t, J = 7.6
Hz, 3H), 1.24 (s, /9 76 - 2.80 (m 4H), 2.86 (q, J = 7.6 Hz, 2H), 3.13
3,15 (m 4vh, A 22M(d) ") = 6.0 Hz, 2H), 6.66 (d, J = 2.0 Hz, 1H), 6 86

(dd,.J = 8.0,y2%, Hz, 1H, 7.24 (d, J= 8.4 Hz, 2H), 7.32 (d, J = 87.4 h,
oH), 7 3 = 6.0 H, 1H), 875 (d, J = 8.0 Hz, 1H); LCMVB
(electro mz (MtH) + 420; np 186.1 - 186.9 C.
6- Chl of 0= N- ( 4- b _2-ethy] ipi 11, 2- al pyr.i di ne- 3- '
(146) H NVIR (a60 RREL TN s £a8' Y 69829 A5G40 & 5SS U2 TG
477 (d,J = 5.6 Hz, 2H), 6.21 (1, J = 5.2 Hz, 1H), 7.30 — 7.33 (m, 4H), 7.31 (d, J = 7.6 Hz,
2H), 7.46 (d, J = 8.0 Hz, 2H), 7.52 — 7.56 (m, 2H), 7.52 — 7.57 (m, 3H), 9.56 (d, J = 2.0 Hz,

1H).

7-Chloro-N-(( 4'-cvano-2'-methvlbip_henvl—4-vl)methvl)-2-ethvlimidazol1,2-al pyvridine-3-
carboxamide (132)

HyC

Y

'H NMR (400 MHz, CDCls) § 1.43 (t, J = 7.6 Hz, 3H), 2.29 (s, 3H), 3.02 (q, J = 7.6 Hz, 2H),
4.77 (d, J = 6.0 Hz, 2H), 6.18 (brs, 1H), 6.92 (dd, J= 7.6, 2.0 Hz, 1H), 7.30 (d, J = 8.0 Hz,
3H), 7.45 (d, J = 8.0 Hz, 2H), 7.52 (d, J= 7.6 Hz, 1H), 7.56 (s, 1H), 7.60 (d, J = 2.4 Hz, 1H),
9.39 (d, J=7.2 Hz, 1H); LCMS (electrospray) m/z (M+H)" 429.29 '

7-Chloro-N-((2'-chloro-4'-fluorobiphenvl-4-yl)methyl)-2-ethvlimidazo|1,2-alpyridine-3-

carboxamide (133)
cl
o H F
N
cI N

LCMS (electrospray) m/z (M+H)" 442.15

7-Chloro-2-ethyl-N-(4-( pvridin-4-yl)benzvl)imidézo[1 ,2-a]pyridine-3-carboxamide (134)

H e
o
N




Wiite solid; nmp = 223 - 224 C, 1HNMR (400 MHz, CDC13) 8 1.45 (t, J= 7.6 Hz,
3H), 3.02 (q, J = 7.2 Hz, 2H), 4.76 (d, J = 6.0 Hz, 2H), 6.21 -6.23 (m
1H), 7.33w0dd11/1d3608. 0, 9.6 Hz, 1H), 7.49 (d, J= 8.0 Hz, peijEP20n1p613¢sl, J=
9.2 Hz, 1H), 7.67 (d, J = 8.0 Hz, 2H)69.9.53 (d, J= 2.0 Hz, 1H) ); LCMS

(el ectrospray) mz (M+H) + 339. 16

6- Chl oo NMR (g0 MM, CHCK) § I 4angoet hglHH8MyHO g adzo1.6 Hz, aHy4.76{dhd-=3- car bo

oy 61 hance e By ol L, b i 11D, 225 % 5L AR

6.0 Hz 62 9.39 @, A= G/6ﬁ 21HE LAV 7-50(d,
J= 8. 42£|ngf:§ %gsg%J éojmgi-ié')igi Mg &1 @16 H-}zl—|z, 9.54 (d,
J= 2: O(eltxtrosgra)) m)z (MfNS -394128ct r ospr ay) mz (M-H) + 382 15 WD

2011/ 113606PCT/ EP2011/ 001345 74

7-Chloro-2-ethyl -N-(4-(trifluoromethyl)benzyl)im dazoll, 2-al pyridine-3-carb
oxam de.cHh4f-2-ethyl-N-(4-(5-methoxypyridin-2-yl)benzyl)imidazo[1.2-a]pyridine-3-

carboxamide (135)
o HVO/U v
@

cl N

'H NMR (400 MHz, CDCl5) § 1.40 (t, J = 7.6 Hz, 3H), 2.97 (q, J = 7.6 Hz, 2H), 3.91 (s, 3H),
4.74 (d, J= 5.6 Hz, 2H), 6.11 (brs, 1H), 6.91 (dd, J= 7.6, 2.0 Hz, 1H), 7.28 (d, /= 8.8 Hz,
1H), 7.45 (d, J = 8.4 Hz, 2H), 7.60 (d, J= 2.0 Hz, 1H), 7.67 (d, J = 8.8 Hz, 1H), 7.67 (d, J =
8.8 Hz, 1H), 7.94 (d, J = 8.4 Hz, 2H), 8.39 (d, J = 2.8 Hz, 1H), 9.38 (d, J= 7.2 Hz, 1H);
LCMS (electrospray) m/z (M+H)" 421.20

N-(4-(1H-Pvyrrol-2-y)benzyl)-7-chloro-2-ethylimidazo[1,2-a]pyridine-3-carboxamide

136
/
N
CRgA H
/N.\
I XN

'"H NMR (400 MHz, CDCl3) § 1.40 (t, J = 7.6 Hz, 3H), 2.69 (m, 4H), 2.97 (g, J = 7.6 Hz, 2H),
4.68 (d, J= 6.0 Hz, 2H), 6.10 (m, 1H), 6.29 — 6.32 (m, 1H), 6.53 — 6.54 (m, 1H), 6.87 — 6.88
(m, 1H), 6.91 (dd, J=2.0, 7.2 Hz, 1H), 7.37 (d, J = 8.0 Hz, 2H), 7.48 (d, J = 8.4 Hz, 2H),
7.59 (d, J= 2.0 Hz, 1H), 8.51 (brs, 1H), 9.37 (d, J = 7.6 Hz, 1H).

7-Chloro-2-ethyl-N-(4-(furan-2-yDbenzyl)imidazo]1,2-a]pyridine-3-carboxamide (137)

M
(o]
(o]

NH

Z | \
I N
'"H NMR (400 MHz, CDCl3)  1.40 (t, J = 7.6 Hz, 3H), 2.98 (q, J = 7.6 Hz, 2H), 4.70 (d, J =

5.6 Hz, 2H), 6.47 — 6.48 (m, 1H), 6.53 — 6.54 (m, 1H), 6.66 (d, J= 3.2, 1H), 6.91 (dd, J= 2.0,



Cl Wite solid; np = 196.2 - 196.9 C 11-1 NVR (400 MHz, CDC13) 8 1.43 (t,
J=7.4 Hz, 3H), 3.00 (q, J = 7.6 Hz, 2H) 4.76(d, J- 6.4 Hz, 2H), 6.92
(dd, J =wWoQpu1/12sobiz, 1H), 7.49 (d, J = 8.4 Hz, 2H), 7. e0T(mP20d/061335 0 Hz,
1H), 7.63 (d, J = 8.0 Hz, 2H), 9.36 (®, J = 7.6 Hz, 1H); LCMVB

(el ectrospray) mz (NH—|)+ 382. 15
2- Et hyV7.6dHznilh)o7.40 (4J(= 8 bfHz D4R Gk y)HeaA, )IH) 460 o,V 218 iz rliH) Ré83- carb
oxam de, (,14, (4 CDC13) 8 1.37 (t, J=7.6 Hz, 3H), 3.49
(q, J Ed'f 689&&” %@1393}17%%@793{%0 Hz, 2H), 7.19 (d, J= 7.6 Hz, 2H),
7.41 (d, J= 8.4 Hz, 7.60 (d, J = 10.0 Hz, 1H), 7.82 (brs, 1H), 7.99

(cid, J=10.0, 2.0 Hz 114) 9.11 (d, J = 1.6 Hz, 1H); LCMS (el ectrospray)
mz ( I\/EL()“_-(AQEPQB'OI -1-yD)benzyl)-7-chloro-2-ethylimidazo[1,2-a]pyridine-3-carboxamide

é
J
&

2- Et hy 1383 nitro-N-(4-(trifluoronethoxy)benzyl)im dazoll, 2-al pyridi ne-3-carb
oxami d 50) 02N NMR (400 MHz, DMSO-d6) 8 1.29 (t, J= 7.6 Hz, 3H),
3.05 (g, J =7.6 4.57 (d, J = 5.6 Hz, 2H), 7.35 (d, J= 8.4 Hz,
2H), 7.50 (d, J- Z 2H), 7.76 (dd, J = 7.6, 2.4 Hz, 1H), 8.56 (d, J=

2.4 Hz, 1H),C8.4{9 rs, 1H), 9.06 (d, J = 8.0 Hz, 1H); LCMS (el ectrospray)
mz (MH) 409/ 35 WD 2011/ 113606PCT/ EP2011/ 001345 75

2- Et hyl 8@% | f1 uor onmet hoxy) benzyl)-6-(trifl uoronethybi m dazo |1, 2-al py
ri di neeB->camboxami de (151)

'H NMR (400 MHz, CDCl3) 6 1.41 (t, J=7.6 Hz, 3H), 2.99 (q, J= 7.6 Hz, 2H), 4.71 (d, J =

6.0 Hz, 2H), 6.12 — 6.14 (m, 1H), 6.34 — 6.36 (m, 2H), 6.92 (dd, J= 2.0, 7.6 Hz, 1H), 7.08 —

7.09 (m, 2H), 7.40 (d, J = 8.8 Hz, 2H), 7.44 (d, J= 8.8 Hz, 21H), 7.60 (d, J= 2.0 Hz, 1H),

7.68 (d, J=8.0 Hz, 2H), 9.38 (d, /= 7.6 Hz, 1H).

6-Chloro-2-ethyl-N-(4-(4-(4-(trifluoromethoxy)phenoxy)piperidin-1-yl)benzyl)imidazo-
[1,2-a]pyridine-3-carboxamide (139)

'OCF,
NP {
X \N

~'H NMR (400 MHz, CDCL3) § 1.38 (t, J= 7.6 Hz, 3H), 1.90 — 1.98 (m, 2H), 2.07 - 2.13 (m,
2H), 2.96 (q, J = 7.6 Hz, 2H), 3.10 — 3.16 (m, 2H), 3.48 — 3.54 (m, 2H), 4.42 — 4.48 (m, 1H),
3.22 (t, J= 4.8 Hz, 4H), 4.61 (d, J= 5.6 Hz, 2H), 6.00 — 6.20 (m, 1H), 6.91 (d, J=7.2 Hz,
2H), 6.96 (d, J = 8.8Hz, 2H), 7.14 (d, J = 8.4 Hz, 1H), 7.26 — 7.31 (m, 3H), 7.54 (d, J = 9.6
Hz, 1H), 9.53 (d, J= 1.6 Hz, 1H).

7-Chloro-2-ethyl-N-(4-(4-(4-(trifluoromethoxy)phenoxy)piperidin-1-vl)benzyl)imidazo-
[1,2-a]pyridine-3-carboxamide (140)

OCF,
1 XN

'H NMR (400 MHz, CDCl3) 5 1.38 (t, J= 7.6 Hz, 3H), 1.89 — 1.98 (m, 2H), 2.07 - 2.13 (m,
2H), 2.95 (q, J = 7.6 Hz, 2H), 3.09 — 3.16 (m, 2H), 3.47 — 3.53 (m, 2H), 4.42 — 4.48 (m, 1H),




0 HOCF3 11-1 NWR (400 MHz, CDC13) 8 1.43 (t, J = 7.6 Hz, 3H), 3.02 (q, J =
7.6 Hz, 2H), 4.71 (d, J = 5.6 Hz, 2H), 6.21 (brs, 1H), 7.22 (d, J = 8.4 Hz,
2H), 7.4wb0dp11h13608. 4 Hz, 2H), 7.48 (dd, J = 9.2, 1.2 HectAioe11/6069 (d, J =
9.2 Hz, 1H), 9.84 (d, J= 1.2 Hz, 1H);71LCVS (el ectrospray) mz (M-H)+ 432.42
6- Brono-2-et hyl - N-(4-(trifluoronet hoxy)benzyl)im dazoll, 2-al pyri di ne-3-carb
oxan d&2@162) 4.8k, #H), NR(d, 4605.VHz, 2BRCL29 —&.00. (43 1¢H), 6.38-3.98 (ax 3HH), 2. 99

5.4 1695, mg.lgﬁgz@ (e Gig 838 B 72 Do @A P, 5
gz7 éll-?:ﬁ? mdg gtﬁfs'}%s?g?{% r |n¥ Izuc()?/}(;rrl-i)et ﬁgjy)ltz)enzyl )i mdazoll, 2-al

pyri di ne-3- carbOxam de (153) 0 H OCF3 CIN 1H NWR (400 M—Iz CDC13) 8 1.42
(t, J=\7 9 O J= 7. ‘ : :

(brs, o - ' ) S

9.66 (s, 1H); (d:urospray) n12 (I\/H—|)+ 432. 15

6- Chl or o- 2- et h 44 (tri fl uoronet hoxy)benzypi m dazo[ 1, 2-al pyridi ne- 3-
car boxani de (NH ; V\D 2011/ 113606PCT/ EP2011/ 001345 76

AN
Nx =N
'H NMR (400 MHz, DMSO-ds) & 1.46 (t, J= 7.6 Hz, 3H), 3.06 (q, /J=7.6 Hz,2H),4.76 (d, J
= 5.6 Hz, 2H), 6.23 - 6.25 (m, 1H), 7.41 (d, J= 8.4 Hz, 2H), 7.45 (d, J = 8.0 Hz, 2H), 7.51 (d,

J=8.4 Hz, 2H), 7.57 (d, J = 8.0 Hz, 2H), 8.03 (d, J= 4.4 Hz, 1H), 9.11 (s, 1H), 9.28 (d, J =
4.8 Hz, 1H).

N-(7-Chloro-2-ethvlimidazo[1.2-a]lpyridin-3-v])biphenyl-4-carboxamide (142)

&
o

HN
(o]
™ \N

Cl
'H NMR (400 MHz, CDCl3) & 1.33 (t, J = 7.6 Hz, 3H), 2.75 (q, J = 7.2 Hz, 2H), 6.78 (dd, J =
1.2,7.2, 1H), 6.89 (dd, J = 1.2, 7.2 Hz, 1H), 7.44 (d, J = 8.0 Hz, 2H), 7.48 — 7.53 (m, 3H),
7.58 (d, J = 8.0 Hz, 1H), 7.65 (d, J = 7.6 Hz, 2H), 7.72 (d, J= 7.6 Hz, 1H), 7.76 (d, J = 8.0
Hz, 2H), 8.02 (brs, 1H), 8.07 (d, J = 8.0 Hz, 2H).

2-(Biphenyl-4-y1)-N-(7-chloro-2-ethylimidazo[1,2-a]pyridin-3-yDacetamide (143)

eat

AN \N

Cl
' NMR (400 MHz, DMSO-dy) & 1.25 (t, J = 7.6 Hz, 3H), 2.62 (q, J = 7.6 Hz, 2H), 3.89 (s,
2H), 6.74 (dd, J=2.0, 7.2 Hz, 1H), 7.00 (brs, 1H), 7.44 — 7.53 (m, SH), 7.61 (d, J=7.2 Hz,
2H), 7.68 (d, J = 8.4 Hz, 2H).



White solid; np = 192 - 193 C, 114 NMR (400 MHz, CDCl1l3) 8 2.70 (s, 3H),
4.71 (d, J=6.0 Hz, 2H), 6.12 - 6.14 (m 1H), 7.22 (d, J= 8.4 Hz, 2H), 7.32
(dd, J= 2v0,200u@83dt8, 1H), 7.42 (d, J= 8.8 Hz, 2H), 7.52P(Cu/EPIc1100B4¥z, 1H),
9.65 (d, J= 2.0 Hz, 1H); LCMVS (el ectruspray) mz (M-H)+ 384.20
2-Ethyl -N-(4-(trifluoronethoxy)benzyl)im dazoll, 2-al pyrazi ne-3-car boxam de
(155) W34€I4P@u‘t‘haumdsnietﬂ lmnzl)Qi@razng-'lﬂl[Qenﬂ)%lbﬂ@@-mlmm3) 8

J= , J= 7.6 Hz, 2H), 4.71 (d, J = 5.6 Hz, 2H),
8.0 Hz, 2H), 7.41 (d, J= 8.8 Hz, 2H), 8.02
= 1.2 Hz, 1H), 9.25 (dd, J= 1.2, 4.8 Hz, 1H)
65. 12

car banoyfli m dazoll, 2-al pyrazi ne

3 NH----N-0" Wite'solid; np = 215 - 216 C, 111NWR (400
J=7.6 Hz, 3H, 299(q, J—76Hz 2H) 4.70 (d, J
2 7 40 (d,  J=
bl B PoacDAS # 0 B, 137800 S0 1 80 P 3o
d, J-(nf? B1)%:154) g L6 A B4 £6410F - ¥ uAhan Wb, 8%%1433% (d,J =44 Hz,

2H), 4.61 (d, J=4.0 Hz, 2H), 5.59 (brs, 1H), 6.01 (brs, 1H), 6.88 — 6.98 (m, 5H), 7.19 (d, J =
7.2 Hz, 2H), 7.29 (d, J = 7.2 Hz, 2H), 7.58 (s, 1H), 9.35 (d, J = 7.2 Hz, 1H); LCMS

~o Il
b-
E

(electrospray) m/z (M+H)" 573.



WO 2011/ 113606PCT/ EP2011/ 001345 77 Ove \White solid; nmp = 129- 130 C

11- INMR (400 MHz, CDC13) 8 1.25 (t, J=7.4 Hz, 3H), 2.72 (q, J = 7.6 Hz,
2H), 2.92v0t201A36M68 Hz, 2H), 3.77 (q, J = 5.6 Hz, 2H), péra@2id003kp, 5.73
- 5.74 (m 1H), 6.89 (d, J= 8.4 Hz, 2H), 7.18 (d, J= 8.8 Hz, 2H), 7.28 (d,
J=2.0 Hz, 1H), 7.51 (dd, J= 0.8, 96Hz 1H), 9.49 (d, J= 2.0 Hz, 1H) );
LCVS ( Dl-@cterttB 722- aZih-1-yl)imidazo[1,2-a]pyridine-3-carboxamide

6- Chl or o-N\- (4- chl or ophenet hyl ) -2-et hyl i mi dazoll, 2-al pyri di ne- 3- car boxam de
(158) Q450 NH White solid; np = 158 - 159 C 111 NWR (400 MHz, CDC13) 8
1.28 (t, J= 7.4 Hz, @: % 76 (g, 1= 7.6 Hz, 21-1), 2.96 (t, J= 6.6 Hz,
2H), 3.78 (q, J 5.73 -5.74 (m 1H), 7.20 (d, J= 8.4 Hz, 2H),
7.29 (d, J= 2.0 7. 32 (d, J=8.4 Hz, 1H), 7.52 (dd, J= 2.0, 9.6 Hz,
1H), 9.48 (& XN 6 Hz 1H ); LCMB (el ectrospray) mz (MH) + 362. 16
N-((4" - @ﬁ nndo thyI ) bi phenyl-4-yl)nethyl)-7-chloro-2-ethylimdazoll, 2-
al pyri d 3-carboxam de (159) Wite solid; 1H NVR (400 MHz, CDC13); 8
095(t,J-72Hz 3H), 1.39 (t, J=7.6 Hz, 3H), 1.64- 175(m2H) 2.19
(t, J= AWM (4(1!]—I)/IH22DJVIIS(3048 U2&(WJEFMH2I—®H) 4?41&15(%1{)\121852680-@;1, QH),,
4.3 (§’8§(5 758,6%1z, 3, 3.03 L5491, 4ft))a4Pd T L 810 e Ty 66 B D0 182,90

(dd, J
1H), 6.86 (dd,J = 8.0, 2.0 Hz, 1H), 7.24 (d, J = 8.4 Hz, 2H), 7.32 (d, J = 87.4 Hz, 2H), 7.99

(brt, J = 6.0 Hz, 1H), 8.75 (d, J = 8.0 Hz, 1H); LCMS (electrospray) m/z (M+H)" 420; mp

186.11- 186.9 °C.

6-Chloro-N-(4-cyanobenzyl)-2-ethylimidazo[1,2-alpyridine-3-carboxamide (146)

White solid; mp = 223 - 224 °C; 'H NMR (400 MHz, CDCls) § 1.45 (t, J = 7.6 Hz, 3H), 3.02

(g, J = 7.2 Hz, 2H), 4.76 (d, J = 6.0 Hz, 2H), 6.21 — 6.23 (m, 1H), 7.33 (dd, J = 2.0, 9.6 Hz,
1H), 7.49 (d, J = 8.0 Hz, 2H), 7.56 (d, J=9.2 Hz, 1H), 7.67 (d, J= 8.0 Hz, 2H), 9.53 (d, J =
2.0 Hz, 1H) ); LCMS (electrospray) m/z (M+H)" 339.16

6-Chloro-2-ethyl-N-(4-(trifluoromethyl)benzyl)imidazo[1,2-alpyridine-3-carboxamide

147
KO/CF3
o)

NH

Cl A N \
>N
White solid; mp = 179 - 180 °C; "H NMR (400 MHz, CDCl3) § 1.44 (1, J = 7.6 Hz, 3H), 3.01

(q, J = 7.6 Hz, 2H), 4.77 (d, J = 6.0 Hz, 2H), 6.19 - 6.21 (m, 1H), 7.32 (dd, J = 2.0, 9.2 Hz,
1H), 7.50 (d, J= 8.4 Hz, 2H), 7.56 (d, J=9.6 Hz, 1H), 7.64 (d, /= 8.4 Hz, 2H), 9.54 (d, J =
-+ 2.0 Hz,"1H)"); LEMS-(electrospray) m/z (M+H)" 382.15



WO 2011/ 113606PCT/ EP2011/ 001345 78 Hz, 1H), 7.34 (d, J = 8.0 Hz, 2H), 7.43

(d, J =8.0 Hz, 2H), 7.51 -7.60 (m 5H), 9.37 (d, J= 7.2 Hz, 1H); LCMVB

(el ect roswoayil/lrﬂ;am( MrH) + 489. PCT/EP2011/001345

3(((4'-Chloro-[1,1'-bi phenyll-4-yl ) metshyl) car banoyl)-2-ethylimnm dazo[1, 2-al p

yrazine 7- oxide (160) Wite solid; np = 238 C; 1H NWR (400 MHz, CDC13) 8

1.43 (t, J = 7.6 Hz, 3H), 3.00 (q, J= 7.6 Hz, 2H), 4.73(d, J = 6.0 Hz, 2H),
. : . 8 .

2.0,

8.5 7(m 1H), 931(d J-60Hz 1H. LCVB
(el ect ray) n z (IVH—|) 407.12 [1, 1" - Bi pheny11-4-yl met hyl

6.4 Hz(yqBh) . 8.56

6- chl oro- 2- et hyl i md Cfsal pyri di ne- 3-carboxylate (161) CIN\ Wite
solid; rrp 1223 ill NWVR (400 MHz, CDC13) 8 1.34 (t, J = 7.6
Hz, 3H) 313Q N,J, 76Hz 2H), 5.48 (s, 2H), 7.34 - 7.38 (m 2H), 7.45
(dd,J: 754(d J= 8.4 Hz, 2H), 7.57 - 7.65 (m 5H),
9. 45 (d Hz, LCIVB (el ectrospray) m (M+H) + 390. 20

6- Chl or o- -chI orophenoxy) pi peridin-1-yl)benzyl)-2-ethylimdazofl, 2

- al pquldl n -3 ar boxam de (162) WO 2011/ 113606PCT/ EP2011/ 001345 79 NVR

400 M4z,  CDC13) 8 1.39 (t _7 2.06-2.10

S 5Vt giidymp = 186@? To54 il 60 MH%I-@D&EB $9.98 657 L4 biay 31y, 43
l,461dJ—56HZ J= 9. Hz

gim95 I(_DGOOJ(Q,8 3(761.{:12 2H),, 4'776QbJ|7_’=|) 614 }éfmzl'él-& 92'Kd¢>3/'r’80 53(111@, W7, 491(I19J'9H)53

(d 9=k BB, B0 (&P AGHESHEISPIINY, TLs OMEV P 336°%, 7 = 7.6 1z, 1)

LCMS (electrospray) m/z (M+H)" 382.15

2-Ethyl-6-nitro-N-(4-(trifluoromethoxy)benzyl)imidazo[1,2-a]pyridine-3-carboxamide
(149)

o) n \/O/oca
NO,

AN \N

'H NMR (400 MHz, CDCl3)  1.37 (t, J = 7.6 Hz, 3H), 3.49 (q, J = 7.6 Hz, 2H), 4.66 (d, J =
6.0 Hz, 2H), 7.19 (d, J= 7.6 Hz, 2H), 7.41 (d, J= 8.4 Hz, 2H), 7.60 (d, J = 10.0 Hz, 1H), 7.82
(brs, 1H), 7.99 (dd, J = 10.0, 2.0 Hz, 1H), 9.11 (d, J = 1.6 Hz, 1H); LCMS (electrospray) m/z
(M+H)" 409.23

2-Ethyl-7-nitro-N-(4-(trifluoromethoxy)benzyl)imidazo[1,2-a]pyridine-3-carboxamide

150
o H \/O,oca

/N\
NS \N

O,N

"H NMR (400 MHz, DMSO-ds) 8 1.29 (t, /= 7.6 Hz, 3H), 3.05 (q, / = 7.6 Hz, 2H), 4.57 (d, J
= 5.6 Hz, 2H), 7.35 (d, J = 8.4 Hz, 2H), 7.50 (d, J = 8.4 Hz, 2H), 7.76 (dd, J = 7.6, 2.4 Hz,
1H), 8.56 (d, J = 2.4 Hz, 1H), 8.79 (brs, 1H), 9.06 (d, J = 8.0 Hz, 1H); LCMS (electrospray)
m/z (M+H)" 409.35



7-Chl oro- N- (4- (4- (4-chl or ophenoxy) pi peridin-1-yl)benzyl)-2-ethylimdazo[1, 2
-al pyridine-3-carboxam de (163) IHNVR (400 MHz, CDC13) 8 1.21 (t, J=17.2
Hz, 3H), Wwo%tihi®des(m 2H), 2.06-2.11 (m 2H), 2.96 (q, péF/EP2611/081342H) ,
2.97-3.15 (m 2H), 3.47-3.52 (m 2H),754.43 (m 1H), 4.60 (d, J= 5.6 Hz,

2H), 6.00 (brs, 1H, 6.86 (d, J= 8.8 Hz, 2H), 6.90 (dd, J = 7.6, 2.4 Hz,
1H), 62%h&l}lN-G#tﬂﬂ&of&methblkv)b?énaal) 8-(B8flGonronddthyl)ifmid8zd[d.2-a)py tidénd3- 1H),

9.36 (d, .J 7,6 LCVS (el ectrospray) mlz (MHH) + 523. 29
6- Chl oﬁ@@-@%@ﬂ—(—gﬁl 4- (4 (4-(trifluoronethyl)phenoxy)pi peridin-1-yl)benzyl)
i m dazof 1, 2- al p rlrd\lrneirar xam de (164) 1HNMR (400 MHz, CDC13) 5 1.40

(t, J= 7.6 Hz, I{m 2H), 2.10-2.15 (m 2H), 2.96(q, J=17.6
Hz, 2HF3C 53418 m 3.47-3.53 (m 2H), 4.53-4.57 (m 1H), 4.61 (d,
J =52 Hz, 2k) , 602 (brs, 1H), 6.96 (d, J= 8.4 Hz, 2H), 6.98 (d, J= 8.4
Hz, 2H), -7N31 ¢m 3H), 7.51-7.55 (m 311), 9.53 (d, J= 2.0 Hz, 1H);
LCI\/B(@Iectrospr% nm z EBIVHr H) + 557. 37

7- Chl orld MMR: (400 %ACI()@ 251643 (U-ﬂoﬂo@rﬁ%?ﬁ) Phe&h ok Y)Y #diz.AH. - (béirzyl )

i mdaz ry.di o a
D0LL 1 S bl SR g JTH%I\?E‘* ), 741V¥ac:t5c1§)“§212}997 A8 (dg, L=
Hz, 3Hp2, 1.2%z 11}9)87(691 d2Hx 9. 2HEOtR), 9384((@1 J2H).2 Hz, 98);(IlcM3 (eleZtr@sﬂrEy)rﬂﬁﬂ)
3123183 I—%347353(m2H) 4.55 (m 114), 4.60 (d, J =5.6 Hz,
2H), 6(MdH)b#E2.4211), 6.90 (dd, J = 7.6, 2.0 Hz, 1H), 6.96 (d, J = 8.8 Hz,
2H), 6.98 (d, J 8.4 Hz, 2H), 7.28 (d, J = 8.8 Hz, 2H), 7.54 (d, J = 8.4
Hz, 2H), 7.58 (d, J= 2.0 Hz, 1H), 9.36 (d, J = 8.0 Hz, 1H); LCMS
(el ect b<Bipnes2- etk vA-N-@riflwdréoniethoxy)benzyl)imidazo[1,2-a]pyridine-3-carboxamide
6- Chl or 0- 2- et hyl - N- (4- (4- (4-fl uorophenoxy) pi peri din-1-yl)benzyflim dazoll, 2
-al  p{dS%i ne- 3- car boxani de (166) C IN 1HNMR (400 MHz, CDC13) 8 1.39 (t, J
= 7.6 Hz, 3H) 0l .81-1.94 (m_2H, 2.06-2.11 (m 2H), 2.96 (q, J = 7.6 hz,
211), 3.08-3.1 N\}@?Ffss 54 (m 2H), 4.37-4.39 (m 1H), 4.61 (d, J =
5.6 Hz BraHy; 1 (br H, 6.86-6.89 (m 2H), 6.95-7.00 (m 4H),
72673%@\3 —~7.53 (d, J= 8.8 Hz, 114), 9.53 (d, J= 1.6 Hz, 1H); LCMB
(el ectrosp N1z Y M+rH) + 507. 31

- Chl of t ropl ERV] dazo[ 1, 2
s AR Q¥ gﬁ%&g@é&ié@lﬁﬁ grhepexy X PLsd 8l nrd7 ¥ jPerpy ki Ty dz

5.6 Hz, 2H), 6.14 (brs, 1H), 7.23 (d, J = 8.4 Hz, 2H), 7.39-7.42 (m, 3H), 7.51 (d, J = 9.2 Hz,

1H), 9.63 (d, J= 2.0 Hz, 1H); LCMS (electrospray) m/z (M+H)" 444.12

6,7-Dichloro-2-ethyl-N-(4-(trifluoromethoxy)benzyl)imidazo]1,2-a]pvridine-3-
carbdxamide (153)

o_H \/@oca
cl

AN \N

Ci
'H NMR (400 MHz, CDCl3) & 1.42 (t, J = 7.6 Hz, 3H), 2.99 (q, J= 7.6 Hz, 2H), 4.70 (d, J =
6.0 Hz, 2H), 6.14 (brs, 1H), 7.23 (d, J = 8.0 Hz, 2H), 7.41 (d, J = 8.8 Hz, 2H), 7.72 (s, 1H),
9.66 (s, 1H); LCMS (electrospray) m/z (M+H)" 432.15

6-Chloro-2-methyl-N-(4-(trifluoromethoxy)benzyl)imidazo[1,2-a]pyridine-3-
carboxamide (154) .




0 C Wiite solid; np = 138 - 139 C, 1HNWR (400 MHz, CDC13) 8 1.38 (t, J=
7.6 Hz, 3H), 1.88 - 1.96 (m 211), 2.05 -2.12 (m 211), 2.95 (q, J = 7.6
Hz, 211) ,w8208/n3éd614 (m 211), 3.48 - 3.54 (m 211), 4p8yErdordbo(3z 2H),
4.60 (d, J = 5.6 Hz, 211), 5.99 - 6.06 (m 111), 6.86 - 6.91 (m 3H), 6.91
-7.00 (m 4H), 7.27 (d, J = 8.4 Hz, 211), 7.59 (d, J = 2.0 Hz, 111), 9.36
(d, J =7.6 Hz, 1H) L CiiSFg el ectrospray) mz (MrH) + 507. 31
2- Et hyl - N- (4- (444- uor oret hoxy) phenoxy) pi peri di n-1-yfl benzyl) - 6-
(trifluoronet flglg1 dazoll, 2- al pyri di ne- 3- car boxam de (168) WO
2011/ 113606PCT/ EP2011/ 001345 81 NVR (400 WMHz, CDCl13) 5 1.41 (t, J=17.6
98 (m 2H) 2.08-2.13 (m 2H), 2.99 (q, J = 7.6 Hz, 2H),
LW, 3.47-3.54 (m 2H), 443446(m1H) 462(d J =5.6
5 (brs, 1H), 6.91 (d, J = 8.4 Hz, 6.96 (d, J = 8.4 Hz,

ZH) 7\)\5'13‘_%50’1193@ 4 &95'2 19558, WM?OO y%ﬁ%lﬁcf‘gs 22'}_(%(5'_éH§ 4199%37;68- 2,
| M+

%ecﬁférﬂ@s ?%)kzan'ééﬁffrrb?@t%@(a B 1 250 137 947 3 Qe H 10T A3 (i daz
oll,2-sal 8 mﬁi QH)67 32 g@rﬁgmgﬁﬁﬁ@)ﬁ «, JGlz M\VHzt QH§,CLcldrs (%lél}%%fk%gqn%z
CDC13) . 30, 1. 47- 1,53 (m

2H) . 1(M@H)*_L38mzqm 7H), 1. 0 183 (m 2H) B (m 2H . 2.87 (q.
J=7.6 Hz, 2H), 3.21 (d, J= 6.8 Hz, 2H), 3.63 -3.66 (m 2H), 3.81 -3.86
(m 1H), 4.53 (d, J= 5.2 Hz, 2H), 6.07 (brt. J= 5.2 Hz, 1H), 6.82 (dd, J=

2-661 JZZZEt tri Hen 1,2-5] pPralzihe-3-caroxanitde (1 7.52
T Cj/OCFg, o ’
0 NH
NN
N =N

White solid; mp = 176 - 177 °C; 'H NMR (400 MHz, CDCl3) & 1.48 (t, J = 7.6 Hz, 3H), 3.04

(g, J = 7.6 Hz, 2H), 4.71 (d, J = 5.6 Hz, 2H), 6.26 — 6.27 (m, 1H), 7.22 (d, J = 8.0 Hz, 2H),
7.41 (d, J = 8.8 Hz, 2H), 8.02 (d, J = 4.8 Hz, 1H), 9.10 (d, /= 1.2 Hz, 1H), 9.25 (dd, J= 1.2,
4.8 Hz, 1H) ); LCMS (electrospray) m/z (M+H)* 365.12

2-Ethyl-3-((4-(trifluoromethoxy)benzyl)carbamovl)imidazo[1.2-a]pyrazine 7-oxide (156)

//O/OCF3
o)

NH

White solid; mp = 215 - 216 °C; '"H NMR (400 MHz, CDCl;) § 1.43 (t, J = 7.6 Hz, 3H), 2.99

(g, J = 7.6 Hz, 2H), 4.70 (d, J = 6.0 Hz, 2H), 6.19 — 6.20 (m, 1H), 7.23 (d, J = 8.0 Hz, 2H),
7.40 (d, J = 8.4 Hz, 2H), 7.69 (dd, J = 1.6, 5.6 Hz, 1H).8.57 (d, J = 2.0 Hz, 1H), 929(d J=
6.0 Hz, 1H) ); LCMS (electrospray) m/z (M+H)" 381.13

6-Chloro-2-ethyl-N-(4-methoxyphenethyl)imidazo[1,2-a]pyridine-3-carboxamide (157)




(100 MHz, CDC13) 113.3, 23.4, 23.6, 29.3, 32.3, 36.4, 43.3, 49.6, 73.7,
81.5, 114.5, 115.1, 115.6, 1l16.7, 128.1, 128.5, 128.7, 128.8, 133.4, 146.0,

151.5, 16X0D2011/113606 PCT/EP2011/001345
2-Ethyl-7-nitro-N-(444-(4-(trifluorondthoxy)phenoxy) pi peridin-1-yl)benzyl)
i mdazo[ 1, 2-al | pyridi ne-3-carboxam de (170) NVR (400 WHz, CDC13) 5

1.43 (t, J=7.6 Hz, 3
2H), 3.11-3.16 (m
Hz, 2H), 6.11 (brs,
7.14 (d, J = 8.8 Hz,
8.8 Hz, 2H), 7.72

€ 1.95 (m 2H, 2.10 (m 2H), 3.01 (q, J = 7.6 Hz,
3.49-3.53 (m 2H), 4.45 (m 1H), 4.63 (d, J- 5.2

, 6.91 (d, J=9.2 Hz, 2H), 6.96 (d, J = 8.8 Hz, 2H),
, WD 2011/ 113606PCT/ EP2011/ 001345 82 7.28 (d, J =
= 7.6 Hz, 1H), 8.53 (s, 1H), 9.54 (d, J = 7.6 Hz,
pray) m z (I\/H-|)+ 584. 58

(4-(4-(4-fluorobenzyl) pi perazin-1-yl)benzyl )i m dazoll, 2-
al pyri&hqi;ﬁL boxanmide (171) r"-N 1HNMR (400 MHz, CDC13) 8 1.38 (t, J =

7.6 Hz, 3H) m4H) 295(q J= 7.6 Hz, 2H), 320(m4H) 352(s
2H), 4.60 6.00 (brs, 1H), 6.91 (d, J = 8.4 Hz,

(o, 3ty spﬁd 1{90@% eﬁésfwfyi%&%émi?wﬁ%f%f 8 38

7- Chl or o- 2- eth (4- (45}4 fl uor obenz I&lpl perazin é benzyni m dazo[ 1, 2-a
|pyr|d(qqé§7cé ?(H%ﬂd%z@’l 2)6852021@»43 i @e’/ 044 HZ, ZHﬁ) (s, 3H) 4773C; N

a, 3 BRI P-P 0 e &7 M s B y o D e by s, 2

2 HzJ=2$,9.6HIBIHY 9GO (4ny = :BH)HZﬁlHB) -UEMS (¢leatra3phay) /D IMEHIT); 358.21 8.8, 8.8
,2H) 7.25 - 7.27 (m 4H, 7.31 (dd, J=5.6, 8.0 Hz , 2H), 7.58 (d, J =
2.0 Hz, 1H), 9.36 (d, J = 7.6 Hz, 1H) ); LCVMS (electrospray) mz (M-H)+

506. 36¢_Chloro-N-(4-chlorophenethyl)-2-ethylimidazo[1,2-alpyridine-3-carboxamide (158)
Cl

EU‘I

° NH

Cl N \
" =N
White solid; mp = 158 - 159 °C; '"H NMR (400 MHz, CDCl3) 6 1.28 (t, J= 7.4 Hz, 3H), 2.76

(q, J = 7.6 Hz, 2H), 2.96 (t, J = 6.6 Hz, 2H), 3.78 (g, J = 6.0 Hz, 2H), 5.73 — 5.74 (m, 1H),
7.20 (d, J = 8.4 Hz, 2H), 7.29 (d, J = 2.0 Hz, 1H), 7.32 (d, J = 8.4 Hz, 1H), 7.52 (dd, J = 2.0,
9.6 Hz, 1H), 9.48 (d,J = 1.6 Hz, 1H) ); LCMS (electrospray) m/z (M+H)* 362.16

N-((4'-(Butvyramidomethyl)biphenyl-4-yl)methyl)-7-chloro-2-ethvlimidazof1,2-
a]pyridine-3-carboxamide (159)

ot Oyl

White solid; "H NMR (400 MHz, CDCL); § 0.95 (t, J = 7.2 Hz, 3H), 1.39 (t, J = 7.6 Hz, 3H),
1.64 — 1.75 (m, 2H), 2.19 (t, J = 7.2 Hz, 2H), 2.97 (q, J = 7.6 Hz, 2H), 4.48 (d, J = 5.6 Hz,
2H), 4.73 (d, J = 5.6 Hz, 2H), 5.71 (brs, 1H), 6.12 (brt, J = 5.6 Hz, 1H), 6.90 (dd, J = 2.0, 7.2




6- Chl oro- 2-ethyl -N-(4-(4-(4-(trifluoromethoxv)benzyl) pi perazin-1-

0) benzyl )i m dazoi 1, 2- al pyri di ne- 3- car boxam de (173) WO

2011/ 113696P6H/E911/ 001345 83 White solid; np = 138. 1pcTAEPB011/0633441-1 NVR
(400 MHz, CDC13) 8 1.39 (t, J= 7.6 Hzs 3H), 2.60 (t, J= 5.0 Hz, 4H), 2.95
(g, J= 7.6 Hz, 2H), 3.21 (t, J = 5.0 Hz, 4H), 3.56 (s, 2H), 4.60 (d, J=
5 6 HzHz2H)), 76340, /& 2 HayRH)HJ. 436d9/2—(8d) Hz, 2HB 785 1Hz 7.62Hn, 5H),183Nd, 8.0

A R Y G R N R B KON

7-Chl oro-2-ethyl - N-(4-(4-(4-(trifluoronmethoxy)benzyDpi perazin-1-
yl )benzyl )| m dazo[l 2-al pyr| di ne- 3- car boxam de (174) Wiite soli d np =

(t, J= 4. 4H) 29(q,J:76Hz 2H) 321(t J-48Hz 4H) , '3.56
(s,zry—"ﬂﬁ-(@)(d J= 5.6 HZ, 2H), 5.99 - 6.00 (m 1H), 6.88 -6.93 (m 3H),
7.18 (d, J = 8.0 Hz, 2H) 6_efl, J= 8.0 Hz, 2H), 7.38 (d, J= 8.4 Hz, 2H),
7.58(d, J =1.6 Hz, A $ 7.6 Hz, 1H); LCMS (el ectrospray) mz
(MrH) + 572. 40

6, 7- Di chl oro-g- et
,2-al  pyriding-

I II‘D

ME (4- (4-(4-1luorobenzyl) pi perazin-1-yDbenzyl )i m dazoll
arboxam de (175) O Hr\N 1H NWR (400 MHz, DWVSO d6) 5

8.44 (t, 1H), 9.20 (s, 1H); LCWVS (electrospray) mz (MtH)+ 540.36 WO
011/ 1W36eeeBud; mp20238/°0) 13A8MR (400 MHz, CDCl;) 6 1.43 (t,J= 7.6 Hz, 3H), 3.00 (q, /=

1.24 (t, K& Hz, 3H), 2.50 (m 4H), 2.95 (q, J = 7.6 Hz, 2H), 3.08 (m
4H), 3.48,(s|_ 4.41 (d, J = 6.0 Hz, 2H), 6.89 (d, J = 8.8 Hz, 2H), 7.14
(dd, J& 2M), 7.20 (d, J= 8.4 Hz, 2H), 7.33-7.36 (m 2H), 8.06 (s,
1H),

2

7.6 Hz, 2H), 4.73(d, J = 6.0 Hz, 2H), 6.21 (t, J = 4.8 Hz, 1H), 7.41 (d, J = 8.8 Hz, 2H), 7.44
(d, J= 8.0 Hz, 2H), 7.51 (d, J = 8.4 Hz, 2H), 7.57 (d, J = 8.4 Hz, 2H), 7.69 (dd, J = 2.0, 6.4
Hz, 1H). 8.56 — 8.57 (m, 1H), 9.31 (d, J = 6.0 Hz, 1H); LCMS (electrospray) m/z (M+H)"
407.12

[1.1'-Biphenvl]-4-ylmethyl 6-chloro-2-ethylimidazo[1,2-a]pyridine-3-carboxvlate (161)

Fep®

White solid; mp = 122.3 — 123.0 °C; 'H NMR (400 MHz, CDCls) § 1.34 (t, J = 7.6 Hz, 3H),

CI/N\

N

3.13 (q, J = 7.6 Hz, 2H), 5.48 (s, 2H), 7.34 — 7.38 (m, 2H), 7.45 (dd, J = 7.2, 8.0 Hz, 2H),
7.54 (d, J = 8.4 Hz, 2H), 7.57 — 7.65 (m, 5H), 9.45 (d, J = 2.0 Hz, 1H); LCMS (electrospray)
m/z (M+H)" 390.20

6-Chloro-N-(4-(4-(4-chlorophenoxy)piperidin-1-yl)benzyl)-2-ethylimidazo{1,2-al

pyridine-3-carboxamide (162)




84 Cl /N Wite solid; nmp =
(t, J= 7.6 Hz, 3H), 2.95 (¢

21 213 C 114 NWR (400 MHz, CDC13) 5 1.39
= Hz, 2H), 3.26 (t, J= 4.8 Hz, 4H), 3.35
(t, J= 4. 80H811/4Bj0s 4. 62 (d, = Hz, 2H), -6.01 - 6. @®8T1(EPRo1ll1346. 89 -
7.02 (m 7H), 7.30 (d, J= 8.4 Hz, 2H)79 7.59 (d, J= 2.0 Hz, 1H), 9.37 (d, J=
7.2 Hz, 1H) ); LCMS (electrospray) mz (MH) + 492. 28
7-Chl o ;‘Id NMRBt (400 MHEACD L) 8-1f IUkr Hp Henbil) Pilpd r%z@nn-ZH)yP. Ybenky(m,i3H)aHe[ 1, 2-

SRS BRIk DA PSS D, o200 Boch el Pos il -

Z; 2 HZgH%'@ol gor§41}9 §8§Qd(ﬁ§= 9%)12 24{365@96% ﬂ-sfs’ Az 3'?)) 7?1 ﬁﬁ :(}@')d7 5%5 s

(d, J=(d.J6 H24 HLZH)IH)EP 13(<(d 1]2H?z ZHBELCMS)(eI@tra@r@) m/Jl:(WHS) 1423 29H)
6- Chl oro- 2-ethyl - N-(4-(4-(4-(trifluoromethoxy)phenyl) pi perazin- 1-
yl ) benzyl )i m dazol | a- al pyri di ne- 3- car boxat ni de (178) Cl

7-Chloro-N-(4-(4-(4-chlorophenoxy)piperidin-1-yl)\benzyl)-2-ethylimidazo[1,2-a]

. 6
. 6
2

pyridine-3-carboxamide (163)

RN '‘Da
B tuniulist

'H NMR (400 MHz, CDCl3) § 1.21 (t, J = 7.2 Hz, 3H), 1.91-1.96 (m, 2H), 2.06-2.11 (m, 2H),
2.96 (q, J= 7.6 Hz, 2H), 2.97-3.15 (m, 2H), 3.47-3.52 (m, 2H), 4.43 (m, 1H), 4.60 (d, /= 5.6
Hz, 2H), 6.00 (brs, 1H), 6.86 (d, J = 8.8 Hz, 2H), 6.90 (dd, J = 7.6, 2.4 Hz, 1H), 6.95 (d, J =
8.8 Hz, 1H), 7.21-7.28 (m, 4H), 7.58 (d, J = 1.6 Hz, 1H), 9.36 (d, J = 7.6 Hz, 1H); LCMS
(electrospray) m/z (M+H)" 523.29

6-Chloro-2-ethyl-N-(4-(4-(4-(trifluoromethvl)phenoxy)piperidin-1-v)benzyl)

imidazo[1,2-a]pyridine-3-carboxamide (164)

0]
SOy
SN CF,

'H NMR (400 MHz, CDCls) & 1.40 (t, J = 7.6 Hz, 3H), 1.94-1.99 (m, 2H), 2.10-2.15 (m, 2H),
2.96 (q, J = 7.6 Hz, 2H), 3.12-3.18 (m, 2H), 3.47-3.53 (m, 2H), 4.53-4.57 (m, 1H), 4.61 (d, J
= 5.2 Hz, 2H), 6.02 (brs, 1H), 6.96 (d, J = 8.4 Hz, 2H), 6.98 (d, J = 8.4 Hz, 2H), 7.27-7.31 (m,
3H), 7.51-7.55 (m, 3H), 9.53 (d, J= 2.0 Hz, 1H); LCMS (electrospray) m/z (M+H)" 557.37

7-Chloro-2-ethyl-N-(4-(4-(4-(trifluoromethyvDphenoxy)piperidin-1-yDbenzyl)

‘imidazo[1,2-a]pyridine-3-carboxamide (165)

o Saciuliet




Wiite solid; nmp = 206.5 - 207.0 C, 1HNWR (400 MHz, CDC13) 5 1.40 (t, J= 7.6
Hz, 3H), 2.96 (q, J= 7.6 Hz, 2H), 3.30- 3.40 (m 8H), 4.63 (d, J= 5.2 Hz,
2H), 6.03we 26110d3doen 1H), WO 2011/ 113606PCT/ EP2011/001$¢5/E8>5016/0954$d, J =
9.2 Hz, 2H), 6.98 (d, J—8.4Hz,2H)307.14(dJ 8.0 Hz, 2H), 7.27 -

732(m3H) 7.54 (d, J = 9.6 Hz, 1H), 953-934(m1H) LCVS
(el ect hebiNMR)OiO(Dri\/ﬂ{i \GD{ L) 55&93(2,J 7.6 Hz, 3H), 1.94-1.98 (m, 2H) 2.09-2.11 (m, 2H),
7-Chl oro-2-eth trifluoronethoxy) %henYl | perazin-1-

0) benz%@ﬁrﬂldéz qsz%lIﬂbgrl,(Zﬁgg_(BLg]a—I‘)b%&%ﬁﬁéén{ oS S ma T H B Ve 5611 o
7 16 3, G gt ) 8 M, S 5 SPp l  O-

6 01 - 8.40Hz,(2H), 188,(d6/ 9.8 Hd, 2H), .24 @, J7 R4z, 2HD)7. 585((947% 2.0 Hz,A 1), 9.36z,

2H5d9 gQI%ZdIHg Eoblsyefishonpd wli{d 35735 710 1hr Lae |

I

, 7~ N-(444 (4 fl uorophenyl ) pi pera2| n- 1-yl ) benzyl )i m dazo[ 1
, 2- g "i:o & oo ph , B DenAy ZoR.2-8]1. 39 (t, J=
7.6 Hz, 3d ;9 (x = 6 Hz, 2H), 324327(m 4H), 3.34-3.36 (m
4H), 4l =-gar ide ., 6.03 (brs, 1H), 6.91-7.02 (m 6H), 7.30 (d,

526. 35

2- Et hyly 444- 4- hoenyl ) pi perazin-1-yl)benzyl )i m dazol[ 1,
2- al pyr fd - car boxam de (181) .
N

J= 8.8 Hz, 2i—|)cj 7H71 (s )—9?67 (s, 1H); LCMS (electrospray) mz (MtH) +
N
oro

—

N
'H NMR (400 MHz, CDCls) & 1.39 (t, J= 7.6 Hz, 3H), 1.91-1.94 (m, 2H), 2.06-2.11 (m, 2H),
2.96 (q, J = 7.6 Hz, 2H), 3.08-3.14 (m, 2H), 3.47-3.54 (m, 2H), 4.37-4.39 (m, 1H), 4.61 (d, J.
= 5.6 Hz, 2H), 6.01 (brs, 1H), 6.86-6.89 (m, 2H), 6.95-7.00 (m, 4H), 7.26-7.30 (m, 3H), 7.53
(d, J= 8.8 Hz, 1H), 9.53 (d, J = 1.6 Hz, 1H); LCMS (electrospray) m/z (M+H)" 507.31

7-Chloro-2-ethyl-N-(4-(4-(4-fluorophenoxy)piperidin-1-yl)benzyl)imidazo[1,2-

a]pyridine-3-carboxamide (167)

sl

/N\

I "N

White solid; mp = 138 - 139 °C; '"H NMR (400 MHz, CDCl3) & 1.38 (t, J = 7.6 Hz, 3H), 1.88
— 1.96 (m, 2H), 2.05 — 2.12 (m, 2H), 2.95 (q, J = 7.6 Hz, 2H), 3.08 - 3.14 (m, 2H), 3.48 -
3.54 (m, 2H), 4.35 — 4.41 (m, 2H), 4.60 (d, J = 5.6 Hz, 2H), 5.99 - 6.01 (m, 1H), 6.86 — 6.91
(m, 3H), 6.91 — 7.00 (m, 4H), 7.27 (d, J = 8.4 Hz, 2H), 7.59 (d, J=2.0 Hz, 1H), 936 (d, J =
7.6 Hz, 1H) ); LCMS (electrospray) m/z (M+H)" 507.31

2-Ethyl-N-(4-(4-(4-(trifluoromethoxy)phenoxy)piperidin-1-yl)benzyl)-6-

(trifluoromethylimidazo[1,2-a]pyridine-3-carboxamide (168)




WD 2011/ 113606PCT/ EP2011/ 001345 86  \Wite solid;, np = 178 - 179 C, |fi
NVR (400 MHz, CDC13) 8 1.40 (t, J= 7.6 Hz, 3H), 2.97 (q, J= 7.2 Hz, 2H),
3.31 - 3.8820mw1184dy, 4.63 (d, J= 5.6 Hz, 2H), 6.05 (t, PeTEPOIDI131H),
- 6.99 (m 5H), 7.14 (d, J= 8.8 Hz, 2#), 7.29- 7.32 (m 3H), 7.60 (d, J=

6. 89

9.2 Hz, 1FD 9.40 (d, J= 6.8 Hz, 1H); LCMS (electrospray) mz (MtH) + 524. 45

6- Chl or o- ethal-m}(4- - (4471 @phenyl ) pi perazi n-1-yl ) benzyl) - N-nmet hyl i m

dazo[ 1, 2- alpyrNeaiNe- am de 2) White solid; np = 148 - 149 C

i ff NVRG4 8 1.37 (t 7.4 Hz, 3H), 2.78 (g, J= 7.6 Hz,

2H), 2.99 3.24 - 3.27 (m c§ 33 --. 3.36 (m 4H), 4.66 (s,

2H), 6.92 X ( 6H), 7.12 - 7.20 ? 32H), 7.21 (dd, J= 2.0, 9.6 Hz,

1H), 7.52 (d, 'J=9.6 Hz, 1H), 8.46 (d, J= 1.6 Hz, 1H); LCMS (electrospray)

m z (M{-[-INMB(QGO(BMHZ CDC13)8141 (t, /= 7.6 Hz, 3H), 1.90-1.98 (m, 2H), 208213(m 2H),
I|m'd

L R A BTSRRI MR S St el

azoll

= 5.6 Hz, 2H), 6.05 (brs, 1H), 6.91 (d, /= 8.4 Hz, 2H), 6.96 (d, J = 8.4 Hz, 2H), 7.14 (d, J =
8.4 Hz, 2H), 7.28 (d, J = 8.4 Hz, 2H), 7.46 (dd, J= 9.2, 2.0 Hz, 1H), 7.69 (d, J = 9.2 Hz, 1H),
9.85 (d, J = 2.0 Hz, 1H); LCMS (electrospray) m/z (M+H)" 607.56

7-Chloro-N-(4-(4-(cyclopentyloxymethyl)piperidin-1-yl)benzyl)-2-ethylimidazo|[1.,2-

a]pyridine-3-carboxamide(169) .

Petegvs

NH

0]

~Z\| N\
c” XN
White solid; "H NMR (400 MHz, CDCL); (11.23 — 138 (m, 2H), 1.31 (t, J = 7.6 Hz, 3H),
1.47-1.52 (m, 2H), 1.56 — 1.70 (m, 7H), 1.80 - 1.83 (m, 2H), 2.64 — 2.70 (m, 2H), 2.87 (q, J
=17.6 Hz, 2H), 3.21 (d, J= 6.8 Hz, 2H), 3.63 — 3.66 (m, 2H), 3.81 - 3.86 (m, 1H), 4.53 (d, J =
52HZ 2H), 6.07 (brt, J=5.2 Hz, 1H), 6.82 (dd, J= 1.6, 7.2 Hz, 1H), 6.88 (d, /= 8.4 Hz,
2H), 7.19 (d, J = 8.4 Hz, 2H), 7.52 (d, J = 1.6 Hz, 1H), 9.26 (d, J= 7.2 Hz, 1H); *C NMR
(100 MHz, CDCls3) 1J13.3, 23.4, 23.6,29.3, 32.3, 36.4, 43.3, 49.6, 73.7, 81.5,114.5,115.1,

115.6,116.7,128.1, 128.5, 128.7, 128.8, 133.4, 146.0, 151.5, 161.1.

2-Ethyl-7-nitro-N-(4-(4-( 4-(triﬂuorometh}oxv)phenoxv)piperidin-l-vl)benzvl)
imidazo[1,2-a]pyridine-3-carboxamide (170)

Feisecadls

'H NMR (400 MHz, CDCl3) 6 1.43 (t, J = 7.6 Hz, 3H), 1.95 (m, 2H), 2.10 (m, 2H), 3.01 (q,J
= 7.6 Hz, 2H), 3.11-3.16 (m, 2H), 3.49-3.53 (m, 2H), 4.45 (m, 1H), 4.63 (d, J = 5.2 Hz, 2H),
6.11 (brs, 1H), 6.91 (d, J = 9.2 Hz, 2H), 6.96 (d, J = 8.8 Hz, 2H), 7.14 (d, J = 8.8 Hz, 2H),




0O HN\ Cl1----14\ Wite solid; 1H NWVR (400 MHz, CDC13) 8 1.37 (t, J=7. 6
Hz, 3H), 1.41 - 1.48 (m 2H), 1.70- 1.86 (m 3H), 2.72 (t, J= 12.4 Hz, 2H),
2.93 (q, Wwe2d1B11blws 2H), 3.69 - 3.73 (m 4H), 4.58 (d, PeTEPBMDY1334), 6. 00
(brs, 1H), 6.20 (t, J= 75.2 Hz, due t&2 F2), 6.88 (dd, J= 1.6 Hz, WO

2011/ 113606PCT/ EP2011/ 001345 87 7.6 Hz, 1H), 6.92 (d, J = 8.4 Hz, 2H), 7.25
(d J %28.(4, H2=83|'HZ, ZH%6.72d(d, J = 716 HzHrH), 1853 (9.13D, 054 @, F ¥76 Hz, 1H))) .

7 Chl OE{;Y@Q IKt)a "’;Z(Mg%]afﬁ"'d@ﬂet hyl ) bi pheny1-4-yl ) et hyl )i mi dazo11, 2-

al pyri di ne-3-car boxam de (184) White solid;IHNWR (400 MHz, CDC13); 8 0.87
J = 6.8 Hz, 3H), 130 135(m 4H) 1.40(t, J =7.6 Hz, 3H), 1.63 -
Clilbbo 2 ' 4-1lug 26-1¢y])behzyingidy ) lpvaid

3 =60 H 2H), 574 (brs, 1H) . 6 99 (dd. J= 2.0
= 8.4 Hz, 2H) 7.45 (d, J = 8.4 Hz, 2H), 7.51 -
1I—})/\9 32 (d, J=7.2 Hz, 1H); LCVS (el ectrospray)

(tr\rfjl uo hoxy) phenoxy) benzyl )i mi dazol1, 2- al pyr
85) 0l - FINVR (400 MHz, CDCl3) 8 1.42 (t, J =
:76Hz 2H)F468(d J'=6.0H, 2H, 6.11 (brs,
'8 Hz, 2H), 7.01 (d, J = 8.4 Hz, 2H), 7.18 (d, J = 8.8

W, 7.00 (d. 3 =
He, 2HH NMB@4QQINHz) CDGI355 1 380, b 7.6z, 37),3759 (i, 4H)s 2858qH = 26Hz, ZHE4 (d,
J
49

5 2 226%m, 433203 oM 480 d: P="F 1 B, W00t B! 68T RA2YL 87 (M)
7.01 (t, J= 8.4 Hz, 2H), 7.26-7.32 (m, 5H), 7.53 (d, /= 9.6 Hz, 1H), 9.52 (d, /= 1.2 Hz, 1H);
LCMS (electrospray) m/z (M+H)" 506.29

7-Chloro-2-ethyl-N-(4-(4-(4-fluorobenzyl)piperazin-1-vl)benzyl)imidazo[1,2-a]pvridine-
3-carboxamide (172)

//\N

cl” "N
White solid; mp = 141 - 142 °C; 'H NMR (400 MHz, CDCLy) & 1.37 (t, J = 7.8 Hz, 3H), 2.59

(t,J = 4.8 Hz, 4H), 2.94 (q, J = 7.2 Hz, 2H), 3.20 (t, J = 5.0 Hz, 4H), 3.53 (s, 2H), 4.59 (d, J =
5.2 Hz, 2H), 5.98 — 6.00 (m, 1H), 6.88 — 6.92 (m, 3H), 7.01 (dd, J = 8.8, 8.8 Hz, 2H), 7.25 -
7.27 (m, 4H), 7.31 (dd, J = 5.6, 8.0 Hz , 2H), 7.58 (d, J = 2.0 Hz, 1H), 9.36 (d, J = 7.6 Hz,
1H) ); LCMS (electrospray) m/z M+H)" 506.36

6-Chloro-2-ethyl-N-(4-(4-(4-(trifluoromethoxy)benzyl)piperazin-1-

yDbenzyl)imidazo[1,2-a]lpyridine-3-carboxamide (173)

[N
™\
C NH

/N\
~ >N

OCF,
cl



7-Chl oro-2-ethyl -N-(4-(4-(trifluoronmethoxy)phenoxy)benzyl )i m dazoll, 2-al pyr
I di ne-3- car boxam de (186) OCF3 ci Wiite solid; nmp = 141 - 142 C, NWMR
(400 Mz, woDGlN3édel. 41 (t, J'° 7.6 Hz, 3H), 2.98 ....(dqpcd/EPiotbubizss 2H),
4.68 (d, J.5.6 Hz, 2H), 6.09 - 6.11 (s 1H), 6.91 (dd, J = 2.0, 7.6 Hz, WO
2011/ 113606PCT/ EP2011/ 001345 88 1H) 6.98 -7.02 (m 4H), 7.18 (d, J= 8.8

( 9 d =
7 2 Hz%{j) éﬁ;ld E@NST eI ec{_ﬁospr ay ﬁ#?ﬁ (? M]HZ-490 12348 1. 3b|_& /= %H& BH)]
oo 32%9?(%%.0@%%{)%55 uoraphenoxyifensyl) iy 8339l hid; f5BYL AhNG 3 earb
(d, J = 5.6 Hz, 2H), 6.00 — 6.02 (m, 1H), 6.92 (d, J = 8.8 Hz, 2H), 7.18 (d, J = 8.0 Hz, 2H),
7.26 — 7.30 (m, 3H), 7.38 (d, J = 8.4 Hz, 2H), 7.53 (d, J = 9.2 Hz, 1H), 9.53 (d, /= 2.0 Hz,

1H); LCMS (electrospray) m/z (M+H)" 572.40

7-Chloro-2-ethyl-N-(4-(4-(4-(trifluoromethoxyv)benzyl)piperazin-1-

vDbenzyl)imidazo[1,2-alpyridine-3-carboxamide (174)

[N
™
° NH

/N\
~ >N

OCF,

Cl
White solid; mp = 137.1 — 137.6 °C; 'H NMR (400 MHz, CDCl3) & 1.37 (t, J = 7.6 Hz, 3H),
2.60 (t, J = 4.8 Hz, 4H), 2.94 (q, J = 7.6 Hz, 2H), 3.21 (t, J = 4.8 Hz, 4H), 3.56 (s, 2H), 4.60
(d, J = 5.6 Hz, 2H), 5.99 — 6.00 (m, 1H), 6.88 — 6.93 (m, 3H), 7.18 (d, J = 8.0 Hz, 2H), 7.26
(d, J = 8.0 Hz, 2H), 7.38 (d, J = 8.4 Hz, 2H), 7.58(d, J = 1.6 Hz, 1H), 9.36 (d, J= 7.6 Hz, 1H);
LCMS (electrospray) m/z (M+H)" 572.40

6.7-Dichloro-2-ethyl-N-(4-(4-(4-fluorobenzyl)piperazin-1-yl)benzyDimidazo[1,2-a]

‘pyridine-3-carboxamide (175)

YO
el F

'H NMR (400 MHz, DMSO-ds) & 1.24 (t, J = 7.6 Hz, 3H), 2.50 (m, 4H), 2.95 (q, J = 7.6 Hz,
2H), 3.08 (m, 4H), 3.48 (s, 2H), 4.41 (d, J= 6.0 Hz, 2H), 6.89 (d, /= 8.8 Hz, 2H), 7.14 (dd, J
= 9.2 Hz, 2H), 7.20 (d, J = 8.4 Hz, 2H), 7.33-7.36 (m, 2H), 8.06 (s, 1H), 8.44 (t, 1H), 9.20 (s,
1H); LCMS (electrospray) m/z (M+H)" 540.36

7-Chloro-2-ethyl-N-(4-(4-(4-fluorophenyl)piperazin-1-yl)benzyl)imidazo[1,2-a]pyridine-
3-carboxamide (176)




-..--NH C\ Wite solid; np = 168 - 169 C, 1HNWR (400 MHz, CDC13) 5 1.41
(t, J=7.4 Hz, 3H), 2.99 (q, J = 7.6 Hz, 2H), 4.67 (d, J = 6.0 Hz, 2H),
6.09 - 6.Wd)26rm/1116ﬂ)5, 6.96 - 7.06 (m 6H) 7.30 (dd, J= 2Cc®EP016/061B45 1H),
7.34 (d, J =8.8 Hz, 2H), 7.54 (d, J s

9.6 Hz, 1H), 9.53 (d, J = 1.2 Hz,
1H) ); LCVS (electrospray) mz (MtH) + 424. 26

7-Chl oro-2-ethyl -N-(4-(4-fl uor opferox ) be nzyI)im’dazo[l, 2-al pyridine-3-carb
oxani de (188) V\hlte sol/l/d\ 146 - 147 C, 1HNMR (400 MHz, CDC13) 8
1.40 (t, J= 7.6 Hz, (q, J=7.6 Hz, 2H), 4.66 (d, J= 5.6 Hz, 2H),
6.07 - 6.09 (m 1K 1 ( d, J=2.2, 7.4 Hz, 1H), 6.95 -7.06 (m 6H),
7.33 (d, J =84 Mg, 2H), 7.59 (d, J = 2.2 Hz, 1H), 9.37 (d, J = 7.2 Hz,
1H ); LCIVB (el/fectrospray) mz (M-H) + 424. 26

6- Br ono- 2 NN\ (4- (4-fluorophenoxy) benzyl )i m dazo[ 1, 2-al pyri di ne-3-carbo
xamdeﬁg 9) <N (400 MHz, CDC13) 5 1.41 (t, J= 7.6 Hz, 3H), 2.98 (q, J
N4. 66 (d, J= WD 2011/ 113606PCT/ EP2011/ 001345 89

White solid; mp = 212 - 213 °C 'H NMR (400 MHz, CDCls) & 1.39 (t, J = 7.6 Hz, 3H), 2.95

(g, J=17.6 Hz, 2H), 3.26 (t, J= 4.8 Hz, 4H), 3.35 (t, J= 4.8 Hz, 4H), 4.62 (d, J= 5.6 Hz, 2H),
.-6.01 — 6.03 (m, 1H), 6.89 — 7.02 (m, 7H), 7.30 (d, J = 8.4 Hz, 2H), 7.59 (d, J = 2.0 Hz, 1H),
9.37 (d, J= 7.2 Hz, 1H) ); LCMS (electrospray) m/z (M+H)" 492.28

7-Chloro-2-ethyl-N-(4-(4-(4-fluorophenyl)piperazin-1-yDbenzylimidazo[1,2-a]pyridine-

3-carboxamide trihydrochloride (177)
F
N
KQ/ "~
0 NH

Z NN . 3HCI
N \N

ci
White solid; mp = 204.4 — 206.9 °C; 'H NMR (400 MHz, DMSO-ds) & 1.36 (t, J = 7.6 Hz,
3H), 3.14 (q, J = 7.6 Hz, 2H), 3.54 — 3.70 (m, 8H), 4.56 (d, J = 6.0 Hz, 2H), 7.26(dd, J = 8.4,
8.8 Hz, 2H), 7.36 — 7.50 (m, 6H), 7.63 (dd, J = 2.4, 7.6 Hz, 1H), 8.15 (d, J = 1.6 Hz, 1H), 9.13
(d,J=17.2 Hz, 1H), 9.26 (t, J= 5.6 Hz, 1H).

6-Chloro-2-ethyl-N-(4-(4-(4-(trifluoromethoxy)phenyl)piperazin-1-
vDbenzyl)imidazo[1,2-alpyridine-3-carboxamide (178)

—~ /Q/oc&
T

NH

Cl. AN
~ >N
White solid; mp = 206.5 — 207.0 °C; 'H NMR (400 MHz, CDCl3) & 1.40 (t, J= 7.6 Hz, 3H),

2.96 (q, J = 7.6 Hz, 2H), 3.30 — 3.40 (m, 8H), 4.63 (d, J = 5.2 Hz, 2H), 6.03 — 6.04 (m, 1H),



Hz, 1H), 7.49 (d, J = 9.6 Hz, 1H), 9.63 (d, J = 1.2 Hz, 1H); LCMVS
(electrospray) mz (M+H) + 470. 10

6- Chl or o-wWo(24t1(3ebl or ophenoxy) benzy1) - 2- et hyl i mi dazollperaippynjocizae- 3- car b
oxam de (190) White solid; nmp = 158 160.7 C, 1H NWMR (400 MHz, CDC13) 8
1.42 (t, J= 7.6 Hz, 3H), 2.99 (q, J= 7.2 Hz, 2H), 4.68 (d, J = 5.6 Hz, 2H),
6.10 -6851d, { m9.2Hgz, 2H),96198 &, L= 8% Blzi-2H),7H)4 (d7 Joo 80z, 2H), .27 +Z,322H),,

52 T4 s s T ) aRaler o O elecRRuth dag i s 17

7- Chl or o- N- (4( 4-chl or ophenoxy) benzyl) 2-ethylimdazoll, 2-al pyri di ne- 3-car bo
xam de (191) ci Wite SO|Id rrp 167 1 - 167.9 C 1H NMR (400 Mz,

CDC13) 7{!31gLurr2(ethleV-.£§-14 prifhg ephe penvi}pigerazimyl- 2H), 4.67 (d, J =
5.6 Hz , 7.6 Hz, 1H), 6.94 (d,
J= 8.8 (d, J =9.2 Hz, 2H), 7.35 (d,
=7

l
J = 8.8 Hz, 2H) 760(d J= 2.0 1U};F937(dJ .6 Hz, 1H); LCMVB
(el ectrospray) mz (MH) + QQ/
2-Ethyl -N-(4-(4-(tri or 2ko%?‘{)xy enoxy) benzyl )i m dazo[ 1, 2- al pyri di ne- 3-
car boxam de (192) //@Y) / 113606PCT/ EP2011/ 001345 90

/N\
>~ =N

Cl
White solid; mp = 216.3 — 217.0 °C; '"H NMR (400 MHz, CDCl3) 5 1.39 (t, J = 7.6 Hz, 3H),

2.95 (q, J = 7.6 Hz, 2H), 3.30 — 3.40 (m, 8H), 4.62 (d, J = 5.6 Hz, 2H), 6.01 — 6.02 (m, 1H),
6.90 (dd, J=2.0, 7.2 Hz, 1H), 6.94 (d, J = 9.2 Hz, 2H), 6.98 (d, J = 8.8 Hz, 2H), 7.14 (d, J =
8.8 Hz, 2H), 7.31 (d, J = 8.8 Hz, 2H), 7.59 (d, J = 1.6 Hz, 1H), 9.37 (d, J = 7.6 Hz, 1H);
LCMS (electrospray) m/z (M+H)" 558.32

6.7-Dichloro-2-ethvl-N-(4-(4-(4-fluorophenyl)piperazin-1-yl)benzyl)imidazo[1,2-a]

pyridine-3-carboxamide (180)

T

Z N
cI XN
'H NMR (400 MHz, CDCl3) 6 1.39 (t, J = 7.6 Hz, 3H), 2.95 (q, J = 7.6 Hz, 2H), 3.24-3.27
(m, 4H), 3:34-3.36 (m, 4H), 4.62 (d, J = 5.6 Hz, 2H), 6.03 (brs, 1H), 6.91-7.02 (m, 6H), 7.30

(d, J= 8.8 Hz, 2H), 7.71 (s, 1H), 9.67 (s, 1H); LCMS (electrospray) m/z (M+H)* 526.35

2-Ethyl-N-(4-(4-(4-(trifluoromethoxy)phenyDpiperazin-1-vl)benzyl)imidazo[1,2-

a]pvyridine-3-carboxamide (181)




1H NWR (400 MHz, CDC13) 5 1.42 (t, J =7.6 Hz, 3H, 3.01 (q, J = 7.6 Hz,
2H), 4.69 (d, J = 6.0 Hz, 2H), 6.12 (brs, 1H), 6.92 (t, J= 6.8 Hz, 1H),
7.00 (d, we0112ub0s 2H), 7.01 (d, J= 8.8 Hz, 2H), 7.18 @dr/EP2018/0813k, 2H),
7.31-7.36 (m 1H), 7.37 (d, J= 8.8 Hme 2H), 7.61 (d, J= 8.8 Hz, 1H), 9.40
(d, J= 6.8 Hz, 1H); LCMVS (electrospray) mz (MH)+ 456.23

7- Chl or o- 2- et hyl - N4( 6- (4 qu ORy) pyri di n-3-yl ) nmet hyl )i m dazo[ 1, 2- al py
ri di ne-3- carboxam de ( ite solid; nmp = 167.0 - 167.6 C, 11-1 NWR

(400 MHz, CDC13) \9/4 J— 7. 6 Hz, 3H), 2.97 (q, J= 7.6 Hz, 2H), 4.64
(d, J = 6.0 Hz, 6.09 (t, 56Hz 1H), 6.90 - 6.93 (m 2H), 7.06 -
7.11 (m 4 M58 (d, J—20Hz 1H), 7.80(dd, J= 2.8, 8.8 Hz, 1H), 8.20
(d, J= 2.0 , 1H), 9.34 (d, J= 7.6 Hz, 1H); LCM5 (electrospray) niz (MH)

425.287 "N
6- Chl okQ- \FJ hyN- N- ((6-(4-(trifluoronethoxy)phenoxy) pyridi n-3-y|)rrethy|)i m
dazof 1, 2- pyridi ne-3-carboxam de (194) O NH OCF3 Wiite solid; np =

154- 1%1950%‘ ME{E (7‘@91%*20 ‘@PQMR (50011\/14% @DC%)FBN@ 2= $|d)Hz %}982@1 J=
7.6 Hz, d, J=6.0 ,

>0, HS(%-W) 7 27%!%“’2@9343]1( EREl 6’% 8}‘?’?&4’63 2?‘ 47%5’9%&31% 9-%%3;02**%5}1‘% | -
8. 20 (61893=6.99 4mH8H),1H] 4 (&./52 8(&dHz,JZHR 7Q9Hz 7.32 K, 3HIVE6Q €dl,eb+ 190 HzayB),n z

M-H) + 491.26 WO 2011/ 113606PCT/ EP2011/ 0013
(M-H) 9.40 (d, /= 6.8 Hz, 1H); LCMS ?electrospray) m/z 8;“141)5* 5%]4.45

6-Chloro-2-ethyl-N-(4-(4-(4-fluorophenyl)piperazin-1-yl)benzyl)-N-methylimidazo[1,2-

alpyridine-3-carboxamide (182)

White solid; mp = 148 - 149 °C; 'H NMR (400 MHz, CDCls) & 1.37 (t, J = 7.4 Hz, 3H), 2.78

(g, J = 7.6 Hz, 2H), 2.99 (s, 3H), 3.24 —3.27 (m, 4H), 3.33 — 3.36 (m, 4H), 4.66 (s, 2H), 6.92
~7.02 (m, 6H), 7.12 - 7.20 (m, 2H), 7.21 (dd, J = 2.0, 9.6 Hz, 1H), 7.52 (d, J= 9.6 Hz, 1H),
8.46 (d, J= 1.6 Hz, 1H); LCMS (electrospray) m/z (M+H)" 506.36

7-Chloro-N-(4-(4-((difluoromethoxy)methyl)piperidin-1-yl)benzyl)-2-ethylimidazo|[1,2-

a]pvridine-3-carboxamide (183)
H F
g Oas!

White solid; 'H NMR (400 MHz, CDCl;) § 1.37 (t, J = 7. 6 Hz, 3H), 1.41 — 1.48 (m, 2H),

1.70 — 1.86 (m, 3H), 2.72 (t, J = 12.4 Hz, 2H), 2.93 (q, J = 7.6 Hz, 2H), 3.69 — 3.73 (m, 4H),
4.58 (d, J = 5.6 Hz, 2H), 6.00 (brs, 1H), 6.20 (t, J = 75.2 Hz, due to F2), 6.88 (dd, J= 1.6 Hz,



Wiite solid; -111 NVR (400 MHz, CDC13) 5 1.41 (t, J= 7.4 Hz, 3H), 2.97 (q,

J= 7.6 Hz, 2H), 4.66 (d, J= 6.0 Hz, 2H), 6.14 (t, J= 5.4 Hz, 1H), 6.92 (dd,
J= 2.0, W62by/113dds, 6.96 (d, J= 8.8 Hz, 1H), 7.16 (d, PETEP20itm91324), 7.24
(d, J= 9.2 Hz, 2H), 7.60 (d, J= 1.6 W7, 1H), 7.79 (dd, J= 2.4, 8.4 Hz, 1H),
8. 20 (d J= 2.0 Hz, 1H), 9.35 (d, J= 7.6 Hz, 1H). 4- Phenoxybenzy!

6- chl 07.6-12, dHhyh82 (ki 8,42Hz) 2); TB5r(d; E=ché BaxIHpt7e5q (06 1.6z, d o9B4; np

S gty R T,

(d,

7.2, 7.6 Hz, 734(dd J=17.2, 7.6 Hz, 3H), 7.43 (d, J= 8.8 Hz, 2H),
7.58 (d, J= 9. , 1H), 9.42 (d, J= 2.0 Hz, 1H) LCVS (el ectrospray) n z
( MrH) +2 N 4'-(hexanamidomethyDbiphenyl-4-yl)methyl)imidazo[1,2-

6- Chl orﬁ 2det h¥I I* £ 4- !é Eiéi?r ophenoxy) benzy1l) - N- net hyl i m dazo[ 1, 2- al
pyri di White solid; IHNW (400 MHz, CDC13) 5 1.37

(t, J=7.4 Hz, 3H), 2.78 (4, J=7.60% 2H, 3.01 (s, 3H, 4.70 (s, 2H),

6.94 - 7.06 (m 6H), 2HN 3H), 8.47 (d, J= 9.2 Hz, 1H), 8.47 (d,
J= 1.6 Hz, H# {1 03 y) (M+rH) 438. 20
6- Chl or o- 2. et it (2 | uor onet h ) phenyl am no) benzyl )i m dazoll, 2-a

| pyridine-3-cdrboxam de (198) WO 2011/113606PCT/ EP2011/001345 92 11-1
NNR(400/@ 3) 8 1.41 (4, J= 7.6 Hz, 3H), 2.98 (q, J= 7.6 Hz, 2H),
4.64 (g 2H), 5.74 (s, .1H), -6.07 (brs, 1H),7.04 (d, J= 7.2 Hz,
“S6 (d, J= 7.2 Hz, 2H),. 7.12 (d, J= 8.4 Hz, 2H), 7.28-7.32 (m 3H),
(7 Nﬁﬁb ( d%}gﬁ: Blid; ‘HZNNHHI40091\/B& @HCux: 810.87 kiz J <158, Hx,3W), (163026 t1r3855 (ah p4B1), M Z
+
7- Chl or ly4Q(bt1hyV-6|\Ji%43}D41(6t3rTﬂ47ddﬂbr¥é1)h%>29/)(bﬂern37/+6aﬂi o d 3y diasdiz, 2- al

| pyri diferfr @27RoXgMASH W9 (& S 6.0 Hz, 2H), 5.74 (brs, 1H), 6.99 (dd, J = 2.0, 7.2
Hz, 1H), 7.34 (d, J = 8.4 Hz, 2H), 7.45 (d, J = 8.4 Hz, 2H), 7.51 — 7.59 (m, 5H), 7.74 (brs,
1H), 9.32 (d, J = 7.2 Hz, 1H); LCMS (electrospray) m/z (M+H)" 517.

6-Chloro-2-ethyl-N-(4-(4-(trifluoromethoxy)phenoxy)benzylimidazo[1,2-a]pyridine-3-
carboxamide (185)

OCF3

'H NMR (400 MHz, CDCls) § 1.42 (t, J = 7.6 Hz, 3H), 2.99 (q, J = 7.6 Hz, 2H), 4.68 (d, J =
6.0 Hz, 2H), 6.11 (brs, 1H), 7.00 (d, J = 8.8 Hz, 2H), 7.01 (d, J = 8.4 Hz, 2H), 7.18 (d, /= 8.8
Hz, 2H), 7.30 (dd, J = 9.6, 2.0 Hz, 1H), 7.37 (d, J = 8.8 Hz, 2H), 7.54 (d, J = 9.2 Hz, 1H),
9.53 (d, J= 1.6 Hz, 1H); LCMS (electrospray) m/z (M+H)" 490.17
7-Chloro-2-ethyl-N-(4-(4-(trifluoromethoxy)phenoxy)benzyl)imidazo[1,2-a]pyridine-3-
carboxamide (186)

oNH

Z>N \ . OCF;
cl =N

White solid; mp = 141 - 142 °C; 'H NMR (400 MHz, CDCl;) § 1.41 (t, J = 7.6 Hz, 3H), 2.98

..(q, J = 7.6 Hz, 2H), 4.68 (d, J = 5.6 Hz, 2H), 6.09 — 6.11 (m, 1H), 6.91 (dd, J = 2.0, 7.6 Hz,



OCF3 1HNMR (400 MHz, CDC13) 8 1.40 (4, J= 7.6 Hz, 3H), 2.98 (g, J= 7.6 Hz,
2H), 4.63 (d, J= 5.6 Hz, 21-1), 5.74 (s, 1H), 6.05 (brs, 1H), 6.91 (dd, J=
7.6, 2.0 w,20iunze06. 04 (d, J= 9.2 Hz, 2H), 7.06 (d, J= @cB/Erzo11dbizas 7. 12
(d, J= 9.2 Hz, 2H), 7.29 (d, J= 8.8 8, 2H), 7.59 (d, J= 1.6 Hz, 1H), 9.36
(d, J= 7.6 Hz, 1H); LCWVS (electrospray) mz (MtH)+ 489. 22

6- Chl olld), 528 R yI102Nm(, 4447 (18 (df J s . & bzt BH),) hahgds | Jox § udnZ3HD), Fi6@dof £, 20 al pyr

76 rotzalif) 93788 {5 7552 1@%@%@0@%& wallEm 3Py 506 (5,

2H) , 605(brs 1H), 6.97 (d, J= 8 Hz, 7.20-7.33 (m 5H), 7.46 (d,
J= 8.8 Hz, 2H), 7.54 (d, J-92Hz 2H), 953(d, J= 1.2 Hz, 1H); LCWVs

(el ectM@ﬁﬂﬂﬂﬂmmow)benwl)imiduoll,2-a]pvridine-3-carboxamide

7- Chl o;lg;li- ethyl - N-(444-(trifluoronethyl)benzyl oxy)benzyl )i m dazoll, 2-al pyr
i di ne- ar boxam de (201) OCF3 WO 2011/ 113606PCT/ EP2011/ 001345 93 114

NVR (400 MHz, CDCL3) O (t, J= 7.6 Hz, 3, 2.95 (g, J= 7.6k, 21-1),
4.63 (d, J= 5.6 s 2H) 6.03 (brs, 1H), 6.90 (dd, J= 7.6,

2.0 Hz, 1H) @97 7.23 (d, J=8.0 Hz, 2H), 7.28 (d, J=

8.8 Hz,. :8 '7.46 (d,J= 8.8 Hz, 2H), 7.59 (d, J=
2.0 H® N\6(d J:76|1fz, 1H)' LCVS (el ectrospray) miz (MeH) +
504. 25

6- Chl or o- 2 et hyl -N-(4-(4-fluorobenzyl oxy) benzyl )i m dazoll, 2- al pyri di ne- 3-ca

(q, 31 F ey 1) b SPHIR AN Ebigs | G T8RS 1
7 26 Koad ™ o Ha 07485 @2 S g, A Sy nlibinty 36 g 05Ty 6*‘19;?309 b3

(d, J=dy, .6=H_zo 4. 6)Hz, UEYS7 68 l(@at £ 8P HRY XHNI %54 M) =+94382,2(H), 9.53 (d, J = 1.2
Hz, 1H) ); LCMS (electrospray) m/z (M+H)" 424.26

7-Chloro-2-ethyl-N-(4-(4-fluorophenoxy)benzyl)imidazo[1.2-alpyridine-3-carboxamide

(188)

(o)

o “

White solid; mp = 146 - 147 °C; 'H NMR (400 MHz, CDCls) & 1.40 (t, J = 7.6 Hz, 3H), 2.97

(g, J = 7.6 Hz, 2H), 4.66 (d, J = 5.6 Hz, 2H), 6.07 — 6.09 (m, 1H), 6.91 (dd, J = 2.2, 7.4 Hz,
1H), 6.95 — 7.06 (m, 6H), 7.33 (d, J = 8.4 Hz, 2H), 7.59 (d, J=2.2 Hz, 1H), 937 (d, J= 7.2
Hz, 1H) ); LCMS (electrospray) m/z (M+H)" 424.26

6-Bromo-2-ethyl-N-(4-(4-fluorophenoxy)benzylDimidazo[1,2-a]pvridine-3-carboxamide

(189)

poatunis
XN F

'H NMR (400 MHz, CDCl3) & 1.41 (t, J = 7.6 Hz, 3H), 2.98 (q, J = 7.6 Hz, 2H), 4.66 (d, J =
5.6 Hz, 2H), 6.09 (brs, 1H), 6.95-7.06 (m, 6H), 7.34 (d, J = 8.8 Hz, 2H), 7.40 (dd, J= 9.6, 1.6




7-Chl oro-2-et hyl - N- (4- (4-fl uorobenzyl oxy) benzyl )i m dazo[ 1, 2- al pyri di ne- 3-ca
rboxam de (203) Cl 11-1 NWMR (400 MHz, CDC13) 5 1.38 (t, J= 7.6 Hz, 3H),
2.95 (q, wed11b11bés 2H), 4.62 (d, J= 5.6 Hz, 2H), 5.03 EsI/EPE)1,1/061302 (brs,
1H), 6.90 (dd,J= 7.6, 2.4 Hz, 1H), 6.96 (d, J= 8.8 Hz, 2H), 7.07 (dd,J= 8.8
Hz, 2H), 7.30 (d, J= 8.8 Hz, 2H), 7.40 (dd,J= 8.8 Hz, 2H), 7.58 (d,J = 1.6
Hz, 1HHz, BHBE.490(d, J= %76 BlzHiH), 563 (4. OwEl 2 dlze ¢H):ds@MSy (elestrospramipie (WBE20
6-Ch|or?-%-ethyl-N—((2-(4-(trif|uoronethoxy)phenyl)-lH—benzoId1inidazol-5-y
I)neth§ 9 Qnidazoll,Z-aIpyridine-3-carboxanide (204) 0 H NH 111 NWR (400
MHz, DMSO-d6) 1.26 (m 3H), 2.97-3.03 (m 2H), 4.65 (t,0 J= 6.4 Hz, 2H)
WO 2011/ 113606PCT/ EP2011/ 001345 94
6-Chloro-N-(4-(4-chlorophenoxy)benzyl)-2-ethylimidazo[1,2-alpyridine-3-carboxamide

(190)
[//[::iyr—o
oM 1Y
Cl
S NA

White solid; mp = 159 — 160.7 °C; 'H NMR (400 MHz, CDCl3) & 1.42 (t, J = 7.6 Hz, 3H),

2.99 (q, J = 7.2 Hz, 2H), 4.68 (d, J = 5.6 Hz, 2H), 6.10 — 6.11 (m, 1H), 6.94 (d, J = 9.2 Hz,
2H), 7.00 (d, J = 8.8 Hz, 2H), 7.27 — 7.32 (m, 3H), 7.36 (d, J = 8.4 Hz, 2H), 7.55 (d, J=9.6
Hz, 1H), 9.54 (d, J=2.0 Hz, 1H); LCMS (electrospray) m/z (M+H)+ 440.18

7-Chloro-N-(4-(4-chlorophenoxy)benzyl)-2-ethvlimidazof1,2-a]pyridine-3-carboxamide

(191)
[//[::iDF—o
o 1Y
cl
/N\
cl” "N

White solid; mp = 167.1 — 167.9 °C; 'H NMR (400 MHz, CDCl3) & 1.41 (t, J = 7.6 Hz, 3H),

2.98 (q, J = 7.6 Hz, 2H), 4.67 (d, J = 5.6 Hz, 2H), 6.08 — 6.10 (m, 1H), 6.91 (dd, J=2.4,7.6
Hz, 1H), 6.94 (d, /= 8.8 Hz, 2H), 7.00 (d, /= 8.8 Hz, 2H), 7.29 (d, J=9.2 Hz, 2H), 7.35 (d, J
= 8.8 Hz, 2H), 7.60 (d, J = 2.0 Hz, 1H), 9.37 (d, J = 7.6 Hz, 1H); LCMS (electrospray) m/z
(M+H)" 440.18

2-Ethyl-N-(4-(4-(trifluoromethoxy)phenoxy)benzyl)imidazo[1,2-a]pyridine-3-
carboxamide (192) ‘
O H

XN OCF,



(m 2H), 8.24-8.28 (m 1H), 8.52-8.56 (m 1H), 9.09-7.10 (m 1H), 12.96
(ss, 1H); LCMS (electrospray) mz (MH) + 514. 38

7- Chl or o-woeabtwyl13ddd( 2- (4- (tri fl uor omet hoxy) Phenyl) - 1H benzmprdd11/001345

i m dazol -5-y1) et hyl ) i m dazopyri di ne?03- car boxam de (205) HNH C 11-1
NVR (400. MHz; CDC13) 8 1.38 (t, J=7.6 Hz, 3H), 2.97 (q, J = 7.6 Hz, 2H),
4.82 E 3| I\BI\EDR @06 Nﬁaz,dQH):ls) 6.1142 (thJ s, 7.6 Hz, 3H),3B001 ct;(j,J=J 7.;3) Hz,@H)? 4G9Hd, J £H) ,
7.30 (m_1 7.35 , J= 8.0 Hz, 2 7.50-7.52 1 .59 ,.J= 2.0
Lo 20 L0 Bz 2 by, 1L 0 56 . T40) 7 (0 6 2 e, 200701 (i B gy
LCVB (gfe )y = > = =

7ol oF 5 S A XY (%8 Fep e e R T B ot B a2 76!y B
i m daz®lz] 1 5,8 .40y¢d dierte8 Blze AHpD:GMISdelet@6pray) nidz M-H)1 254.88R (400 MHz,
DVSO-d6) 8 1.23-1.28 (m 3H), 2.44 (m 4H), 2.98 (q, J= 7.6 Hz, 2H), 3.59
(m 4H), 3.69 (s, 2H), 4.61 (M 2H), 6.19 (brs, 1H), 7.09 (dd, J = 9.6, 2.0

' D_4)pyriblidle-37- 79
(d, J == ; . 3. m ., O. ) = 7. : . 9. J =
7.6 Hzcadidxami@e AP3ym 1H); LCMS (el ectrospray) mlz (MrH) + 453. 39
6- Chl or 0- 2- et hyl - N- (z i(4-(t rifluoromet hoxy) phenyl ) benzof dl oxazol - 5-

0) net hyl )i m dazo[ 1, 2- al Pﬁ- 3- ear boxam de (207) H O OCF3 Wite solid;
2

11- INVR (400 Mz, 0 (t, J=7.6 Hz, 3H), 2.99 (q, J = 7.6 Hz,
oH), 4.82 (d, J=-8BHO Hz, .20 (brs, 1H), 7.31 (dd, J = 1.6 Hz, 7.6 Hz,
1H), 7.35 = 8.4 Hz, 2H), F.42 (dd, J= 1.6 Hz, 8.4 Hz, 1H), 7.55 (d, J
= 9.2 He, A1NSNZ.59 (d, J = 8.4 Hz, 1H), 7.77

c1” "N

White solid; mp = 167.0 — 167.6 °C; 'H NMR (400 MHz, CDCl;) § 1.41 (t, J = 7.6 Hz, 3H),

2.97 (g, J = 7.6 Hz, 2H), 4.64 (d, J = 6.0 Hz, 2H), 6.09 (t, J = 5.6 Hz, 1H), 6.90 — 6.93 (m,
2H), 7.06 — 7.11 (m, 4H), 7.58 (d, /= 2.0 Hz, 1H), 7.80 (dd, /= 2.8, 8.8 Hz, 1H), 8.20 (d, J =
2.0 Hz, 1H), 9.34 (d, J = 7.6 Hz, 1H); LCMS (electrospray) m/z (M+H)" 425.28

6-Chloro-2-ethyvl-N-((6-(4-(trifluoromethoxy)phenoxy)pyridin-3-yl)methyl)imidazo[1,2-

alpvridine-3-carboxamide (194)

=N\ -0

: )/
NN
oM 1

OCF,
el A

=N
White solid; mp = 154 — 155 °C; 'H NMR (400 MHz, CDCl3) 6 1.42 (t, J= 7.8 Hz, 3H), 2.98

(q, J= 7.6 Hz, 2H), 4.66 (d, J= 6.0 Hz, 2H), 6.14 (t, J= 5.6 Hz, 1H), 6.96 (d, J = 8.4 Hz, 1H),
7.16 (d, J=9.2 Hz, 2H), 7.24 (d, J = 9.2 Hz, 2H), 7.32 (dd, J = 2.0, 9.6 Hz, 1H), 7.54 (d, J =
9.2 Hz, 1H), 7.80 (dd, J = 2.4, 8.4 Hz, 1H), 8.20 (d, J= 2.4 Hz, 1H), 9.51 (d, J= 2.0 Hz, 1H);
LCMS (electrospray) m/z (M+H)" 491.26

7-Chloro-2-ethyl-N-((6-(4-( trifluoromethoxv)phenbxv)pvridin-3-vl)methvl)imidazo[1,&

alpyridine-3-carboxamide (195)




WO 2011/ 113606PCT/ EP2011/ 001345 95 (s, 1H), 8.29 (d, J = 8.8 Hz, 2H), 9.55
(d, J= 1.6 Hz, 1H) ; LCVS (electrospray) mz (MrH) + 515, 517 (Cl- isotope
pattern).wo 2011/113606 PCT/EP2011/001345

7-Chl oro-2-ethyl -N-((2(4-(trifluoromtihoxy) phenyl ) benzol dl oxazol - 5-

yl)met hyl )i m dazo[ 1, 2- al pyri di ne- 3-carboxam de (208) O H White solid;
1HNVR (400" MHz, CDCLBT\801.40 (t, J =7.6 Hz, 3H), 2.98 (q, J= 7.6 Hz,
2H), 4.82 (d, J = 6= : 1/‘ 6.19 (brs, 1H), 6.92 (dd, J= 2.0 Hz, 7.6 Hz,
1H), 7.36 (d, , 2K .41 (dd, J = 2.0 Hz, 8.4 Hz, 1H), 7.59 (d, J
8.8 Hz, 2H) : (s, 1H), 8 @8({d, J= 8.8 Hz, 2H), 9.38 (d, J = 7.6 Hz,
H ; L aFectrospray) mz (I\/Hrl—?)+ 515, 517 (A" isotope pattern).

- Chl or o- \( -\& , oxdi et hyl nor phol i no) benzy1l) - 2- et hyl i m dazoll, 2- al

yri di 8= 3-*"caf'boxam de (209) VWhite solid; nmp = 176 - 177 C, 11-1 NWR

h
400 . 3 ;- (s 3 27, (s. 39 (t, J=7 3H),
22 ( g soligs s Rpr 8 Rry2 ity o i B 1 oy 1073 e 7 76 B, 1)
H ., 3468 (d, P=%0 1) 2H?:,36.144(t,6.1 =(34 HE; 18).66.9E (dRb)= 2.6, 96 Hz,Q-}g,26.(9m(d, :

91 (d, J =8.8 Hz, 1H), 7.26 - 7.31 (m 3H), 7.54ﬁﬂad, J'=9.2 H, 1H),
53 (8.8 Hz, 41, 2.1pd, 172 HengH), &1 24clds d@?-&@z, A, T68-(9,+/ 226183 1H), 7.7

7 Ol 0F e -4 (2 4 5424) [PURRED KPR35, =51 B, Fhazol 1. 2- adpyri dime

-o- Ca

1
6
p
(
2
2
6
9

4-Phenoxybenzyl 6-chloro-2-ethylimidazo[1,2-a]pyridine-3-carboxylate (196)

A0

White solid; mp = 123.3 — 123.8 °C; 'H NMR (400 MHz, CDCl3) § 1.31 (t, J = 7.4 Hz, 3H),

3.10 (q, J= 7.6 Hz, 2H), 4.67 (s, 2H), 7.02 (d, J= 8.4 Hz, 4H), 7.12 (dd, J= 7.2, 7.6 Hz, 1H),
7.34 (dd, J= 7.2, 7.6 Hz, 3H), 7.43 (d, /= 8.8 Hz, 2H), 7.58 (d, J= 9.6 Hz, 1H), 942 (d, J =
2.0 Hz, 1H); LCMS (electrospray) m/z (M+H)" 407.12

6-Chloro-2-ethyl-N-(4-(4-fluorophenoxy)benzyl)-N-methylimidazo[1,2-a]pyridine-3-
carboxamide (197)

White solid; 'H NMR (400 MHz, CDCl;) & 1.37 (t, J = 7.4 Hz, 3H), 2.78 (q, J = 7.6 Hz, 2H),
3.01 (s, 3H), 4.70 (s, 2H), 6.94 — 7.06 (m, 6H), 7.21 — 7.26 (m, 3H), 8.47 (d, J= 9.2 Hz, 1H),
8.47 (d, J= 1.6 Hz, 1H); LCMS (electrospray) m/z (M+H)" 438.20

6-Chloro-2-ethyl-N-(4-(4-(trifluoromethoxy)phenylamino)benzyl)imidazo[1,2-a]

pyridine-3-carboxamide (198)




WO 201

1/ 113606PCT/ EP2011/ 001345 96 Cl Wiite solid; np = 165 - 166 C

NVR (400 MHz, CDC13) 8 1.25 (s, 3H), 1.27 (s, 3H), 1.38 (t, J = 7.6 Hz,

1H

3H), 2 42vOt201111360861. 2 Hz, 2H), 2.94 (g, J = 7.6 Hz, 2HpcTAP4@1(001349= 10. 4
Hz, 3:76 - 3:84 (m 2H) 4.60 (2 J = 5.6 Hz, 2H), 5.99 - 6.01 (m
1H), 689-692(m 3H), 7.28 (d, J = 8.4 Hz, 2H), 7.58 (d, J = 2.0 Hz,
1H), 9.35 (d, H7.2 gH) LCVS (el ectrospray) nlz (MrH) + 427. 32
6- Chl oro 2- et h i n-1-yl)benzyl)im dazoll, 2-al pyri di ne-3-carb
oxam d& V\hlte I|d = 222 - 223 C; 1HNMR (400 M1z, CDC13) 8
138(t Nee=l-2.03 (m 4H) 2.94 (q, J= 7.6 Hz, 2H), 3.29
(Ej, 457(d JOCR. 6 Hz, 595-597(m1H) 6. 56

, m 6 7 3 (d,
i WMwo& E@@s SRY B AT &ﬁmﬁ%@wzﬁ bz, 7m0, s 72
ngm 35%(1%%@ ‘57%*(@%}(1)036670{&9 1yl 7)04)@E2Y) 2 HE 9850186 €a,2) RT3 fiNSHP carb

7.12 (d, J= 8.4 Hz, 2H), 7.28-7.32 (m, 3H), 7.54 (d, J=9.2 Hz, 1H), 9.54 (d, J = 1.2 Hz, 1H);
LCMS (electrospray) m/z (M+H)" 489.22

7-Chloro-2-ethyl-N-(4-(4-(trifluoromethoxyv)phenylamino)benzyvl)imidazo[1,2-a]

pyridine-3-carboxamide (199)

OCF3

lH NMR (400 MHz, CDCls) 6 1.40 (t, /= 7.6 Hz, 3H), 2.98 (q, /= 7.6 Hz, 2H), 4.63 (d, J =
5.6 Hz, 2H), 5.74 (s, 1H), 6.05 (brs, 1H), 6.91 (dd, J = 7.6, 2.0 Hz, 1H), 7.04 (d, /= 9.2 Hz,
2H), 7.06 (d, J = 8.8 Hz, 2H), 7.12 (d, /= 9.2 Hz, 2H), 7.29 (d, /= 8.8 Hz, 2H), 7.59 d, J =
1.6 Hz, 1H), 9.36 (d, J = 7.6 Hz, 1H); LCMS (electrospray) m/z (M+H)" 489.22

6-Chloro-2-ethyl-N-(4-(4-(trifluoromethyl)benzyloxy)benzyl)imidazo[1,2-a]pvridine-3-
carboxamide (200)

OCF
\ —_—

'H NMR (400 MHz, CDCls) & 1.40 (t, J = 7.6 Hz, 3H), 2.96 (q, J = 7.6 Hz, 2H), 4.64 (d, J =
5.6 Hz, 2H), 5.06 (s, 2H), 6.05 (brs, 1H), 6.97 (d, J = 8.4 Hz, 2H), 7.20-7.33 (m, 5H), 7.46 (d,
J=28.8 Hz, 2H), 7.54 (d, J = 9.2 Hz, 2H), 9.53 (d, J = 1.2 Hz, 1H); LCMS (electrospray) m/z
(M+H)" 504.25

7-Chloro-2-ethyl-N-(4-( 4-(triﬂl_10romethvl)benzvloxy)benzvl)imidazoll .2-a] pvridinq—3-
carboxamide (201)

OCF

> HVO/O\/O/ 3
Jon
XN




WD 2011/ 113606PCT/ EP2011/ 001345 97 2H), 5.95 - 6.02 (m 1H), 6.56 (d, J =
8.4 Hz, 2H), 6.85 -6.92 (m 1H), 7.14- 7.31 (m 3H), 7.57 - 7.59 (m 1H),

9.36 (d, wo201/f3ddg, 1H) o PCT/EP2011/001345
7-Chl oro- N-(4- (5, 6-di hydropyridi n-1(24)-yl)benzyl)-2-ethylimdazoll, 2-al pyr
| di ne-3- carboxamde (213) O HN N\ ci //L"---N\ Il NWR (400 Mz,

CDC13) '8 NMR&440 MHz CDGI;18 1.33H),,J 2.720H2, 31), 285 @Y = 26 He, ), 4.63 1d,6/ +z,
2H), 3.38 (t, J= 5.6 Hz, 2H) 3.68-3.72(& 2H) 4.59}81, J- 5.6 Hz, 2H),
5. 79- 55637, A1 5106 (5. 21, 6.03 (bysml H)+-90 &d 37 T 5165 2-01Hg. 11, §876(dod =($r8 Hipl) |
7.27 ( ke . 7 g5 7 34Hg, L = . 1H);
(28 (Bt ol o, PGy g ot e U5 0o deal¥- 1
6- Chl 08 8-Hz,e2Hy I7-99- (4 J(4 210eHby | ), (36 ¢d,nf - %6 Hren k) LOMSsadediosprag) m/z

pyri di ne- 3-, carboxam de (214) No- 1HNWMR (400 MHz, CDC13) 8 0.97 (d, J=
6.4 H(MBH) 025 (m 2H), 1.38 (t, J = 7.6 Hz, 3H), 1.53 (m 1H),
1.72-1.76 (m 2H), 2.66-2.73 (m 2H), 2.95 (g, J= 7.6 Hz, 2H), 3.64-3.67
(m 2H), 4.59 (d, J = 5.6 Hz, 214), 5.99 (brs, 1H), 6.93 (d, J = 8.4 Hz,
214), G-CHlorw2-ethyd-N-(6-(Hfluofdenzylox9)beddyl)iinidgzafl.22a1pykdinei3arboxamidel, J =
9.6 Hz %H), 9.53 (d, J=1.6 Hz, 1H); LCMS (electrospray) mz (MtH) + 411. 40
7- Chl of882b- et hyl - N- ( 4- (4- et hyl pi peri di n- 1-yl ) benzyl )i m dazoll, 2- al

pyri di ne- 3- car b(ﬁ(am' d (2&5’)/©/F
XN

'H NMR (400 MHz, CDCl;) & 1.40 (t, J = 7.6 Hz, 3H), 2.96 (q, J = 7.6 Hz, 2H), 4.63 (d, J =
5.6 Hz, 2H), 5.03 (s, 2H), 6.04 (brs, 1H), 6.96 (d, J = 8.8 Hz, 2H), 7.06 (d, J = 8.8 Hz, 1H),
7.08 (d, J = 8.4 Hz, 1H), 7.28-7.32 (m, 3H), 7.40 (dd, J = 8.8 Hz, 2H), 7.53 (d, /= 9.2 Hz,
1H), 9.53 (d, J = 1.6 Hz, 1H); LCMS (electrospray) m/z (M+H)" 438.20

7-Chloro-2-ethvl-N-(4-(4-fluorobenzvloxy)benzyl)imidazo[l,2-a] pvridine-3-carboxamide

(203)

SOy
ﬁgﬂ
I XN

'H NMR (400 MHz, CDCL3) 5 1.38 (t, J = 7.6 Hz, 3H), 2.95 (q, J = 7.6 Hz, 2H), 4.62 (d, J =
5.6 Hz, 2H), 5.03 (s, 2H), 6.02 (brs, 1H), 6.90 (dd, J = 7.6, 2.4 Hz, 1H), 6.96 (d, J = 8.8 Hz,
2H), 7.07 (dd, J = 8.8 Hz, 2H), 7.30 (d, J = 8.8 Hz, 2H), 7.40 (dd, J = 8.8 Hz, 2H), 7.58 (d, J
= 1.6 Hz, 1H), 9.36 (d, J = 7.6 Hz, 1H); LCMS (electrospray) m/z (M+H)" 438.20

6-Chloro-2-ethyl-N-((2-(4-(trifluoromethoxy)phenvl)-1H-benzo[d]imidazol-5-y])methyl)
imidazo[1,2-a]pyridine-3-carboxamide (204)

o H \/@NH
ci 2
=
U\ ) N)\QOC&
[ \N

'H NMR (400 MHz, DMSO-dj) 1.26 (m, 3H), 2.97-3.03 (m, 2H), 4.65 (1,0 J = 6.4 Hz, 2H),
.7.24.(dd; J = 18:4, 8.0 Hz, 1H), 7.45 (d, J = 9.6, 2.4 Hz, 1H), 7.51-7.56 (m, 3H), 7.65-7.68




No- 1HNMR (400 MHz, CDC13) 8 0.97 (4, J = 6.8 Hz, 3H), 1.35 (m 2H), 1.37
(t, J =7.6 H, 3H), WD 2011/113606PCT/EP2011/001345 98 8.4 Hz, 2H), 7.25
(d, J = 8wé2bim/m3dds, 7.58 (d, J = 2.4 Hz, 1H), 9.36 (d, péTEPZ18/0bB45 1H) ;
LCVS (el ectrospray) mlz (MtH) + 411. 404

6- Chl or o- N- (4- (3, 5-di net hyl pi peridi n-1-yl)benzyl)-2-ethylimdazo[ 1, 2-al pyri
di ne- 3tmc2H)K2M4r88 (12, 16H), 8. ﬂas S6\(ed, 1163y, 919110 rgm, 3 H)572.26-(s< 581)0 LCMBR
(400 ., CDC13): .8 = 6.4 Hz, 6H), 1.35 (t, J = 7.6 Hz, 3H),
1.73 - e¢°§?SRrﬁ¥}%(1\?*2ﬁi6 J =116, 11.6 Hz, 2H), 2.90 (q, 7.6 H,
2H), 3.58 - 3.61 (m 2H), 456(d J =56 Hz, 2H), 6.01 (brs, 1H), 6.90
(d, J = 8.8 Hz, 2H), 722(d J—88Hz 2H, 7.26 (dd, J= 2.0, 9.6 I,
1H), 77<Ghl @hokv)pheny b

CDClB)i X

121. 5,

(el ectrosprayb n
7- Chl or o- N-(4-

B (M
T y
di ne- 3- 1 de ( N

, 43.4, 57.2, 1154 1166 117.0,
.5, 151.3, 151.4, 161.1; LCMS

5, 427 (Cl- isotope pattern).

arj di n-1-yl ) benzyl)-2-ethylimdazo[ 1, 2-al pyri
yellow solid; np = 181.5 - 182.8 C, 111
NIVR(4OO JOCR. 8 Hz, 6H), 135(t J= 7.6 Hz, 3H),
1.74- ¢t 2.17 dd J:116 116Hz H, 2.90 ( ,76Hz 2H)

359 }%»a@%qmz@a o 3§&tgf§7&@ﬂsﬁ§m%&%% gzw@ ad. 9

i3 4J {S%%P 5% gjlbbébrsglﬁ?’ 6(%(43 477§ mHzlﬁ{)’ﬂ_%i‘Wﬁ{ AT Wﬁ%% )i 8

127. 8, 2HRE.5)-7 52800 1H)385% (d, V4620, Hz,3H)37.81%m, 6H).1$07 (d, J€RS Hzl28Dt 9.32pr ay)

Mz (N 2231, 185, LS (R SBaih B 514.31

7-Chloro-2-ethyl-N-{((2-(morpholinomethyl)-1H-benzo[d}imidazol-5-yI)methy])

imidazo[1,2-alpvridine-3-carboxamide (206)
NP
. N/)\\

0
'H NMR (400 MHz, DMSO-ds) & 1.23-1.28 (m, 3H), 2.44 (m, 4H), 2.98 (q, J = 7.6 Hz, 2H),
3.59 (m, 4H), 3.69 (s, 2H), 4.61 (m, 2H), 6.19 (brs, 1H), 7.09 (dd, J = 9.6, 2.0 Hz, 1H), 7.18
(dd, J=9.6, 7.2 Hz, 1H), 7.41 (m, 1H), 7.51 (m, 1H), 7.79 (d, J = 2.0 Hz, 1H), 8.52 (m, 1H),
8.96 (d, J = 7.6 Hz, 1H), 9.37 (d, J = 7.6 Hz, 1H), 12.27 (m, 1H); LCMS (electrospray) m/z
(M+H)" 453.39

6-Chloro-2-ethyl-N-((2-(4-(trifluoromethoxy)phenyl)benzo|d]oxazol-5-

yl)methylimidazo[1,2-alpvridine-3-carboxamide (207)

o_ H
AN N/)\Q\
OCF,

White solid; '"H NMR (400 MHz, CDCl3); § 1.40 (t, J = 7.6 Hz, 3H), 2.99 (q, J = 7.6 Hz, 2H),
4.82 (d, J= 6.0 Hz, 2H), 6.20 (brs, 1H), 7.31 (dd, /= 1.6 Hz, 7.6 Hz, 1H), 7.35 (d, /= 8.4 Hz,
2H), 7.42 (dd, J= 1.6 Hz, 8.4 Hz, 1H), 7.55 (d, J = 9.2 Hz, 1H), 7.59 (d, ] = 8.4 Hz, 1H), 7.77




WO 2011/ 113606PCT/ EP2011/ 001345 99
7- Chl or o- 2- et hyl - N- (4- (4- hydr oxypi peri di n-1-yl ) benzyl )i m dazo[ 1, 2- al
pyri di ne-\wge 20arhgeanm de (218) Pale yellow solid; np = bé9EP2011080349 C, NVR
(400 MHz, DVMsO-d6); 8 1.22 (t, J = 7.®8Hz, 3H), 1.39 - 1.48 (m 2H), 1.76 -
1.81 (m 2H), 2.76- 2.82 (m 2H), 2.92 (q, J=7.2 Hz, 2H), 3.46 - 3. 51 (m
2H) 3(551H) 82952d(Jrﬁ858|-Hz, 2H)39.56dd, J= 1% HzHAH) ZEEM%(eMﬁbSbraW@MH) 1H),
688( ?; a;?707(dd J =20, 7.2 Hz, 1H), 7.18 (d, J= 8.4

157’5177( ds°t9Pf‘=P ez, 1H), 8.37 (t, J = 5.6 Hz, 1H), 8.93 (d, J =
7 2 Hz 1H); LCMS (electrospray) mz (MrH)+ 413, 415 (O - isotope pattern).
2-et hyI 6- rret hyI N—(4 m)rphol | nobenzyl)| mdazoll 2- aI pyri di ne- 3- car boxam de

tk d(2-(4(tri¥Rofrd dxiv ) p HEDE) B 7.2 Hz, 3H),
. . J—48Hz 4H). 3.86 (t, J=
; ~oo—¥r5: 1H), 691(d J= 8.8 Hz,
2H) 1H) 729(d J= 8.8 Hz, 2H), 749(d J=
9.2 Hz 1H), CVB (el ectrospray) mz (I\/H-|)+ 379.
al pyri di ne- 3-

éa§ égigmmt ' 5 ,_4-car boxylic acid (220) O CIN Wiite
solldcl N 8123(t,J—76Hz 3H),1.57 - 1.67 (m
35) L e 5te L 9@%@@1%'?%00 6ty cpéy s L8 (L7 e85, 205 P Aoz, 215 (O

4.82 (d, J= 6.0 Hz, 2H), 6.19 (brs, 1H), 6.92 (dd, J=2.0 Hz, 7.6 Hz, 1H), 7.36 (d, /= 8.0 Hz,

2H), 7.41 (dd, J= 2.0 Hz, 8.4 Hz, 1H), 7.59 (d, J = 8.8 Hz, 2H), 7.77 (s, 1H), 8.28 (d, /= 8.8

Hz, 2H), 9.38 (d, J = 7.6 Hz, 1H) ; LCMS (electrospray) m/z (M+H)" 515, 517 (CI isotope

pattern).

6-Chloro-N-(4-(2,6-dimethylmorpholino)benzyl)-2-ethylimidazo[1.,2-a]pyridine-3-
carboxamide (209)
//Ao

Sl

NH

Cl 2 N \
" =N
White solid; mp =176 — 177 °C; 'H NMR (400 MHz, CDCl3) 6 1.25 (s, 3H), ), 1.27 (s, 3H),

1.39 (t, J = 7.6 Hz, 3H), 2.42 (t, J= 11.2 Hz, 2H), 2.95 (q, J = 7.2 Hz, 2H), 3.46 (d, J = 10.4
Hz, 2H), 3.78 — 3.82 (m, 2H), 4.61 (d, J = 5.6 Hz, 2H), 6.00 — 6.02 (m, 1H), 6.91 (d, J = 8.8
Hz, 1H), 7.26 — 7.31 (m, 3H), 7.54 (d, J = 9.2 Hz, 1H), 9.53 (d, J = 2.2 Hz, 1H); LCMS
(electrospray) m/z (M+H)" 427.32

7-Chloro-N-(4-(2.6-dimethylmorpholino)benzyl)-2-ethylimidazo[1,2-a]pyridine-3-
carboxamide (210)




-3.61 (m 2H), 4.41 (d, J= 5.6 Hz, 2H), 6.90 (d, J= 8.8 Hz, 2H), 7.20 (d,
J= 8.8 Hz, 2H), WD 2011/113606PCT/EP2011/001345 100 7.43 (dd, J = 2.0, 9.6
Hz, 1H), wo@di1(dssod = 9.6 Hz, 1H), 8.38 (brt, J = 5.6 HpcTMdre118003%s (d, J=
2.0 Hz, 1H); LCMS (el ectrospray) mz %41 ( M+H) +.

N- (4- (Azepan-1-yl)benzyl)-6-chl oro-2-ethylimdazoll, 2-al pyri di ne- 3-car boxam
ide (221) 1HNMR (400 MHz, 13) 8 1.26 (t, J = 7.2 Hz, 3H), 1.38 (m 4H),
1.53-1.56 (m 4H), 2.95 (g7 35 7.6 Hz, 2H), 3.45 (t, J= 5.6 Hz, 4H), 4.56
(d, J 5 6 Hz, 2H), (br , 1H), 6.68 (d, J = 8.8 Hz, 2H), 7.21 (d, J-
8.8 Hz, 728 . 2.0 Hz, 2H), 7.53 (d, J= 9.6 Hz, 1H), 9.53
(d, J = 2 4 CMS (el ectrospray) mz (MtH) 411. 40

N (4- (Aze an- 1 enzyl) 7-chl oro-2-et hyl i mi dazoll, 2-al pyri di ne- 3- car boxam
|de(222) \HNI\/R(4OOM—IZ CDC13) 8 1.38 (t, J=7.6 Hz, 3H), 1.52-1.55
(m 4H), ,294(q, J=7.6 Hz, 2H), 3.45(t,J:6.0Hz, 4H) ,
4.56 (@) 2Hz, 5.95 (brs, 1H), 6.67 (d, J= 8.8 Hz, 2H) 689
(dd, J = 1 6 1H),
9. 36 (wm@sondzsmnqr lmrwé’m@ @MM@%MI;I; Gpgt% Mi(ﬂ(ﬂﬁ)m 27'(s, S,

7- Chl oro- N- (4-(3a, 4-di hydro- 1H-i soi ndol-2(3H, 7H, 7aH) -yl ) benzyl )-2-ethyl i m d
azoll, 384, pyr V dilhe-33)c AdB dk ol d&.2(I222H), P4 Naaht7ed Hal 2Hd), 3145 @, MvRL @400

Mz, CDC13): .8.1.36,,(t, ~15 7.6 Hz. 1 , J= 4.0, Hz.  16. 2
> 55 Bogity 76 St o By 5 38 nrg2f, § 965 601 GnouE 885 8o 20D
2H), 331 i@@léde 582}!12,,2}? 8.582(d, 21 2.03H22 1 HYlh. 3§fdﬁJ4= Hz HS. 18{)H1,CMS+)
455(d J = 67 (s, 2H), 5.94 (brs, 1H, 6.51 (d, J = 8.8
Hz, 2Helecgoggayae/z MEHY 8712, 7.6 Hz, 1H), 7.22 WO

2011/ 113606PCT/ EP2011/ 001345

6-Chloro-2-ethyl-N-(4-(pvrrolidin-1-yDbenzyl)imidazo[1,2-a]pyridine-3-carboxamide

(211)
r@ ND
NH .

Cl A N \
=N .
White solid; mp = 222 — 223 °C; 'H NMR (400 MHz, CDCl3) 6 1.38 (t, J = 7.4 Hz, 3H), 1.99

—2.03 (m, 4H), 2.94 (q, J = 7.6 Hz, 2H), 3.29 (t, J = 6.6 Hz, 4H), 4.57 (d, J = 5.6 Hz, 2H),
5.95 - 5.97 (m; 1H), 6.56 (d, J = 8.4 Hz, 2H), 7.22 — 7.30 (m, 6H), 7.53 (d, /= 9.6 Hz, 1H),
9.53 (d, J= 1.6 Hz, 1H); LCMS (electrospray) m/z (M+H)" 383.24

7-Chloro-2-ethyl-N-(4-(pyrrolidin-1-yl)benzyl)imidazo[1,2-a]pvridine-3-carboxamide
212

O

Z N N\
c1” "N
"H NMR (400 MHz, CDCl5) 6 1.35 — 1.42 (m, 3H), 1.93 — 1.96 (m, 2H), 1.99 - 2.02 (m, 2H),
2.90 — 2.99 (m, 2H), 3.28 (t, J = 6.4 Hz, 2H), 3.38 (t, J = 6.4 Hz, 2H), 4.57 (d, J = 4.8 Hz,



101 (d, J= 8.8 Hz, 2H), 7.57 (d, J = 2.0 Hz, 1H), 9.35 (d, J = 7.6 Hz, 1H);
LCVB (el ectrospray) mz (MrH)+ 435, 437 (a- isotope pattern).

N (4- (1Hweabndialsod( 3H, 3aH, 4H, 5H, 6H, 7H, 7aH) - v1) benzyl ) - PcaldPosio/2t3et hyl i m d
azo[ 1, 2- al pyridine-3-carboxam de (22) \Wite solid; Il NVR (400 Mz,
CDC13); 8 1.36 (t, J = 7.6 Hz, 3H), 1.40 - 2.03 (m 8H), 2.29 - 234(m

2H) , 2219)2 5(%p, — 662‘.(m21[—]2) 6.264(d, .B—BB’eHd,dZH)JiS&:S—269Q(m91H)|—&142H)31G*n,ZfQ{de

J=6.8 5 J.= 5.2 Hz, 2H), 5.97 (brs, 1H), 6.49 (d,
J = 8.%;%2‘,7?%-&’“%)85)3“3’,;37% ZAHYy 7.6 Hz, 1H), 7.21 (d, J = 8.4 Hz,
2H), 7.56 (d, J = 2.4 Hz, 1H), 933(d J=7.6 Hz, 1H) ; LCMS

(el ectrospray) n12 (IVH—|) 437 439 (cr I sot ope pzlittern)1

/ ‘ 3 jriding-33 dazo[ 1,
2- al pé/r di ne: 3- i;’boxamde (225) \ V\hlte solid; 11-1 NI\/R(400 VHz
CDC13)—§—14§£¢¢—1 = 7.6 Hz, 3H) 1.74 - 1.77 (m 4H), 2.63 (m 4H), 2.97
(q, J-76Hz 2H) , 468( 6.0 Hz, 2H), 6.14 (brs, 1H), 6.78 (s, 2H),
691(dd J= : 732(d J=8.4 Hz, 2H), 7.38 (d, J= 8.4
Hz, 759d 1H),936(d J=72Hz 1H) ; LCMS
(el ectros ra \ z (NH—|)+ 433 435 (CF i sotope pattern)

6- Chl op ((21-(4-(trifluoronethoxy)benzyl)piperidin-4-0)nmethyl)im’
dazol 1 - al pyr| d| ne- 3- car boxam de (226) WO 2011/ 113606PCT/ EP2011/ 001345

%02 W{‘}Z %IMR' (400 Msz—cm@lg 511722£(t ggi NM?{%Q@) 49,2, @@&13)2}15 2,933 Jas 716 (m

1. 99 -Hz, Zié) B8 (2,H5 526 Hg, 2HH%>, B68-B 12 (zH)Z,H)sg 69 (@2) =3 ftHz, Hz5 792[5-982 (31,41
(t I P53 % 01 2 115 o (s, 131) 6.88:883 b, 31, 7274027 =88 1z, 21), 7.58 (d, J

= 1.6 Hz, 1H), 9.36 (d, J= 7.6 Hz, 1H); LCMS (electrospray) m/z (M+H)" 395.35

6-Chloro-2-ethyl-N-(4-(4-methylpiperidin-1-yl)benzyl)imidazo[1,2-a]pyridine-3-
carboxamide (214)

O

"H NMR (400 MHz, CDCl3) § 0.97 (d, J = 6.4 Hz, 3H), 1.35 (m, 2H), 1.38 (t, J= 7.6 Hz, 3H),
1.53 {m, 1H), 1.72-1.76 (m, 2H), 2.66-2.73 (m, 2H), 2.95 (¢, J = 7.6 Hz, 2H), 3.64-3.67 (m,
2H), 4.59 (d, J = 5.6 Hz, 2H), 5.99 (brs, 1H), 6.93 (d, J = 8.4 Hz, 2H), 7.25 (d, J = 7.6 Hz,
2H), 7.29 (dd, J= 9.6, 2.0 Hz, 1H), 7.53 (d, /= 9.6 Hz, 1H), 9.53 (d, J= 1.6 Hz, 1H); LCMS
(electrospray) m/z (M+H)" 411.40

7-Chloro-2-ethyl-N-(4-(4-methylpiperidin-1-yl)benzyl)imidazo[1,2-a]pyridine-3-
carboxamide (215) '

O

'H NMR (400 MHz, CDCl3) § 0.97 (d, J = 6.8 Hz, 3H), 1.35 (m, 2H), 1.37 (t, /= 7.6 Hz, 3H),
1.51-1.53 (m, 1H), 1.72-1.75 (m, 2H), 2.66-2.73 (m, 2H), 2.94 (q, J = 7.6 Hz, 2H), 3.64-3.67
(m, 2H), 4.59 (d, J = 5.6 Hz, 2H), 5.98 (brs, 1H), 6.90 (dd, J = 7.6, 2.4 Hz, 1H), 6.93 (d, J =




7.15 (d, J = 8.0 Hz, 2H), 7.28 (dd, J = 2.4, 9.6 Hz, 1H), 7.34 (d, J = 8.4
Hz, 2H), 7.53 (d, J 9.6 Hz, 1H), 9.49 (d, J = 1.6 Hz, 1H) ); LCM5

(el ect r oswoaw/mbes ( MrH) 495, 34 PCT/EP2011/001345

6- Chl or o- 2- et hyl - N4(1- (4-fl uor obenzylgspi peri di n-4-yl ) met hybi m dazoll, 2- al py
ri di ne-3- carboxamde (227) O r-ON NH CI /LN White solid; nmp = 176 - 177
C 1148 HNFRz,(210)) M\2%z(d, GDEB3) Hz, 2HR37.58 1d.30=(# I24)1,H)1944 (df J <76 Hz,61 i,

76 2H), 1.95 -2.00 2H), 2.88
-2 91 %&&%@ewﬁé‘@yk‘a@@dﬁﬂ 641}1124]0 (ms Ogb(t, J= 6.4 Hz,(mzH),H)3.46 (s,

2H), 5.87- 5.89 (m 1H), 6.99 (dd, J—84 8.8 Hz, 2H), 7.25 -7.30 (m 3H),
7.53 (d, J- 9.6 Hz, 1H), 9. 48 (d J=1.6 Hz, 1H) ); LCVS (electrospray) niz
( MrH) +6-1doABN-(4-(3,5-di Ipi 1 )-2-ethylimidazo[1,2-alpyridine-3-

7-Chl oro-2-eth I-2N- (1-(4-(trifluoronethoxy)benzybpi peridin-4-yl)methybimd
azo[ 1, %—QME’ 3-carboxam de (228) 0 11\111 C  Wiite solid; np =
145 146 C; 1HNWR (400 MHz, 13) 5 1.33 - 1.39 (m 2H), 1.44 (t, J =7.6
Hz, 3H), 1.62 - - 1.76 (m 2H), 1.96 - 2.02 (m 2H),
2.88 -2.91 (mg .6 Hz, 2H), 3.41 (t, J= 6.4 Hz, 2H), 3.48
(s, 2H), 5.87 6.88 (dd, J= 2.0, 7.6 Hz, 1H), 7.15 (d, J
= 8.0 Ek 2H), 7.58 (d, J = 2.4 Hz, 1H), 9.31 (d,
J=7.2 Hz ray) miz (MH) + 495. 20

QJ“

Pale yellow solid; mp = 157.2 — 158.0 °C; 'H NMR (400 MHz, CDCl3); 6 0.91 (d, /= 6.4 Hz,

6H), 1.35 (t, J= 7.6 Hz, 3H), 1.73 — 1.81 (m, 4H), 2.16 (dd, J = 11.6, 11.6 Hz, 2H), 2.90 (q,
7.6 Hz, 2H), 3.58 — 3.61 (m, 2H), 4.56 (d, J = 5.6 Hz, 2H), 6.01 (brs, 1H), 6.90 (d, /= 8.8 Hz,
2H), 7.22 (d, J= 8.8 Hz, 2H), 7.26 (dd, J=2.0, 9.6 Hz, 1H), 7.49 (d, /= 9.6 Hz, 1H), 9.49 (d,
J = 2.0 Hz, 1H); *C NMR (100 MHz, CDCl3); & 13.3, 19.6, 23.6, 30.9, 42.2, 43.4, 57.2,
115.4, 116.6, 117.0, 121.5, 126.3, 127.8, 128.2, 128.9, 144.5, 151.3, 151.4, 161.1; LCMS
(electrospray) m/z (M+H)" 425, 427 (CI’ isotope pattern).

7-Chloro-N-(4-(3,.5-dimethylpiperidin-1-yl)benzyl)-2-ethylimidazo[1,2-a}pyridine-3-
carboxamide (217)

0
NH
g8
XN

Pale yellow solid; mp = 181.5 — 182.8 °C; 'H NMR (400 MHz, CDCls);  0.92 (d, J = 6.8 Hz,

6H), 1.35 (t, J= 7.6 Hz, 3H), 1.74 — 1.82 (m, 4H), 2.17 (dd, J = 11.6, 11.6 Hz, 2H), 2.90 (q,
7.6 Hz, 2H), 3.59 — 3.62 (m, 2H), 4.57 (d, J = 5.2 Hz, 2H), 6.01 (brs, 1H), 6.87 (dd, J = 2.0,
7.6 Hz, 1H), 6.91 (d, J = 8.8 Hz, 2H), 7.23 (d, J = 8.8 Hz, 2H), 7.57 (d, J = 2.0 Hz, 1H), 9.33
(d, J=17.6 Hz, 1H); °C NMR (100 MHz, CDCls); & 13.4, 19.6, 23.6, 30.9, 42.2, 43.4, 57.2,
114.7, 115.1, 115.7, 116.6, 127.8, 128.6, 128.9, 133.6, 146.1, 151.3, 151.6, 161.1; LCMS
(electrospray) m/z (M+H)" 425, 427 (CI' isotope pattern).



6- Chl oro-2-ethyl -N-(1-(4-(trifluoronethoxy)benzyl)piperidin-4-yl)imdazof1,
2- alpyridi ne- 3- car boxani de (229) WO 2011/ 113606PCT/ EP2011/ 001345 103 Cl
Wit e solwd;zonpi1360857 158. C; 11-1 NWVR (400 MHz, CDC13) PCci/Ep301(tp13ds 7.6
Hz, 3H), 1.56 - 1.66 (m 2H) 2.05 -2910 (m 1H), 2.22 - 2.27 (m 2H), 2.81
-2.84 (m 2H), 2.98 (q, J— .6 Hz, 2H), 353(s 2H) 4.08 - 4.11 (m 1H),
5. 69 - 78 HWarg- N-(3-(3-h b ridide3;: 9.6 Hz,

1), 7.36 (dJ =84 H, 2H) 7.53 (d, J= 9.2 Hz, 1H), 9.46 (d, J= 1.6 Hz,
1H) ); 4&%—@@%@(—3&3 spray) n12 (M-H) + 481. 26

(6-Chloro-2-ethylimd pyr|d|n 3-y1) (4-(4-(trifluoromethoxy)benzyl o
Xy) piperidin-lgyl ( 1IHNVR (400 MHz, CDC13) 5 1.38 (t, J=
7.2 Hz, 3H), 1. NH7 ,1.94(m2H) 278(q,J:76Hz 2H) ,

3.51 (m 2 374 (m 1H) 3.89 (m 2H), 4.58 (s, 2H), 7.19-7.23 (m 3H),
7.38 (d, JE 8N4 2H), 7.51 (d, J = 9.6 Hz, 1H), 8.48 (s, 1H): LCMVB
(electrg =Nz (M+H) 481.26

6- Chl oro-2-ethyl - N4(1-(4-(trifluoromethoxy)Phenvl)4H pyrazol - 3-yl) net hyl)
I m dazpdid, y2i18wPsolidd i} =3t70ar bopgar e, (H23MIR (400 MHz, DMSO-d6); § 1.22 (t, J =

7.2Hz, 3H), 1.39 — 1.48 (m, 2H), 1.76 — 1.81 (m, 2H), 2.76 — 2.82 (m, 2H), 2.92 (q, J= 7.2
Hz, 2H), 3.46 — 3.51 (m, 2H), 3.57 — 3.62 (m, 1H), 4.39 (d, /= 5.6 Hz, 2H), 4.64 (d, J= 4.0
Hz, 1H), 6.88 (d, J = 8.4 Hz, 2H), 7.07 (dd, J = 2.0, 7.2 Hz, 1H), 7.18 (d, J = 8.4 Hz, 2H),
7.77 (d, J = 2.0 Hz, 1H), 8.37 (t, J = 5.6 Hz, 1H), 8.93 (d, J = 7.2 Hz, 1H); LCMS
(electrospray) m/z (M+H)" 413, 415 (CI isotope pattern).

2-ethyl-6-methyl-N-(4-morpholinobenzyl)imidazo[1.2-a]pyridine-3-carboxamide (219)
H ™ o
N\/@/ N_J
Me A N N
. \N

White solid; '"H NMR (400 MHz, CDCl3) & 1.38 (t, J= 7.2 Hz, 3H), 2.35 (s, 3H), 2.94 (q, J =
7.6 Hz, 2H), 3.15 (t, J= 4.8 Hz, 4H). 3.86 (t, J = 4.Hz, 4H), 4.61 (d, J= 5.2 Hz, 2H), 6.00
(brs, 1H), 6.91 (d, J= 8.8 Hz, 2H), 7.16 (dd, /= 2.0 Hz, 9.2 Hz, 1H), 7.29 (d, /= 8.8 Hz, 2H),
7.49 (d, J=9.2 Hz, 1H), 9.20 (s, 1H) ; LCMS (electrospray) m/z (M+H)" 379.

1-(4-((6-Chloro-2-ethvlimidazo[]1.2-alpyridine-3-

carboxamido)methyDphenyl)piperidine-4-carboxylic acid (220)

O
NH

|
C/N\

N \N
White solid; 'H NMR (400 MHz, DMSO-d%); § 1.23 (t, J= 7.6 Hz, 3H), 1.57 — 1.67 (m, 2H),
1.85 — 1.89 (m, 2H), 2.34 — 2.41 (m, 1H), 2.68 — 2.74 (m, 2H), 2.94 (q, J = 7.6 Hz, 2H), 3.58

—3.61 (m, 2H), 4.41 (d, J = 5.6 Hz, 2H), 6.90 (d, J = 8.8 Hz, 2H), 7.20 (d, J = 8.8 Hz, 2H),



OCF3 NVR (400 MHz, CDCl13) 5 1.48 (t, J = 7.6
Hz, 2H), 4.80 (d, J = -4.8.Hz, 2.H),6.49 (d, J
111), 7. A9e0%oBB1géws 3H), 7.55 (d, J = 9.2 Hz,
2H), 7.90 (d, J = 2.4 Hz, 1H), 9.56 (dy J = 2.

(el ectrospray) mz (M-H) + 464. 19

7- Chl o7 @32 ddyt Sy 2-0N9 (6(Hz,(1H)( f716i4f(dub1=(9rfeHh,0W)) ﬂh’xSr(brt)J £15.6°Hrarid), 9DSyd) set hyl )

|28|1I1;]I ﬁ@d{iﬁﬁéﬁ/k&%&e%@fgﬁy fﬁ &t’%&sz N\ 1HNI\/R (400 MHz, CDC13) 5

1.47 (t, J=7.6 Hz, 3H), 3.11 (q, J = 7.6 Hz, 2H), 4.79 (d, J = 5.2 Hz,
OH), 6.48 (d, J = 2.4 Hz, 2H) 6 68 (brs, 1H), 6.91 (dd, J = 7.6, 2.0 Hz,
1H). 7.32 (d, J = 8.4 Hz, 7.60 (d, J = 2.0 Hz, 1H), 7.70 (d, J = 6.8
Hz, 2HN- (47(A%Déd-1-\ﬂl)lnn2vﬂ-ﬂ=kzhloﬁd42 et@lﬁﬁndad_g[ﬂ#albvﬁndrﬁe%éldd}boiﬂﬁe (221)

(el ectrospray) mz (MH) + 4
6- Chl or o- 2- et byl - |\ 4( 1-(4- ( ri I uoronet hyl | ) phenvl) - 1H pyrazol - 3-y1) net hybi
m dazo [1 2- al Ndi € bo m de (233) CF3

Hz, 3H), 3.12 (q, J = 7.6
= 2.4 H, 2H), 6.69 (brs,
1H), 7. 70pCa/EPdor/001335 Hz,

0 Hz, 1H); LCMS

) lH NMR (400 MHz, CDCls) & 1.26 (t, J = 7.2 Hz, 3H), 1.38 (m, 4H), 1.53-1.56 (m, 4H), 2.95
(g, J = 7.6 Hz, 2H), 3.45 (t, J = 5.6 Hz, 4H), 4.56 (d, J = 5.6 Hz, 2H), 5.97 (brs, 1H), 6.68 (d,
J=8.8 Hz, 2H), 7.21 (d, J = 8.8 Hz, 2H), 7.28 (dd, J= 9.6, 2.0 Hz, 2H), 7.53 (d, /= 9.6 Hz,
1H), 9.53 (d, J= 2.4 Hz, 1H); LCMS (electrospray) m/z (M+H)" 411.40

N-(4-(Azepan-1-yl)benzyl)-7-chloro-2-ethvlimidazo[1,2-alpyridine-3-carboxamide (222)
oy

'H NMR (400 MHz, CDCl;) & 1.38 (t, J = 7.6 Hz, 3H), 1.52-1.55 (m, 4H), 1.78 (m, 4H), 2.94
(q, J = 7.6 Hz, 2H), 3.45 (t, J = 6.0 Hz, 4H), 4.56 (d, J = 5.2 Hz, 2H), 5.95 (brs, 1H), 6.67 (d,
J = 8.8 Hz, 2H), 6.89 (dd, J ="7.6, 2.4 Hz, 1H), 7.20 (d, J = 8.8 Hz, 2H), 7.57 (d, J=2.4 Hz,
1H), 9.36 (d, J = 7.6 Hz, 1H); LCMS (electrospray) m/z (M+H)* 411.40

7-Chloro-N-(4-(3a,4-dihydro-1H-isoindol-2(3H,7H,7aH)-yl)benzyl)-2-ethylimidazo[1,2-

a]lpyridine-3-carboxamide (223)

White solid; 'H NMR (400 MHz, CDCL); 8 1.36 (t, J = 7.6 Hz, 3H), 1.96 (dd, J = 4.0 Hz,
16.4 Hz, 2H), 2.25 - 2.31 (m, 2H), 2.45(dd, J = 5.2 Hz, 8.8 Hz, 2H), 2.92 (q, J = 7.6 Hz, 2H),
3.11 (dd, J= 5.2 Hz, 8.8 Hz, 2H), 3.39 (dd, J = 6.4 Hz, 8.8 Hz, 2H), 4.55 (d, J= 5.2 Hz, 2H),
5.67 (s, 2H), 5.94 (brs, 1H), 6.51 (d, J = 8.8 Hz, 2H), 6.89 (dd, J = 2.0 Hz, 7.6 Hz, 1H), 7.22




(400 MHz, DMBO-d6) 5 1.29 (t, J

.62 (d, J = 5.6 Hz, 2H), 6.59 (d, Hle) 7.46 (dd, J:92,
,  W.20W/G3606d, J= 9.2 Hz, 1H), 7. = 8.8 HecrTAre118006s(d, J =
, 2H), 8.55 (t, J= 5.6 Hz, 1H),108.62 (d, J:24Hz 1H), 9.10 (d, J=
, 2H); LCMS (el ectrospray) mz (MH) + 448. 37

| o(dyJ/2= 88HL,-2M) 757((4; {+r2.0 IHm Bi)ES.BY {d, pﬁmﬁxélﬁz,ll-l-l)@)ﬂ@ﬂ@l(eﬁeyds)pw)hyl )i

1 3-car boxa de (234) CF3 1HNWR (400 MHz, DWVBO-d6) 5
('E"; G\% ﬁ; ‘gyié%@)lso?mé’a M)y = 7.6 Hz, 2H), 4.61 (d, J = 5.6 Hz,
H),658(d J= 2.8 Hz, 1H), 711(dd J:76 2.0 Hz, 1H), 7.80 (d, J =
Hz,lH) 787(d J—88Hz,2H) 8.06 (d, J-88Hz 2H) , 852(tJ
.6 N i dHA1P.SH ¢ FhH)-8l Avl)-7-¢kloro-2- éﬂhllﬂl B 2
ectrosg,r!aég ;rdz! (I\/Hrl—p! %I gg 13 V\D 2011/ 113606PCT/ EP2011/ 001345 105
I ophenyl) - 1H- pyrazol - 3-yl ) net hyl )i m dazof 1, 2-a
r

di ne- 3-car boxam de (Z/i,\jnH NN NCN NVR (400 WMHz, CDC13) 8
11

3H), 3.02 (g, J = 7.6 H,

7.
J
8

t, J= 7. J=7.6 Hz, 2H), 4.79 (d, J = 4.8 Hz, 2H),
br s, 7.16 (dd, J = 8.8 Hz, 2H), 7.30
, 7.55 (d, J— 6Hz, 1H), 7.61-7.64 (m 2H), 7.85
9.56 (d, J= 2.0 Hz, 1H); LCVS (electrospray) niz

A pyr Mvéeseiﬁiéﬁmg#@é e BRI Y Rkt 4 96 i) AT 05 o S T *
2.29 - 2.34 (m, 2H), 2.92 (q, /= 7.2 Hz, 2H), 3.16 (dd, J= 5.2 Hz, 9.2 Hz, 2H), 3.29 (dd, J =
6.8 Hz, 8.8 Hz, 2H), 4.55 (d, J = 5.2 Hz, 2H), 5.97 (brs, 1H), 6.49 (d, J = 8.4 Hz, 2H), 6.88
(dd, J¥ 2.4 Hz, 7.6 Hz, 1H), 7.21 (d, J= 8.4 Hz, 2H), 7.56 (d, J=2.4 Hz, 1H), 933 (d, J =
7.6 Hz, 1H) ; LCMS (electrospray) m/z (M+H)" 437, 439 (CI" isotope pattern)

7-Chloro-2-ethyl-N-(4-(4.5.6.7-tetrahydro-2H-isoindol-2-vl)benzyl)imidazo{1,2-

alpvridine-3-carboxamide (225)
H —
Vere®

White solid; 'H NMR (400 MHz, CDCls); 6 1.39 (t, J = 7.6 Hz, 3H), 1.74 — 1.77 (m, 4H),
2.63 (m, 4H), 2.97 (q, J = 7.6 Hz, 2H), 4.68 (d, J = 6.0 Hz, 2H), 6.14 (brs, 1H), 6.78 (s, 2H),
6.91 (dd, J=2.0 Hz, 7.6 Hz, 1H), 7.32 (d, /= 8.4 Hz, 2H), 7.38 (d, J = 8.4 Hz, 2H), 7.59 (d, J
= 2.0 Hz, 1H), 9.36 (d, J = 7.2 Hz, 1H) ; LCMS (electrospray) m/z (M+H)" 433, 435 (CI’

~ isotope pattern).

6-Chloro-2-ethyl-N-((1-(4-(trifluoromethoxy)benzyl)piperidin-4-yl)methyl)imidazo|1,2-
a]pvridine-3-carboxamide (226)




\ C 1HNWR (400 MHz, CDC13) 8 1.46 (t, J=
2H), 4.78 (d, J = 4.8 Hz, 2H), 6.46 (d, J
6.91 (dd,wé 2w111186062. 4 Hz, 1H), 7A6 (dd, J
3H), 7.85 (d, J = 2.4 Hz, 1H), 9.39 (b J=
mz (M+H)+ 398 14

gag]): 0 y1 me’t ‘h& :x?lll‘rnlf ggﬂz%’fclfl?{gW?ﬁg)ng?ar%)gx@n? Eg 4(712@@ zmh}ilq%&:]gll a
I L300 O01S) A g 4 Lau 3 7, - 208 A0 35 8 7

(d, J 2H§ 300<H(Zq J1=H)u6 Hz 221{)7 334 U =39 Hz/28%- 37515@ QHI) 5339 g J=194Hs3, 191)4)
9.54 (d H) CVB (el ectrospray) 04. 25
2011/ 113@6@9&%@5&11%@1@4@%&24 9.6 1z, 1H¥ 754 0 PR 2 5075 53d s -

ot ny ) S Q8 4998 2 Freisk MBBMECHS echolorl gl SR DI TGR (200 b,

CDC13) 8 1.42 (t, J—76Hz 3H), 188197(m 3H), 2.26 (m 1H), 2.74-
. 40 ,

7.6 Hz, 3H), 3.11 (q, J= 7.6 Hz,
= 2.0 Hz, 1H), 6.69 (brs, 1H),
2.8 Hz, 2HpCT/kr281/001345 (M

7.6 Hz, 1H); LCMS (el ectrospray)

2.78 2 6 Hz, 2H . 96 d, J=_7.6_Hz,
1H), ggn-ﬁhllt;i)mﬂ-eﬁhyldé-%(l - ﬂum;oben ryl e idin-4ry 4 dazaf a|pyridine-3-
7487;,(])0 27y 55 (d, J—92Hz 1H), 7.68 (s -1H) 954 (d,.J= 2.0

Hz, rospray) m z (I\/H-|)+ 438. 40

6- ChI or o- 2-et hyl - ~tALf L uor omet hoxy) phenoxy) met hybi m dazoll, 2- al pyri di
ne (239) C
NH

F

Cl SN N |
~ =N

White solid; mp = 176 - 177 °C; '"H NMR (400 MHz, CDCl3) 6 1.33 — 1.39 (m, 2H), 1.44 (t,J

= 7.6 Hz, 3H), 1.62 — 1.70 (m, 1H), 1.72 — 1.76 (m, 2H), 1.95 — 2.00 (m, 2H), 2.88 — 2.91 (m,
2H), 2.99 (q, J = 7.6 Hz, 2H), 3.05 (t, J = 6.4 Hz, 2H), 3.46 (s, 2H), 5.87 — 5.89 (m, 1H), 6.99
(dd, J = 8.4, 8.8 Hz, 2H), 7.25 - 7.30 (m, 3H), 7.53 (d, J = 9.6 Hz, 1H), 9.48 (d, J = 1.6 Hz,
1H) ); LCMS (electrospray) m/z (M+H)" 429.29

7-Chloro-2-ethyl-N-((1-(4-(trifluoromethoxv)benzyl)piperidin-4-yDmethyl)imidazo[1,2-

a]pyridiné-3-carboxamide (228)

o0

/N\
N

Cl
White solid; mp = 145 - 146 °C; 'H NMR (400 MHz, CDCls) § 1.33 — 1.39 (m, 2H), 1.44 (t,J
= 7.6 Hz, 3H), 1.62 - 1.69 (m, 1H), 1.72 - 1.76 (m, 2H), 1.96 — 2.02 (m, 2H), 2.88 — 2.91 (m,
2H), 2.99 (q, J = 7.6 Hz, 2H), 3.41 (t, J = 6.4 Hz, 2H), 3.48 (s, 2H), 5.87 (t, J= 5.4 Hz, 1H),
6.88 (dd, J=2.0, 7.6 Hz, 1H), 7.15 (d, J = 8.0 Hz, 2H), 7.33 (d, /= 8.4 Hz, 2H), 7.58 (d, J =
2.4 Hz, 1H), 9.31 (d, J= 7.2 Hz, 1H) ); LCMS (electrospray) m/z (M+H)" 495.20

6-Chloro-2-ethyl-N-(1-(4-(trifluoromethoxy)benzyl)piperidin-4-yl)imidazo[1,2-

a]pyridine-3-carboxamide (229)




OCF3 Wiite solid; np = 127 - 128 C, 111 NMR (400 MHz, CDC13) 8 1.34 (t,
J=7.6 Hz, 3H), 2.82 (g, J= 7.6 Hz, 211), 5.27 (s, 2H), 7.00 (d, J =9.2
Hz, 2H), wok®11(d3e0d= 9.2 Hz, 2H), 7.53 (dd, J = 0.8, 9. 2chmp2dioo138s 12 (dd,
J=0.8, 2.0 Hz, 1H); LCMS (el ectrospney) mz (MH)+ 371.07

N-((6-Chl oro-2-ethylimdazoll, 2-al pyridin-3-yl)nethyl)-4-(trifluoronethoxy)
ani I i n€l(240) C V\hite soljid; 1H NWR (400 MHz, CDC13) 8 1.35 ( J= 7.6 Hz,

3H), 2.82.(q, o= , 3.67 (t, J = 4.6 Hz, 1H), 4.50 (d, J = 5.2
He, 2Hf en72J(d, J =]s.8 2H), 7.13 (d, J = 8.8 Hz, 2H), 7.51 (dd, J=
2.0, 9. 1@ 51 (OFIS0ER Hz, 1H). 8.10 (d, J= 12 Hz, 111); LOVS
(el ectrosprdy) Mz (MrH)+ 370.11 WD 2011/ 113606PCT/ EP2011/ 001345 107

Wi te solid: :191-1920 111NI\/R(400M-IZ CDC13) 8 1.35 ( J = 7.6
Hz, 3H), 2.82 (q, J- 7.2 Hz, 3.22 - 3.24 (m 4H), 3.26 - 3.28 (m 4H),
3

i sgtmot §97 Lrse ?*)ﬁé*ﬁa@?@‘@ wfiZ §0G)E 1 431 v 27 8%, SEPF 6™,
h( ?J'éa ! édé')o@z SR PSS GRANEY b o3, é%vﬁh')gzéférsémw & A bhimelibxy) an

i 1ine [242), 3.53 (s, 2H), 4.08 —4.11 (m, 1H), 5.69 — 5.71 (m, 1H), 7.17 (d, J = 8.0 Hz, 2H), 7.29
(dd, J = 2.0, 9.6 Hz, 1H), 7.36 (d, J = 8.4 Hz, 2H), 7.53 (d, J = 9.2 Hz, 1H), 9.46 (d, J = 1.6
Hz, 1H) ); LCMS (electrospray) m/z (M+H)" 481.26

{(6-Chloro-2-ethylimidazo[1,2-a]pyridin-3-y}(4-(4-(trifluoromethoxy)benzyloxy)

piperidin-1-yl)methanone (230)

(0] OCF3
N

'H NMR (400 MHz, CDCl3) & 1.38 (t, J= 7.2 Hz, 3H), 1.71-1.78 (m, 2H), 1.94 (m, 2H), 2.78
(q, J = 7.6 Hz, 2H), 3.51 (m, 2H), 3.74 (m, 1H), 3.89 (m, 2H), 4.58 (s, 2H), 7.19-7.23 (m,
3H), 7.38 (d, J= 8.4 Hz, 2H)I, 7.51 (d,J=9.6 Hz, 1H), 8.48 (s, 1H); LCMS (electrospray) m/z
(M+H)" 481.26
6-Chloro-2-ethyl-N-((1-(4-(trifluoromethoxy)phenyl)-1H-pyrazol-3-yl)methyl)

imidazo[1,2-a]lpyridine-3-carboxamide (231)

OCF,
0 H N\N
N
/
o] \/K/
N \N

'H NMR (400 MHz, CDCls) 8 1.48 (1, J = 7.6 Hz, 3H), 3.12 (q, J = 7.6 Hz, 2H), 4.80 (d, J =

-4.8 Hz, 2H), 6.49 (d, J = 2.4 Hz, 2H), 6.69 (brs, 1H), 7.29-7.33 (m, 3H), 7.55 (d, J = 9.2 Hz,
1H), 7.70 (d, J = 9.2 Hz, 2H), 7.90 (d, J = 2.4 Hz, 1H), 9.56 (d, J = 2.0 Hz, 1H); LCMS
(electrospray) m/z (M+H)" 464.19

7-Chloro-2-ethyl-N-((1-(4-(trifluoromethoxy)pheny}-1H-pyrazol-3-yl)methyl)

“imidazg[1.2-a]pvridiné-3-carboxamide (232)




Cl Wite solid; np = 148.6- 148.8 C, 11-1 NWR (400 MHz, CDC13) 8 1.35 (t,
J =7.4 H, 3H), 2.82 (g, J=7.6 Hz, 2H), 4.50 (s, 2H), 6.74 (d, J = 8.8
Hz, 2H), Wo%W111136061 (m 6H), 7.15 (dd, J= 2.0, 9.6 Hz; ptiEr20i1P134sl, J=
9.2 Hz, 1H), 8.16 (d, J= 1.2 Hz, 1H);104CV5 (el ectrospray) mz (MH)+ 396.17
5(6-Chl oro-2-ethylimdazoll, 2-al pyridin-3-yl)-344-(trifluoronethoxy)benzyl)
-1,2,4- oxadiazole (243) O Cl Pale yellow solid; np = 146.4 - 146.9
C, 11-1 NWR (400 MHz, 8 1.42 (t, J =7.6 Hz, 3H), 3.22 (q, .J=17.2
Hz, 2H), 4.20 (s, 2H), 7. d J =8.0 H, 2H), 7.40 (dd, J= 2.0, 9.6 Hz,
1H), 7.46 (d, H8. 8NHg, 2H), 7.65 (d, J = 9.6 Hz, 1H), 8.47 (d, J = 1.2

Hz, 1H): LCMS ( 'éu,:@%gray) mz (MeH) + 423. 10
hyl i mazo[ 1, 2- abwri di n-3-0) - 5- ((4- (4-

2- (7-Chl ops™
(trifluorgqumetiho henyl ) pi perazi n-1-0) net hyl ) -1, 3, 4- oxadi azol e (244) WO

2011/ 1T3608PCTNEP2011/ 001345 108 OCF3 Cl
'H NMR (400 MHz, CDCl3) & 1.47 (t, J = 7.6 Hz, 3H), 3.11 (q, J = 7.6 Hz, 2H), 4.79 (d, J =
5.2 Hz, 2H), 6.48 (d, J = 2.4 Hz, 2H), 6.68 (brs, 1H), 6.91 (dd, J= 7.6, 2.0 Hz, 1H), 7.32 (d, J
= 8.4 Hz, 2H), 7.60 (d, J = 2.0 Hz, 1H), 7.70 (d, J = 6.8 Hz, 2H), 7.90 (d, J = 2.0 Hz, 1H),
9.39 (d, J= 7.6 Hz, 1H); LCMS (electrospray) m/z (M+H)" 464.19

6-Chloro-2-ethyl-N-((1-(4-(trifluoromethyl)phenyl)-1H-pyrazol-3-yl)methyl)imidazo
[1,2-a]pyridine-3-carboxamide (233)

CF;
(0] H N-N
N/
cl LS
NS \N

'H NMR (400 MHz, DMSO-ds)  1.29 (t, J = 7.6 Hz, 3H), 3.02 (q, J = 7.6 Hz, 2H), 4.62 (d, J
= 5.6 Hz, 2H), 6.59 (d, J = 2.8 Hz, 1H), 7.46 (dd, J = 9.2, 1.6 Hz, 1H), 7.67 (d, J = 9.2 Hz,
1H), 7.87 (d, J = 8.8 Hz, 2H), 8.06 (d, J = 8.4 Hz, 2H), 8.55 (1, J = 5.6 Hz, 1H), 8.62 (d, J =
2.4 Hz, 1H), 9.10 (d, J = 2.0 Hz, 2H); LCMS (electrospray) m/z (M+H)" 448.37

7-Chloro-2-ethyl-N-(( 1-(4-(trifluoromethyl)phenvl)-1H-pvrazol-3-vl)methvl)imidazo
[1,2-a]pyridine-3-carboxamide (234)

CF;
0 H N\N
N
\/U
XN

'H NMR (400 MHz, DMSO-ds) & 1.28 (t, J= 7.6 Hz, 3H), 3.02 (q, J = 7.6 Hz, 2H), 4.61 (d, J
= 5.6 Hz, 2H), 6.58 (d, /= 2.8 Hz, 1H), 7.11 (dd, J=17.6, 2.0 Hz, 1H), 7.80 (d, J= 2.0 Hz,
1H), 7.87 (d, J = 8.8 Hz, 2H), 8.06 (d, J = 8.8 Hz, 2H), 8.52 (t, /= 5.6 Hz, 1H), 8.61 (d, J =
2.4 Hz, 1H), 8.97 (d, J= 7.6 Hz, 1H); LCMS (electrospray) m/z (M+H)" 448.13



Pale yellow solid; Ili NVR (400 MHz, CDC13) 1.41 (t,LI J = 7.4 Hz, 3H),
2.83 (t, J= 4.8 Hz, 4H), 3.16 (q, J = 7.6 Hz, 2H), 3.23 (t, J = 4.8 Hz,
4H), 4. 03y620112hD6066. 88 (d, J= 9.2 Hz, 2H), 7.05 (dd, Jpcz/eP019461348, 1H),
7.10 (d, J= 8.4 Hz, 2H), 7.70 (d, J=1856 Hz, 1H), 9.42 (d, J= 7.6 Hz, 1H);
LCVS (el ectrospray) mlz (MtH) + 507. 24

5- ( 6- ChtChilor@2eaithyl- NA(Het-Ahbrophenpl) s HRHpy r8z0)-3) vl imfdaao| hknoxy) benzyl
)-1,2,4- qxadiazole (245) Yellow solid; nmp = 129.9 C, 1HNWR (400 MHz,
00013)2@91112&5&_4_““@, 3H), 3.22 (q, J= 7.2 Hz, 2H), 4.16 (s, 2H),
6.93 - 7.04 (m 6H), 7.36- 7.89 (m 3H), 7.63 (d, J= 9.6 Hz, 1H), 9.48 (d,
J= 2.0 Hz, LCVE (el g ospray) mz (MrH) + 449

6- Chl or o- N, 2 d| et hylim da , 2- al pyridi ne- 3-earboxam de (246) NH Wite

solid; rrp=17((;‘> 7HC,  NEN 400 MHz, CDC13); 8 1.29 (t, J = 7.2 Hz, 3H),
143(t J % 2.99 (q, J=7.2 Hz, 2H), 3.51 - 3.57 (m 2H),
5.79(1&1 , J = 2.4 H, 9.6 Hz, 1H), 7.51 (d, J= 9.6 Hz, 1H
9.45 (d, H; LCM5 (el ectrospray) rﬂz (MtH) + 252. WO

2011/ 1136 /hEP2 11/ 001345 109 White solid; = 162.2 C; 1HNWR (400 M—Iz

(m 2hi gt Caoh Yz, ot g Fanfy U =7 a i %»hhilis( 5 Toitg, I, §3 e L=
7.28 (d% HZ, 2H)26Q16"{%1 JL50 i, 111{?'06 7(7(b(‘§§ 1(}@5 7~1ﬁd8 S=tzg HEHM), 934)7@1(10'&%J =

2.0 Hz, 1H)" el ectrospray
7- Chl 008, Zr(th,ylHN-7(154(d3 gt 916I1dmrldﬁef7lﬁdx'&z§4a(rph%Hy 17.85 gd YireR Myl iH)J 8561 1, 2-

?::3@1/;') ?& 5@32§§&%ﬁ¥_ﬁnle§/’7s(éffﬁﬁimsg |t @@“ﬁﬁ”%?f 192.6 C, 1H NWR (400 I\/Hz

7-Chloro-2-ethyl-N-((1-(4-flucrophenyl)-1H-pyrazol-3-v)methylDimidazo[1,2-a]

pyridine-3-carboxamide (236)

F
O H \:
N N
w
/N\
SN

Cl
'H NMR (400 MHz, CDCLy) 8 1.46 (1, J = 7.6 Hz, 3H), 3.11 (g, J = 7.6 Hz, 2H), 4.78 (d, J =
4.8 Hz, 2H), 6.46 (d, J = 2.0 Hz, 1H), 6.69 (brs, 1H), 6.91 (dd, J= 7.6, 2.4 Hz, 1H), 7.16 (dd,
J= 8.8 Hz, 2H), 7.59-7.64 (m, 3H), 7.85 (d, J= 2.4 Hz, 1H), 9.39 (d, /= 7.6 Hz, 1H); LCMS
(electrospray) m/z (M+H)" 398.14

6-Chloro-2-ethyl-N-((1-(4-(trifluoromethoxv)phenyl-4.5,6,7-tetrahydro-1H-indazol-4-

ylmethyl)imidazo[1.,2-a]pyridine-3-carboxamide (237)

o H
N
Cl

'H NMR (400 MHz, CDCl3) & 1.41 (t, J = 7.6 Hz, 3H), 1.89-1.98 (m, 3H), 2.27 (m, 1H), 2.77-
2.84 (m, 2H), 2.96 (q, J = 7.6 Hz, 2H), 5.40 (m, 1H), 5.96 (d, J = 8.0 Hz, 1H), 7.29-7.34 (m,
3H), 7.54-7.58 (m, 3H), 7.70 (s, 1H), 9.54 (d, J = 1.2 Hz, 1H); LCMS (electrospray) m/z
(M+H)* 504.25




J= 7.2 H, 2H), 4.75 (d, J= 6.0 Hz, 2H), 6.19 (brt, J= 6.0 Hz, 1H), 6.88
(dd, J = 2.0, 7.6 Hz, 1H), 7.26 (d, J = 8.8 Hz, 2H), 7.36 (d, J = 7.6 Hz
1H), 7.43w0dd11/d36067.2, 7.6 Hz, 1H), 7.48 - 7.59 (m 5H)’CT@Z-P3(311)(00|134§: 7.

Hz, 1H); LCMS (electrospray) mz 474106076 (MtH)+ (Cl i sotope pattern).
2-Ethyl -7-methyl -N-(4-(trifluoronet hoxy)benzybi m dazo[ 1, 2- al pyri di ne-3-carb
oxani de-Qliddey-2-ethylPél @ -(defluanvuphehy k4,516J7 tbRah vided - NHind CEoCH3Y D methivl)33 (t, J-
7.6 Hz, 3H) 22.91(, J 4.64 (d, J= 5.2 Hz, 2H), 6.25 (brt,
_ 5.2l 1) , ide (338) 1 1H), 7.16 (d, J = 8.4 Hz, 2H),
7.30 (s, 1H),o7.a5( = 8.4 H, 2H), 9.19 (d, J =7.2 Hz, 1H. WO

' 1345 110 0 OCF3 Br Wite solid; 1HN|\/R(400 MHz,
Hz H, 2.94 (q, J= 7.6 Hz, 2H) 4.67 (d, J=5.6

CDC13) €l .
Hz, 2%1)\3@% ) B, 6.99 (dd, J= 1.6, 7.2 Hz, 1H), 7.19 (d,
J—84Hz 'N 7.38 (aN J= Fz, 2H), 7.75 (d, J= 1.6 Hz, 1H), 9.25 (d,
2LEt g SINER 00 Mtz SRG1e) 3 183 bt TR BB B8l 7 D 26 0py 224
car boxangqg{ 28)2.96 (q, J = 7.6 Hz, 2H), 5.40 (m, 1H), 5.96 (d, J = 7.6 Hz, 1H), 7.17 (dd, J—

8.0, 8.8 Hz, 2H), 7.31 (dd, J = 9.2, 2.0 Hz, 1H), 7.48-7.50 (m, 2H), 7.55 (d, J = 9.2 Hz, 1H),

7.68 (s, 1H),9:54 (d, J=2.0 Hz, 1H); LCMS (electrospray) m/z (M+H)" 438.40

6-Chloro-2-ethyl-3-((4-(trifluoromethoxy)phenoxy)methyl)imidazo[1,2-alpyridine (239)

@N:g\o
N
N

White solid; mp = 127 - 128 °C; 'H NMR (400 MHz, CDCL;) § 1.34 (t, J = 7.6 Hz, 3H), 2.82

OCF;

(g, J= 7.6 Hz, 2H), 5.27 (s, 2H), 7.00 (d, J = 9.2 Hz, 2H), 7.19 (d, /= 9.2 Hz, 2H), 7.53 (dd, J
=0.8,9.2 Hz, 1H), 8.12 (dd, J= 0.8, 2.0 Hz, 1H); LCMS (electrospray) m/z (M+H)+ 371.07

N-((6-Chloro-2-ethylimidazo[1,2-a]lpyridin-3-vl)methyl)-4-(trifluoromethoxy)aniline

(240)
Cl
oy
N

White solid; 'H NMR (400 MHz, CDCls) § 1.35 (J = 7.6 Hz, 3H), 2.82 (q, J = 7.2 Hz, 2H),
3.67 (t, ] = 4.6 Hz, 1H), 4.50 (d, ] = 5.2 Hz, 2H), 6.72 (d, ] = 8.8 Hz, 2H), 7.13 (d, ] = 8.8 Hz,

“2H), 7.51 (dd, J = 2.0, 9.6 Hz, 1H), 7.51 (d, J= 9.6 Hz, 1H), 8.10 (d, J = 1.2 Hz, 1H); LCMS
(electrospray) m/z (M+H)" 370.11

OCF,

N-((6-Chloro-2-ethylimidazo[1,2-a]pyridin-3-yl)methyl)-4-(4-(4-fluorophenyl)piperazin-
1-yDaniline (241)




%

te solid; 1H NWMR (400 MHz, CDC13); 5 1.38 (t, J= 7.6 Hz, 3H), 2.97 (q,
J=7.6 Hz, 2H), 4.68 (d, J= 6.0 Hz, 2H), 6.25 (brs, 111), 6.79 - 6.84 (m
1H), 7.00w0cd11/113608. 0, 9.6 Hz, 1H), 7.19 (d, J= 8.4 Hz, rRiHEP2M18813¢48l, J=
8.4 Hz, 211), 9.16 (d, J= 6.8 Hz, 1Hpe7
7-Chl oro-2-ethyl -N-((4'-fornyl bi phenyl-4-yl)nethybi m dazoll, 2-al pyri di ne- 3-
c oxam de(252) NH CI White §olid; 1HNMR (400 MHz, CDC13); 5 1.40 (t,
J .6 Hz, 3H), 2.97 (q, J:, 2H), 4.75 (d, J= 6.0 Hz, 2H), 6.18
(brt, % 6.0 Hz, 1H), 6¢8ON(AYZJ= 2.4, 7.6 Hz, 1H), 7.47 (d, J= 8.4 Hz,

2 9 (d, J—2HZN\%IH), 7.63 (d, J = 8.0 Hz, 2H), 7.73 (d, J= 8.0 Hz,

, 2H), 9.36 (d, J= 7.6 Hz, 1H), 10.05 (s, 1H); 13C

~ A4F. 413. 4, 23.8, 43.4, 114.9, 115.9, 127.8, 128.0,

128. 4, : h 5, 133.8, 135.5, 138.7, 139.3, 146.3, 146.7, 151.9,
161. 4, 19NU\ hidden 1 aromatic carbon). WD 2011/ 113606PCT/ EP2011/ 001345
111
2-Et hyl-6-fluoro-N-(4-(4-(trifluoromethoxy)phenoxy)benzyl)i m dazoll, 2- al
pyri di wani@-sotidf mpxamdre 19256) 'H NMR (400 MHz, CDCl;) § 1.35 (J = 7.6 Hz, 3H), 2.82

(q, J = 7.2 Hz, 2H), 3.22 - 3.24 (m, 4H), 3.26 — 3.28 (m, 4H), 3.40 (br s, 1H), 4.50 (s, 2H),
6.75 (d, T ='8.8 Hz, 2H), 6.92 — 7.01 (m, 6H), 7.14 (dd, J = 1.6, 9.2 Hz, 1H), 7.51 (d, J=9.6
Hz, 1H), 8.18 (d, J= 1.2 Hz, 1H); LCMS (electrospray) m/z (M+H)" 464.32

N-((6-Chloro-2-ethylimidazo[1.,2-alpvridin-3-y])methyl)-4-(4-fluorophenoxy)aniline
(242)

‘?Q\mﬁﬂl

White solid; mp = 148.6 — 148.8 °C; '"H NMR (400 MHz, CDCl;) & 1.35 (t, J = 7.4 Hz, 3H),

2.82 (q, J= 7.6 Hz, 2H), 4.50 (s, 2H), 6.74 (d, J = 8.8 Hz, 2H), 6.90 — 7.01 (m, 6H), 7.15 (dd,
J=2.0,9.6 Hz; 1H), 7.52 (d, /= 9.2 Hz, 1H), 8.16 (d, /= 1.2 Hz, 1H); LCMS (electrospray)
m/z (M+H)"396.17
5-(6-Chloro-2-ethylimidazo[1,2-a]pyridin-3-yI)-3-(4-(trifluoromethoxy)benzyl)-1,2.4-
oxadiazole (243)

N OCF,

Pale yellow solid; mp = 146.4 — 146.9 °C; 'H NMR (400 MHz, CDCl;) & 1.42 (t, J= 7.6 Hz,

3H), 3.22 (q, /= 7.2 Hz, 2H), 4.20 (s, 2H), 7.21 (d, J = 8.0 Hz, 2H), 7.40 (dd, J = 2.0, 9.6 Hz,
1H), 7.46 (d, J = 8.8 Hz, 2H), 7.65 (d, J = 9.6 Hz, 1H), 8.47 (d, J = 1.2 Hz, 1H); LCMS
(electrospray) m/z (M+H)" 423.10

2-(7-Chloro-2-ethylimidazo[1,2-a]pyridin-3-y1)-5-((4-(4-
(trifluoromethoxy)phenyl)piperazin-1-yl)methyl)-1,3,4-oxadiazole (244)




Wiite solid; np = 133.4 C, 1HNMR (400 MHz, CDCl13) .5 1.42 (t, J= 7.6 Hz,
3H), 3.00 (q, J =7.6 Hz, 2H), 4.68 (d, J= 5.6 Hz, 2H), 6.12 -6.14 (m 1H),
6.98 -7. 0802mu/ABdos 7. 18 (d, J= 8.8 Hz, 2H), 7.23 -7.28PCmMEPH)I/00i3458 (dd,
J=5.2, 9.6 Hz, 1H), 9.44 - 9.46 (m 1aH); LCMS (el ectrospray) mz (M+H)+
474,

6- Br ono- 2- et hyN\gl/(\éh(?b\(t rifluoromet hoxy)phenoxy)benzyl)lini dazoll, 2-al
baxa

pyri di ne- 3- B *jBrN\ OCF3 White solid; nmp = 152.9 C,
114 NMVR (400 42(t J=7.4 Hz, 3H), 2.99 (q. J = 7.6 Hz,
2H), 4.68 56Hz \# BOCR; - 6. 14 (m lH) 6.98 - 6.03 (m 4H),
7.18 (d, , 2H), 7.37 (d, J= 8.4 HZ, 1H), 7.40 (dd, J= 2.0, 9.6 Hz,
1H), 7Ch '?J-92HZ 1H), 9.63 (d, J= 1.2 Hz, 1H) ); LCMS

| ect 3
(2€Ete ﬁyfig‘ g’ﬁ@wﬁ S{)Tﬂﬁi’l- HW]H i a%f g’r#éﬁﬂ&x{ﬁ@%‘ﬁ%x@?%ﬁ%@% 2%30%’2011 82H%fl pyrid
;3 ne- f ﬁmbm@ny&a 62—1‘25)2H) GC:;FB(tP.a#et &/le 41\19 a@m(a 2HL)H61MR ((14D9 9M‘Hz 23@913)
(d. J-wS%dchz/ %n>96éie:_1f@b?t10(9438é%2m+5 70@5 9’3=1 6eﬂzadfpn9 42,@ J7 11

-7 14 7 , 2 (d, J= 8.4 Hz, 1H), 9.11
LM%Hﬁgct?g@p{e C)tra’n?rgﬁl‘%iz%ﬁ% s07: zé‘\/\0(2011/ 113606PCT/ E)P2011/ 00(1:5),45

5-(6- Chloro-2-ethyllm1dazo[1 2-a]pvridin-3-y1)-3-(4-(4- fluorophenoxy)benzvl) 1,2.4-
oxadiazole (245)

' f@ﬁ
oyl

Yellow solid; mp = 129.9 °C; '"H NMR (400 MHz, CDCl3) 811.41 (t, J = 7.8 Hz, 3H), 3.22

(q,J=17.2 Hz, 2H), 4.16 (s, 2H), 6.93 — 7.04 (m, 6H), 7.36 — 7.39 (m, 3H), 7.63 (d, J=9.6
Hz, 1H), 9.48 (d, J= 2.0 Hz, 1H); LCMS (electrospray) m/z (M+H)" 449

6-Chloro-N.2-diethylimidazo[1,2-a]pyridine-3-carboxamide (246)

o)
NH

il o 4
W \N
White solid; mp = 176.7 °C; '"H NMR (400 MHz, CDCl3); 6 1.29 (t,J=7.2 Hz, 3H), 1.43 (t, J
= 7.6 Hz, 3H), 2.99 (q, J= 7.2 Hz, 2H), 3.51 — 3.57 (m, 2H), 5.79 (brs, 1H), 7.27 (dd, J=2.4
Hz, 9.6 Hz, 1H), 7.51 (d, J=9.6 Hz, 1H), 9.45 (d, /= 2.4 Hz, 1H); LCMS (electrospray) m/z
(M+H)" 252.

6-Chloro-2-ethyl-N-isobutylimidazo[1,2-a]pyridine-3-carboxamide (247)

NH
<l

TN



112

2-Ethyl-7-methyl -N-(4-(4-(trifluoronmethoxy)phenoxy)benzyni m dazo[ 1, 2-al pyri
di ne- 3- omphoxansee (256) Pale yellow solid; nmp = 133. ecErpiéi1d34£ 400
MHz, CDC13); 5 1.36 (t, J- 7 6 Hz, 3Hpg 2.39 (s, 3H), 2.93 (q, J= 7.6 Hz,
2H), 4.65 (d, J= 5.6 Hz, 613(brt J=5.6 Hz, 1H), 6.71 (dd, J= 1.05;

12 it 0 B R ekl £y S 8 BT
5 S i R AP A a2

MHz, C@Q&&)H) 5.28.(88 xizome@leileﬁﬁm @696 9(61HzJFH)79617|'@;J25)0HQ oa);(d,
J=5.6 : 211) 6.29 (brt, J= 5. 2 (m 1H), 6.96 - 7.02
(m 51LPMSr(eigctrosvraz)7 #{M2H)" 289. 32 -7.35 (m 2H) 9 12 (dd, J= o 8, 7.2
Hz, 111); LCMVS (el ectrospray) mz 474 (MH) + .

2-Ethyl-6-fl uoro-N-(4- (4 (trlfluororrethoxy)benzyl oxy)benzyfl I m dazo[ 1, 2-al p
yri di ng=Ghlo£@-2bakanV. bi Philperidate-d;, 1H
NVR (400 NMHz CDClB) 51.37 (t, J=7.2 Hz, 3 2.93 (q, J= 7.2 Hz, 211),
4. 62 (a;m_’szﬂ_ﬂi,iill), 5.06 (s, 2H), 6.06 (brt, J=5.6 Hz, 1H), 6.95 (d,
J= 8.8 Hz, 2H), 7.22 26 (m 3H), 7.29 (d, J= 8.4 Hz, 211) 7.45 (d, J=
8.8 Hz, 211) 7.47 - A (m 1H), 9.43 - 9.45 (m 111); LCVS

(el ectrospray) z,{ 48 NEH) + . :

/CL OCF;

White solid; mp = 192.6 °C; "H NMR (400 MHz, CDCly); & 1.37 (t, J = 7.2 Hz, 3H), 2.95 (q,

J=17.2 Hz, 2H), 4.75 (d, J= 6.0 Hz, 2H), 6.19 (brt, J= 6.0 Hz, 1H), 6.88 (dd, /=2.0, 7.6 Hz,
1H), 7.26 (d, J= 8.8 Hz, 2H), 7.36 (d, J=7.6 Hz, 1H), 7.43 (dd, J=7.2, 7.6 Hz, 1H), 7.48 —
7.59 (m, SH), 9.33 (d, J= 7.6 Hz, 1H); LCMS (electrospray) m/z 474, 476 (M+H)" (CI’

isotope pattern).

2-Ethyl-7-methyl-N-(4-(trifluoromethoxy)benzyl)imidazo[1,2-a]lpyridine-3-carboxamide

(249)
//@OCF:;
o)

NH

XN

Pale yellow solid; "H NMR (400 MHz, CDCls); § 1.33 (t, J = 7.6 Hz, 3H), 2.91 (q, J= 7.6 Hz,
2H), 4.64 (d, J = 5.2 Hz, 2H), 6.25 (brt, J = 5.2 Hz, 1H), 6.69 (dd, J = 1.6, 7.2 Hz, 1H), 7.16
(d,J = 8.4 Hz, 2H), 7.30 (s, 1H), 7.35 (d, J = 8.4 Hz, 2H), 9.19 (d, J= 7.2 Hz, 1H).

7-Bromo-2-ethyl-N-(4-(trifluoromethoxy)benzvl)imidazo[1,2-a]pyridine-3-carboxamide
250




WO 2011/ 113606PCT/ EP2011/ 001345 113
6- Brono- 2-et hyl - N- (444-(trifl uoromet hoxy) benzyl owThenzypi m dazoll, 2-al pyrid
i ne- 3- caybaosamitees(259) Pale yellow solid;, np = 189. 7 pCr/oedMi 1/06030@s MHz,
CDC13); 1.36(t, J= 7.6 Hz, 3H), 2. 921((;1, J =7.6 Hz, 2H), 4.62 (d, J = 5.6
Hz, 2H), 5.05 (s, 2H), 606(brt J 5.6 Hz, 1H), 6.95 (d, J = 8.4 Hz,
2H), 7.21 (d, J = 8., cuf),, 7.29 (d J=8.8 Hz, 2H), 7.36 (dd, J= 2.0,
9.2 Hz, 1H), 7.43 -  (m "3H), 9.60 (d, J:20Hz,1H);LCMS
(eI ectrospray) iH548, 550 (M+H) (Br- isotope pattern).

-Ethyl - N-(4- (47 (trifluoronethoxy)benzyl oxy)benzyl)im dazoll, 2-al pyri di ne-3
- carboxa (i 0 OCF3 Wiite solid; nmp = 138.7 C, 1HNWR (400 WHz,
CDC13) ; N ,\J = 7.6 Hz, 3H), 2.91(q, J=7.6 Hz, 2H), 4.60 (d, J=
5.6 HzBr2H). 503 (s, 2H), 6.14 (brt, J = 5.6 Hz, 1H), 6.85 (ddd, J = 1.2,
7.2, 7 7.26
"2 Ov%ll%ol#)é% hﬁ%ﬁ%ﬁé(ﬂ%&fﬂr(ﬁ)(ﬁ;)"‘% 1. % g%oxgé %Hﬂgﬁﬁﬂ#ﬂ?’%ﬁ%@@g
J= 7. 2417,(d,LHF 5. d_Hk/,SZ}d)ebd(St(bnsubFéy@sz]zI-I)4?5C99((w&,I:&5=F1 6, Mla Hz, 1H), 7.19(d,J=

e P, PSR S S R BB 0 1 Srer

2:Ethyl-8-fluoro-N-(4-(trifluoromethoxy)benzyl)imidazo[1.2-a]pyridine-3-
carboxamide(251)

OCF,

O
NH

=~ "N N\
XN
F
White solid; '"H NMR (400 MHz, CDCl;); § 1.38 (t, J = 7.6 Hz, 3H), 2.97 (q, /= 7.6 Hz, 2H),
4.68 (d, J= 6.0 Hz, 2H), 6.25 (brs, 1H), 6.79 — 6.84 (m, 1H), 7.00 (dd, J = 8.0, 9.6 Hz, 1H),
7.19 (d, J= 8.4 Hz, 2H), 7.38 (d, J = 8.4 Hz, 2H), 9.16 (d, J = 6.8 Hz, 1H).

7-Chloro-2-ethvl-N-((4'-formylbiphenvl-4-yl)methyD)imidazo[1,2-alpyridine-3-
carboxamide(252)

NH

White solid; '"H NMR (400 MHz, CDCl3); § 1.40 (t, J = 7.6 Hz, 3H), 2.97 (q, J = 7.6 Hz, 2H),
4.75 (d,J= 6.0 Hz, 2H), 6.18 (brt, /= 6.0 Hz, 1H), 6.89 (dd, J=2.4, 7.6 Hz, 1H), 7.47 (d, J=
8.4 Hz, 2H), 7.59 (d, J= 2.4 Hz, 1H), 7.63 (d, J= 8.0 Hz, 2H), 7.73 (d, J= 8.0 Hz, 2H), 7.93
(d,J=8.4 Hz, 2H), 9.36 (d, J= 7.6 Hz, 1H), 10.05 (s, 1H); °C NMR (100 MHz, CDCl3)

5 13.4,23.8,43.4,114.9,115.9, 127.8, 128.0, 128.4, 128.7, 130.5, 133.8, 135.5, 138.7, 139.3,
146.3, 146.7, 151.9, 161.4, 192.0 (hidden 1 aromatic carbon).

™ \N



N. OCF3

11-1 NVR (400 MHz, CDC13) 8 1.42 (t, J
2H), 4.

7.22 (
7.61 (
J =17.
7-Chl o
al pyri

WO 2011/ 113606PCT/ EP2011/ 001345 114 Of-white solid; np = 194 C
= 7.4 Hz, 3H), 3.00 (q, J= 7.6 Hz,
72v0@masdwe2 Hz, 2H), 6.14 (t, J = 5.2 Hz, 1H), peTA®2018/0884{ M 1H),

d, J =8.0 Hz, 2H), 7.30- 7.351¢m 3H), 7.42 (d, J = 8.4 Hz, 2H),
d, J =8.8 Hz, 1H), 7.94 (d, J = 8.8 Hz, 2H), 8.45 (s, 1H), 9.41 (d,

Z-Eihxl-ﬁ_«i{m'orh -(®(teifluop6 e hen n midazo]1,2-a]pyridine-3-
ro-2-ethyl -N444(44trifl uoromet hoxy) benzyl)am no) benzyl )i m dazo[ 1, 2-

w&aﬁﬁé&bmde(%z) OCF3 0 CIN Wite solid, np = 169.6 C 11-1

NVR (400 MHz, CDC13)—81.36 (t, J = 7.6 Hz, 3H), 2.05 - 2.12 (m 2H), 2.93
(9, J =7.2 Hz, 2 : s, 1H), 4.55 (d, J =5.2 Hz, 2H), 5.99 - 6.01
(m 1H), 6.60(d,/J\g’4 H, 6.87 (d, J= 7.6 Hz, 1H), 7.17 (d, J= 8.0

Hz, 4H), 7.38(

-NH; ~"g 0 oH), 7.56 (s, 1H), 9.33 (d, J = 7.2 Hz, 1H):

LCVS (& ray) nlz (MrH) ©0Bs
2- Et hyl - I444)qe (4-(trifluoronethoxy)benzyl)am no)benzyl)im dazo[ 1, 2-al
pyri di ne3-Xar Boxam de (263)

White solid; mp = 133.4 °C; 'H NMR (400 MHz, CDCl3) § 1.42 (t, J= 7.6 Hz, 3H), 3.00 (q, J

= 7.6 Hz, 2H), 4.68 (d, J= 5.6 Hz, 2H), 6.12 — 6.14 (m, 1H), 6.98 — 7.03 (m, 4H), 7.18 (d, J =
8.8 Hz, 2H), 7.23 - 7.28 (m, 1H), 7.58 (dd, /= 5.2, 9.6 Hz, 1H), 9.44 — 9.46 (m, 1H); LCMS
(electrospray) m/z (M+H)" 474,

6-Bromo-2-ethyl-N-(4-(4-(trifluoromethoxy)phenoxy)benzyl)imidazo[1,2-a]pvridine-3-
carboxamide (254)

° NH

Br N N\ OCF;
N

White solid; mp = 152.9 °C; 'H NMR (400 MHz, CDCl3) § 1.42 (t, J = 7.4 Hz, 3H), 2.99 (q, J

= 7.6 Hz, 2H), 4.68 (d, /= 5.6 Hz, 2H), 6.12 - 6.14 (m, 1H), 6.98 — 6.03 (m, 4H), 7.18 (d, /=
8.8 Hz, 2H), 7.37 (d, J = 8.4 Hz, 1H), 7.40 (dd, J=2.0, 9.6 Hz, 1H), 7.50 (d, J=9.2 Hz, 1H),
9.63 (d, J= 1.2 Hz, 1H) ); LCMS (electrospray) m/z (M+H)" 534, 536 (Br isotope pattern).

2-Ethvl-6-methvl-N-(4-(4-(trifluoromethoxy)phenoxy)benzyl)imidazo|1.,2-a]pyridine-3-
carboxamide (255)

O

ot Ry

Pale yellow solid; "H NMR (400 MHz, CDCLy); § 1.31 (t, J = 7.6 Hz, 3H), 2.30 (s, 3H), 2.90
(q,J= 7.6 Hz, 2H), 4.62 (d, J = 5.6 Hz, 2H), 6.32 (brt, J = 5.6 Hz, 1H), 6.93 — 6.96 (m, 4H),
7.11 - 7.14 (m, 3H), 7.31 (d, /= 8.4 Hz, 2H), 7.42 (d, /= 8.4 Hz, 1H), 9.11 (s, 1H); LCMS
(electrospray) m/z 470 (M+H)" .



Of-white solid; IFINVR (400 MHz, CDC13) 8 1.39 (t, J = 7.6 Hz, 3H), 2.96
(g, J =7.6 Hz, 2H), 3.03 (s, 3H), 4.53 (s, 21-1), 4.59 (d, J= 5.6 Hz, 2H),
5.98 - 5.W020my113ddp, 6. 72 (d, J = 8.8Hz, 2H), 6.89- 6.92Cctmp2ditip1345 16 (d,
J=8.0Hz,2H),7.24(dJ 8.8 Hz, 11H), 7.29 - 7.33 (m 1H), 7.60 (d, J =
8.8 Hz, 1H), 9.39 (d, J 6 8 Hz, lH) LCVS (eI ectrospray) nfz (IVH-|)+ 505.

4 P A - b ®

P : \ g [Xk 9
(400 MHz CDClSQ % 208 (t, J= 7. 6 Hz, 3H), 3. 07 (g, J = 7.6 Hz, 2H) 5.37
(s, ZM(m 7H), 7.41 (d, J—88Hz 2H), 7.62 (d, J= 2.0 Hz,
1H), 9.24 (d, J= 7. 6N, 51H); LCMVB (el ectrospray) mz (MH) + 425.
7- Chl or o- 2- et hyl - he dropyrrol o[ 1, 2- al pyrazi n-2(1H) -yl ) benzyni m daz
ol1l, 2- al pyr ¢ rbo;@ﬁe (265) White solid; np = 159.1 C, 1HNMR
(400 MHz, CDC1/3); '8 1.20 ( 2 (m 2H), 2.01

%F72Hz 3H), 1.85 - 1.9
H)

(
-2.03 ( \2.17 - 2.21 (m° 2.39 - 2.58 (m 5H), 3.14 - 3.16 (m
2H), 3.6 ( =\11.6 Hz, 1H), 3.75 (d, J= 10.0 Hz, 1H), 4.59 (d, J= 5.2
“01N(brs, 1H), 6.88 (dd, J= 1.6 Hz, 7.2 Hz, 6.93 (d, J= 8.4

1H),
i%’aleeeﬁ@v%g 5 431 2o A Wi oS 4 st Y- S 3 oh, 9= 72

2.39 (s, 3H), 2.93 (q, J = 7.6 Hz, 2H), 4.65 (d, J= 5.6 Hz, 2H), 6.13 (brt, J = 5.6 Hz, 1H),
6.71 (dd, J= 1.6, 7.2 Hz, 1H), 6.96 — 7.00 (m, 4H), 7.15 (d, J = 8.4 Hz, 2H), 7.32 — 7.37 (m,
3H), 9.23 (d, J= 7.2 Hz, 1H); LCMS (electrospray) m/z 470 (M+H)" .

2-Ethvl-8-fluoro-N-(4-(4-(trifluoromethoxy)phenoxy)benzylDimidazo[1,2-alpyridine-3-
carboxamide (257)

Q\ OCF3

Pale yellow solid; mp = 105.6 °C; '"H NMR (400 MHz, CDCl3); § 1.35 (t, J=7.6 Hz, 3H),

2.96 (q, J= 7.6 Hz, 2H), 4.65 (d, /= 5.6 Hz, 2H), 6.29 (brt, /= 5.6 Hz, 1H),6.77 — 6.82 (m,
1H), 6.96 — 7.02 (m, 5H), 7.13 — 7.17 (m, 2H), 7.32 - 7.35 (m, 2H), 9.12 (dd, /= 0.8, 7.2 Hz,
1H); LCMS (electrospray) m/z 474 (M+H)" .

2-Ethyl-6-fluoro-N-(4-(4-(trifluoromethoxy)benzyloxy)benzylimidazo[1.,2-a]pyridine-3-
carboxamide (258)

O
0] .

NH

ZNN

XN
White solid; "H NMR (400 MHz, CDCL); § 1.37 (t, J= 7.2 Hz, 3H), 2.93 (q, /= 7.2 Hz, 2H),
4.62 (d, J= 5.6 Hz, 2H), 5.06 (s, 2H), 6.06 (brt, J= 5.6 Hz, 1H), 6.95 (d, J = 8.8 Hz, 2H),
7.22 —7.26 (m, 3H), 7.29 (d, J = 8.4 Hz, 2H), 7.45 (d, J= 8.8 Hz, 2H), 7.47 — 7.58 (m, 1H),
9.43 — 9.45 (m, 1H); LCMS (electrospray) m/z 488 (M+H)" .



6- Chl or o- 2- et hyl - N- (4- (hexahydropyrrol o[ 1, 2- al pyrazi n-2(1H) -yl ) benzyl )i m da

zol 1, 2- al pyridi ne-3-carboxam de (266) Wiite solid; np = 163.0 C, 11-1NWR

(400 MHz,wODRGlBN3608 1.38 (t, J= 7.6 Hz, 3H), 1.47 - 1.53ctmp2&ho13ds 65 -

1.85 (m 2H), 2.17 (t, J= 8.8 Hz, 2Hm132.34 - 2.40 (m 1H), 2.54 (t, J=

10.8 Hz, 1H), 2.89 - 2.97 (m 3H), 3.13 (m 2H), 3.61 (d, J= 12.4 Hz, 1H),

3.76 (d, J= 10 4 WD 2011/ 113606PCT/ EP2011/ 001345 116 Hz, 1H) 4.60 (d, J=
: : (m 3H),

752(1 ; € 9 3 ANZENAS HIEN2Z JAZQ =32 |p 1-438.
6- Chlo&g.b%xgﬁ,ﬁwé@ygi4 (oct ahydr0| soqw nol i n- 2(1H) yl )benzym m dazof 1, 2- al py
ridi ne=3- car oxamde(267) 02--- CIN\ NH 1?1\ Wiite solid; np = 141.7
C, 1H NWR (400 MHz, ' oc1F303 (m 3H), 1.24- 1.42 (m 4H), 1.34
(t, J= 7.2 Hz, 3H) m 3H), 1.73 - 1.74 (m 2H), 2.30 -2.35
(m 1H), 2.65 2 289(q, J=7.2 Hz, 2H), 3.48 - 3.53 (m 1H),
3.67- 71(m : 456(d J=5.6 Hz, 2H), 6.03 (brt, J= 5.6 Hz, 1H),
689( = 8A\ Hz, 7.21 (d, J=8.4 Hz, 2H) 7.24 (dd, J= 2.0, 9.2 Hz,
7.48 d 1H), 9.48 (d, J—20Hz 1H); 13C NWR (100 MHz,
CDC13)513235 261 26.5, 30.5, 32.8, 330 41.6, 41.8, 43.3, 50.3,

1515, PARYOo SRUR P8 o MR BOdME O 36T b Ot t or )
2.92(q,J=7.6 Hz, 2H), 4.62 (d, /= 5.6 Hz, 2H), 5.05 (s, 2H), 6.06 (brt, J= 5.6 Hz, 1H),
6.95 (d, /J=8.4 Hz, 2H), 7.21 (d, /= 8.4 Hz, 2H), 7.29 (d, /= 8.8 Hz, 2H), 7.36 (dd, J = 2.0,
9.2 Hz, 1H), 7.43 —7.49 (m, 3H), 9.60 (d, J= 2.0 Hz, 1H); LCMS (electrospray) m/z 548, 550
(M+H)" (Br” isotope pattern).

2-Ethvl-N-(4-(4-(trifluoromethoxy)benzyloxy)benzyl)imidazo[1,2-alpvridine-3-
carboxamide (260)

OO
o)

NH

White solid; mp = 138.7 °C; '"H NMR (400 MHz, CDCls); § 1.35 (t, J = 7.6 Hz, 3H), 2.91 (q,

J=17.6 Hz, 2H), 4.60 (d, J = 5.6 Hz, 2H), 5.03 (s, 2H), 6.14 (brt, J = 5.6 Hz, 1H), 6.85 (ddd, J
=1.2,7.2,7.2 Hz, 1H), 6.92 (d, /= 8.0 Hz, 2H), 7.20 (d, J = 8.0 Hz, 2H), 7.26 — 7.30 (m,
3H), 7.42 (d, J= 8.8 Hz, 2H), 7.55 (d, /= 9.2 Hz, 1H), 9.33 (d, J= 7.2 Hz, 1H); LCMS
(electrospray) m/z 470 (M+H)" .

(E)-7-Chloro-2-ethyl-N-(4-((4-(trifluoromethoxy)benzylidene)amino)benzyl)imidazo[1,2-

a]pvridine-3-cai'boxamide (261)

o _




7- Chl or o- 2- et hyl - N- (4- (oct ahydr oi soqui nol i n-2(1H) -yl ) benzyl )i m dazo[ 1, 2-al p
yri di ne- 3- carboxam de (268) Cl Wiite solid; np = 174.2 C, 11-1NWR (400
MHz, CDChgp,208/1186083 - 1.01 (m 3H), 1.24- 1.40 (m 4H) pctmE¥o1lioo13ds 7.6
Hz, 3H), 1.56- 1.64 (m 3H), 1.71 - 111472 (m 2H), 2.27 - 2.33 (m 1H), 2.63
- 2.69 (m 1H), 2.86 (q, J= 7.6 Hz, 3.48 - 3.50 (m 1H), 3.65 - 3.68

" %fflfﬁ&‘ﬁg’ s01Bt =926 51 FMIR (Ao ‘319”‘7????‘%’7’ Ba2 (g7 %@*ﬁ’? SA0o
%ED 1, g5 étghs%ma 4 7§28328 3 51212}%) %4&129 5%% 1}83%3)_5@% (m:L 121‘?? 25 1,

VO 20144 VL3G0GRCTHEPRS0LAORIGAS 1T 4218 S 810ME: DH)1281 &0, 28 iz 189, 7
133. 4, 145.9, 151.4, 151. 161. 1; el ectros i’@/ﬁ) m z 451, 453 (I\/H—|)+
(O i Sat%rg@ JpaﬁtSEIrIz;)ZH) 8. 45 (s, 1H), 9.41 (d J=7.2 Hz, 1H); (electrospray) m/z

7- Chl og g%e% | - N- (4- (4-oxopi peridin-1-yl)benzyl)im dazof 1, 2-al pyri di ne- 3-
car boxam 69) C Pale yellow solid; 1HNMR (400 MHz, CDC13); 8 1.37 (t,
J= 7.2 Hz, 3H) 2.54 (t, J= 6.6 Hz, 4H) 2.93 (q, J=7.2 Hz, 2H), 3.60 (t,
J—60Hz4 4.61 (d. J= 5.6 H, 2 604(brt J=5.6Hz 1H), 6.89

(dd, JZ-Ghlgro-2: -(44(44-(triftyoromethpx 4 Hz, 2H),
7.58 ( =R .ﬂ-%boﬁﬂme (d J= 7. 6 Hz, 1H); LCI\/IS (el ectrospray) n z
( M+H) tern). _
7- Chl or o- 2. et hyl - ( 4- di&y,%r opyridin-1(2H)-yl)benzyni m dazo[ 1, 2-

al pyri di ne- 3- car box -4

/N\

cl” "N

White solid; mp = 169.6 °C; '"H NMR (400 MHz, CDCl;) § 1.36 (t, J = 7.6 Hz, 3H), 2.05 -
2.12 (m, 2H), 2.93 (q, J= 7.2 Hz, 2H), 4.18 (br s, 1H), 4.55 (d, J = 5.2 Hz, 2H), 5.99 - 6.01

(m, 1H), 6.60 (d, J = 8.4 Hz, 2H), 6.87 (d, /= 7.6 Hz, 1H), 7.17 (d, J = 8.0 Hz, 4H), 7.38(d,J
= 8.0 Hz, 2H), 7.56 (s, 1H), 9.33 (d, J = 7.2 Hz, 1H); LCMS (electrospray) m/z (M+H)" 503.

2-Ethyl-N-(4-(methvyl(4-(trifluoromethoxy)benzyl)amino)benzyvlimidazo[1,2-a]pyridine-
3-carboxamide (263)

Me
//O/N \/Ooca
ON—NH
ZIN\
NN
Off-white solid; "H NMR (400 MHz, CDCls) & 1.39 (t, J = 7.6 Hz, 3H), 2.96 (q, J = 7.6 Hz,
2H), 3.03 (s, 3H), 4.53 (s, 2H), 4.59 (d, J = 5.6 Hz, 2H), 5.98 — 5.99 (m, 1H), 6.72 (d, J =
8.8Hz, 2H), 6.89 — 6.92 (m, 1H), 7.16 (d, J = 8.0 Hz, 2H), 7.24 (d, J = 8.8 Hz, 1H), 7.29 -
7.33 (m, 1H), 7.60 (d, ] = 8.8 Hz, 1H), 9.39 (d, J = 6.8 Hz, 1H); LCMS (electrospray) m/z
(M+H)* 505.

7-Chloro-2-ethyl-N-(4-(4-fluorophenoxy)benzyl)imidazo[1,2-a]pvyridine-3-carboxamide
264




N \- / Pale yellowsolid; np = 201.3 -202.8 C NVR (400 MHz, CDC13); 8

1.38 (t, J= 7.6 Hz, 3H), 2.64 (t, J= 7.6 Hz, 2H), 2.95 (g, J= 7.6 Hz, 2H),
3.98 (t, We21121btos 2H), 4.66 (d, J= 5.6 Hz, 2H), 5.23 edr/EPz08/0013k, 1H),
6.13 (t, J= 5.6 Hz, 1H), 689(dd J#12. 4, 7.6 Hz, 1H), 7.08 (d, J= 8.4 Hz,
2H), 7.38 (d, J= 8.4 Hz, 7.41 (d, J= 8.0 Hz, 1H), 7.60 (d, J= 2.4 Hz,

1H), 9.34 (d, J= 7.2 ; LCMS(eIectrospray) mz (MtH) + 409, 411 (d
i sot ope pattern).
7- Chl or o- 2- et - (4-(4- enepi peridi n-1-yl ) benzybi m dazo[ 1, 2- al pyri di

ne- 3- carbgxam/fe (271) 1/ 113606PCT/ EP2011/ 001345 118 Wite solid;

mp = 168 N-THNVR (400 MHz, 13); 5 1.33 (t, J= 7.2 Hz, 3H), 2.32 -
2. 34 ”\ </8N(q, J= 7.2 Hz, 2H), 3.23 -3.25 (m 4H), 4.56 (d, J= 5.2
Hz, 2HFY 473 (s, 2H), 6.07 (brs, 1H), 6.84 (d, J= 7.2 Hz, 1H), 6.90 (d, J=

8.4 Hz, 2H), 7.22 (d, J= 8.4 Hz, 2H), 7.54 (s, 1H), 9.29 (d, J= 7.2 Hz,
1H); 13C NVR (100 MHz, CDC13) 6 13.4, 23.5, 34.2, 43.3, 51.2, 108.5, 114.6,

115. 1, White.sélidlrhf =/89.123; '3 NMAB (400 MBE, €DC133 5298145/ 8.7.6146, TH), 390.(8, J
151.5, 161.1; LCVB (el ectrospray) m z 409 411 (MrH) + (CF isotope pattern).

?30%%06%1%%%} 5"5‘7((@1 z(r%r BB5MY1.05 BRI 7H), 74k (cyljiﬂ)srszm )z'H}1 Agzell 2208 myri di ne
1H), 9.24 (d, J 7 6Hz 1H); LCMS (elecirospray) m/z (M+H) 425

7-Chloro-2-ethyl-N-(4-(hexahvdropyrrolo[1.2-alpyrazin-2(1H)-yDbenzyl)imidazo[1,2-

a]lpyridine-3-carboxamide (265)

N

o O

NH

a1 XN

White solid; mp = 159.1 °C; "H NMR (400 MHz, CDCls); § 1.20 (t, /= 7.2 Hz, 3H), 1.85 -

1.92 (m, 2H), 2.01 - 2.03 (m, 2H), 2.17 - 2.21 (m, 2H), 2.39 — 2.58 (m, 5H), 3.14 - 3.16 (m,
2H), 3.61 (d, J=11.6 Hz, 1H), 3.75 (d, /= 10.0 Hz, 1H), 4.59 (d, J = 5.2 Hz, 2H), 6.01 (brs,
1H), 6.88 (dd, J=1.6 Hz, 7.2 Hz, 1H), 6.93 (d, J = 8.4 Hz, 2H), 7.25 (d, J = 8.4 Hz, 2H), 7.56
(d,J=1.6 Hz, 1H), 9.34 (d, /= 7.2 Hz, 1H); LCMS (electrospfay) m/z (M+H)" 438.

6-Chloro-2-ethvl—N-(4-(hexahvdrobvrroloI1,2-alpyrazin-2( 1H)-yDbenzyl)imidazo[1,2-
a]pyridine-3-carboxamide (266)

eate

Cl

White solid; mp = 163.0 °C; '"H NMR (400 MHz, CDCly); & 1.38 (t, /= 7.6 Hz, 3H), 1.47 —

1.53 (m, 2H), 1.65 — 1.85 (m, 2H), 2.17 (t, J = 8.8 Hz, 2H), 2.34 ~ 2.40 (m, 1H), 2.54 (t, J =
10.8 Hz, 1H), 2.89 — 2.97 (m, 3H), 3.13 (m, 2H), 3.61 (d, J = 12.4 Hz, 1H), 3.76 (d, J= 10.4



Sticky pale yellow solid; 1HNVR (400 MHz, CDC13); 6 0.99 (d, J= 6.4 Hz,

3H), 1.32 (t, J =7.6 H, 3H)., 1.55 - 1.70 (m 4H), 1.81 - 1.88 (m 2H)
2.91 (g, webkofi/igeo62H), 2.92 - 2.98 (m 1H), 3.21 - 3. 2@cEmp2dite133s 93 -
3.96 (m 1H), 4.58 (d, J= 5.2 Hz, 2Hu166.01 (brt, J = 5.2 Hz, 1H), 6.90 (d,
J= 8.8 Hz, 2H), 7.22 (d, J= 8.8 Hz, 2H), 7.26 (dd, J= 2.0, 9.2 Hz, 1H),
7.50 (Hgz, UH),9.60 (dz/ =1-§ Hz92HY 6@, (bds;2H), 683 (dL H)= 8.2342, mzme N2%(m,CDC13) 6

1516, SHpd 57 (4 37 §0 Hepafi3 b, 3EDAGHE (clbdicsprbiy: py a8 (s

(el ectrospray) nmz 411, 413 (MrH)+ (O isotope pattern).
7-chl or o- ethyl N-(4 (2 rrethyl p| perldln I-yI)benzyI)lmdazoll 2- aI pyr|d| ne
[{chdano-¢@ 4-(od/ 3. By : 3 ;

sol i d; = 13 '1HNI\/R(400M—IZ cDC13); 5 1.00 (d, J64Hz 3H), 1.35
(t, J=tarbex 1)1 56- 169(m4H) 1.75 - 1.90 (m 2H), 2.92 (q, J=
7.6 Hz, 2H), 2.96 - 2.99 (m 3.23 -3.28 (m 1H), 3.95 -3.98 (m 1H),
4.59 (d, J = 5.6 Hz, 2H) ] rt, J =5.6 H, 1H), 6.87 (dd, J= 2.0, 7.6
Hz, 1H), 6.91 (d, J= ; , 7.23 (d, J = 8.8 Hz, 2H), 7.57 (d, J- 2.0
Hz, 1H), 9.32 (d, 1H) 13C NMR (100 MHz, CDC13) 5 13.4, 13.7,
19.5, 23.5, 2@1N%1 43.3, 44.5 51.2. 114.6, 115.1, 115.7, 117 4.
127.8, 128.5, 133.5, 146.0, 151.0, 151.5, 161.1: LCVS (el ectrospray)

H + (Cl- isotope pattern).
di met hyl pi peri di n-1-yl ) benzyl)-2-ethyl -1, 8a-di hydr oi m da

mz 41¢ _ o
ZOCPI10r2 \g% d| ne- 3-carboxam de (274) 0 Wiite solid; np = : 1-21 3 C 1HNWR
(190 Mgy oaSh 141 P0G R b i bncds i FEoa B el B 02

00 (brt 6.8 d 1(d J =
M. 8 S0t 35 Sr 3 e i g B8 %l A Oy 7L ’éﬁm”%;@s S S
= 7.6 iy Jléd. 2173%11\"‘1’5’1)(2.@9%4% 79064 3453 48 8,53 51,H)2§6€7 £$1§n £73),°
43. 4, 4579, 114.7 116.4, 127”9, '128.6, 12 129. 0, '133. 5, 146. 1,

151. 5 4.56 Id 6/ = 5651H2,,2H)C§’£93((btteé‘r'l5cﬁsﬁzaW) 32 (425_ 8491712,(2\1’&)4)7421(5101 6[864

Patterf) oy 7.4 (dd, J=2.0, 9.2 Hz, 1H), 7.48 (d, J=9.2 Hz, 1H), 9.48 (d, J = 2.0 Hz, 1H); °C
NMR (100 MHz, CDCl3) § 13.3, 23.5, 26.1, 26.5, 30.5, 32.8, 33.0, 41.6, 41.8, 43.3, 50.3,
562, 115.4,116.5, 116.9, 121.5, 126.3, 127.8, 128.2, 128.8, 144.5, 151.3, 151.5, 161.1;
LCMS (electrospray) m/z 451, 453 (M+H)" (CI isotope pattern).

7-Chloro-2-ethyl-N-(4-(octahydroisoquinolin-2(1H)-yDbenzyl)imidazo[1,2-a]pyridine-3-
ca_rboxamide (268)

o T

NH

o XN

White solid; mp = 174.2 °C; "H NMR (400 MHz, CDCl3); 5. 0.93 — 1.01 (m, 3H), 1.24 — 1.40 '

(m, 4H), 1.30 (t, J = 7.6 Hz, 3H), 1.56 — 1.64 (m, 3H), 1.71 — 1.72 (m, 2H), 2.27 — 2.33 (m,
1H), 2.63 — 2.69 (m, 1H), 2.86 (g, J = 7.6 Hz, 2H), 3.48 — 3.50 (m, 1H), 3.65 — 3.68 (m, 1H),
4.53 (d, J= 5.2 Hz, 2H), 6.10 (brt, J= 5.2 Hz, 1H), 6.81 (d, J = 7.2 Hz, 1H), 6.87 (d, J= 8.0
Hz, 2H), 7.18 (d, J = 8.0 Hz, 2H), 7.51 (s, 1H), 9.25 (d, J = 7.2 Hz, 1H); '*C NMR (100 MHz,
~CDCly)§13:3;:23.4, 26.1,26:4, 30.5, 32.8, 33.0, 41.6, 41.7, 43.3, 50.2, 56.1, 114.5, 115.1,



WD 2011/ 113606PCT/ EP2011/ 001345 120 CF3 O .--NH CIN\
[1----- N1\ White solid; nmp = 197.9 C, 114 NWR (400 I\/Hz CDC13) Z 1.35 (t,
J= 7.6 Hawo3bh1/1136068 - 1.82 (m 2H), 1.94- 1.97 (m 2H) PC2/EPZ011/081348 (M
1H), 2.66 - 2.73 (m 2H), 2.91 (q, Ja1¥7.6 Hz, 2H), 3.73 - 3.77 (m 2H),
4.58 (d, J= 5.6 Hz, 2H), 6.04 (brt, J=5.2 Hz, 1H), 6.91 (d, J= 8.8 Hz,
ﬂbl) 711256,-116.42927.8) 13—9,,12&;50)3:{4 1459, 9(52 4E)|151 (5,Hb61 Bmstieledt?osbr%)hﬂ/z ,
L pra z 465, 467 (MtH)+ (Cr isotope pattern
7- Chl o‘?’%—»ﬁé?W]ibN&?lﬁsf’ PFtP?F?rPhor oret hyl ) pi peri di n-1-yl ) benzyl)i m dazo[ 1, 2
-a] pyri di ne3-car boxam de (276) VWhite solid; np = 209.4 C, 114 NWR (400
MHz, CDC13); 2134(t J=7.6 Hz, 3H), 1.68 - 1.78 (m 2H), 1.94 - 1.98
imi 1,2- ineB= 7.6 Hz, 2H),
3.73 - 3 77 Hg 4. 58 (d, J=5.2 Hz 1-1), 6.03 (brt, J= 5.2 Hz, 1H),
6.86 ( boxa 6Hz 1H), 6.91 (d, J= 8.8 Hz, 2H), 7.25 (d, J= 8.8
Hz, 2H), 7.56(d J= —\H), 9.32 (d, J= 7.6 Hz, 1H); LCMS
(el ectrospray) rﬂb'? (M9 + (a- isotope pattern).
6-chl oro- N- (4- (;NH di fTuor oprperi di n-1-yl ) benzyl)-2-ethyli m dazo[ 1, 2- al

Pale yellow solid; 'H NMR (400 MHz, CDCl;); & 1.37 (t, J= 7.2 Hz, 3H), 2.54 (t, J= 6.6 Hz,
4H), 2.93 (q, J = 7.2 Hz, 2H), 3.60 (t, J = 6.0 Hz, 4H), 4.61 (d, J= 5.6 Hz, 2H), 6.04 (brt, J =
5.6 Hz, 1H), 6.89 (dd, /= 2.4, 7.6 Hz, 1H), 6.96 (d, J = 8.4 Hz, 2H), 7.29 (d, /= 8.4 Hz, 2H),
7.58 (d, J=2.4 Hz, 1H), 9.35 (d, /= 7.6 Hz, 1H); LCMS (electrospray) m/z (M+H)" 411, 413
(CI' isotope pattern).

7-Chloro-2-ethyl-N-(4-(4-0x0-3.4-dihvdropyridin-1(2H)-yDbenzyDimidazo[1,2-

a]pvridine-3-carboxamide (270)

cI XN

Pale yellow solid; mp = 201.3 — 202.8 °C; '"H NMR (400 MHz, CDCl;); § 1.38 (t, J = 7.6 Hz,

3H), 2.64 (t, J = 7.6 Hz, 2H), 2.95 (q, J = 7.6 Hz, 2H), 3.98 (t, J = 7.2 Hz, 2H), 4.66 (d, J =
5.6 Hz, 2H), 5.23 (d, /= 8.0 Hz, 1H), 6.13 (t, J= 5.6 Hz, 1H), 6.89 (dd, J=2.4, 7.6 Hz, 1H),
7.08 (d, J = 8.4 Hz, 2H), 7.38 (d, J = 8.4 Hz, 2H), 7.41 (d, J= 8.0 Hz, 1H), 7.60 (d, J=2.4
Hz, 1H), 9.34 (d, J = 7.2 Hz, 1H); LCMS (electrospray) m/z (M+H)" 409, 411 (CI isotope
pattern).

7-Chloro-2-ethyl-N-(4-(4-methylenepiperidin-1-yl)benzyl)imidazo|1,2-a]pvridine-3-
carboxamide (271)




WO 2011/ 113606PCT/ EP2011/ 001345 121 (brt, J= 5.6 Hz, 111), 6.91 -6.95
2H), 7.25 -7.30 (m 3H), 7.52 (d, J= 9.6 Hz, 1H), 9.51 (d, J= 2.0 Hz,
LCVS (el egbrospngssy Mz 433, 435 (MtH)+ (Cr i sotope pat pem/Er2011/001345

7-Chl oro- N- (4- (4, 4-di fl uoropi peridin4is 0) benzyl) - 2- et hyl i m dazo[ 1, 2- al pyri d

i ne- 3-

CDCL13) ;

car boxam de (278) White solid; nmp = 166.3 C, 11-1 NWR (400

(m
1H);

MHz,

M34 (t, J= 7.2 2.03 - 2.12 (m 4H), 2.90 (q, J= 7.2 Hz,
2H), 3.32 - 335(m @ 58/(d, J= 5.2 Hz, 2H), 6.06 (brt, J= 5.2 Hz,
6 1H)

1H), 6.86 (dd,
8.4 Hz, 21-1),

(el ect

(d, J—20Hz 1H), 9.31 (d, J= 7.6 Hz, 1H); LCMB

, 6.91 (d, J= 8.4 Hz, 2H), 7.25 (d, J=

rosprg z 433 435 (I\/H—|)+ (Cr isotope pattern).
6- Chl or o- 2f%et Ryl (4- (4- (hydroxynet hyl ) pi peridin-I-yl)benzyl)imdazoll, 2-a
| pyridi > amde (279) NO-"\OHO CIN\ L'-'"--N\ Pale yellow solid,

mp = 161T°1 C, 1H NMR (400 MHz, CDC13); 8 1.23 - 1.41 (m 2H), 1.33

White solid; mp = 168.3 °C; '"H NMR (400 MHz, CDCl3); & 1.33 (t, J = 7.2 Hz, 3H), 2.32 —

2.34 (m, 4H), 2.89 (q, J= 7.2 Hz, 2H), 3.23 - 3.25 (m, 4H), 4.56 (d, J = 5.2 Hz, 2H), 4.73 (s,
2H), 6.07 (brs, 1H), 6.84 (d, J= 7.2 Hz, 1H), 6.90 (d, /= 8.4 Hz, 2H), 7.22 (d, /= 8.4 Hz,
2H), 7.54 (s, 1H), 9.29 (d, J= 7.2 Hz, 1H); *C NMR (100 MHz, CDCl3) & 13.4, 23.5, 34.2,
43.3,51.2,108.5,114.6,115.1, 115.7, 116.7, 128.3, 128.5, 128.9, 133.5, 145.8, 146.0, 150.8,
151.5, 161.1; LCMS (electrospray) m/z 409, 411 (M+H)" (CI isotope pattern).

6-chloro-2-ethyl-N-(4-(2-methyvlpiperidin-1-y)benzylimidazo|1.,2-a]pyridine-3-

carboxamide (272)

o0

NH
Cl

ZINN

XN
Sticky pale yellow solid; 'H NMR (400 MHz, CDCl3); 6 0.99 (d, /= 6.4 Hz, 3H), 1.32 (t,J
= 7.6 Hz, 3H), 1.55 — 1.70 (m, 4H), 1.81 — 1.88 (m, 2H), 2.91 (g, /= 7.6 Hz, 2H), 2.92 -
2.98 (m, 1H), 3.21 — 3.26 (m, 1H), 3.93 — 3.96 (m, 1H), 4.58 (d, J= 5.2 Hz, 2H), 6.01 (brt,J
= 5.2 Hz, 1H), 6.90 (d, /= 8.8 Hz, 2H), 7.22 (d, J = 8.8 Hz, 2H), 7.26 (dd, J= 2.0, 9.2 Hz,
1H), 7.50 (d, J=9.2 Hz, 1H), 9.50 (d, J=2.0 Hz, 1H); *C NMR (100 MHz, CDCl;) & 13.3,
13.7,19.6, 23.6, 26.2,31.6,43.4, 44.6, 51.2,115.4, 117.0, 117.5, 121.6, 126.3, 127.9, 128.2,
128.8, 144.5, 151.1, 151.4, 161.1; LCMS (electrospray) m/z 411, 413 (M+H)" (CI isotope
pattern).

7-chloro-2-ethyl-N-(4-(2-methvlpiperidin-1-yDbenzyl)imidazo[1.2-a]pyridine-3-
carboxamide (273)




(t, J= 7.6 Hz, 311), 1.59- 1.65 (m 1H), 1.80- 1.84 (m 2H), 2.64 - 2.71
(m 2H), 2.89 (q, J= 7.6 Hz, 2H), 3.50 (d, J= 6.4 Hz, 2H), 3.66 - 3.69 (m
2H), 4. 55v0dmuE3é62 Hz, 2H), 6.09 (brt, J= 5.2 Hz, 1H) pcHBiido1zds 8.4
Hz, 2H), 7.21 (d, J= 8.4 Hz, 2H), 7.2%® (dd, J= 2.0, 9.2 Hz, 111), 7.47 (d,
J= 9.2 Hz, 1H), 9.45 (d, J= 2.0 Hz, 1H): 13C NMR (100 MHz, CDC13) 8 13. 3,
23.4, 283, 38.6, 43.3, 49. 7.6, 115.3, 116.8, 116.9, 121.5, 126.2,

128.2, 128.3, 128.8, 144 4,/15%.3, 151.4, 161.1; LCVS (electrospray) mz
427, 429 (MrH) + (CV ' Npaftern). WD 2011/ 113606PCT/ EP2011/ 001345 122
OH C Witeosoli/d; N’ = 179.8 C, 111 NWR (400 MHz, CDC13); 5 1.33 (t, J=
7.6 Hz, 3H), 1.3 NH1.42 (m 2H), 1.60 - 1.67 (m 1H), 1.82 - 1.85 (m 2H),
1.98 (brs, —2.66 -2.73 (m 2H), 2.91 (q, J= 7.6 Hz, 2H), 3.52 (d, J=6.4
Hz, 2H), %@% —AL (m 2H), 4.56 (d, J= 5.6 Hz, 2H), 6.04 (brt, J= 5.6
Hz, 1H) CI6. d, 2.0, 7.6 Hz, 1H), 6.91 (d, J= 8.8 Hz, 2H), 7.22 (d,

= 8.8 Hz, 2H), 7.55 (d, J= 2.0 Hz, 1H), 9.30 (d, J= 7.6 Hz, 1H): 13C NMR
100 MHWhi€eBelid)ms = 113.94°C; 38 SMR6100, MBg, 6DCA3; &].009d,7/= 6% Hz, 3H).4.35 (t115. 1,
115.7, 116.8, 128.3, 128.6, 128.8, 133.6, 146.1, 151.5, 151.6, 161.1; LCMS
(el ect r gspr ey, BHY, 14557, 1.429m( W) H73 s at90nen, 225! BOD)q, J = 7.6 Hz, 2H), 2.96 —

6- Chl oro-2-et hyl - N- (4- (4- (et hoxynet hyl ) pi peridin-1-yl)benzyl)imdazo[ 1, 2-a
Upyri di 298 (Bl Hondeid da- z(gm)lH),s.gs—s.é's R RE A 96N L Y DPRD »)), 5 TeqR30)

= 5.6 Hz, 1H), 6.87 (dd, J= 2.0, 7.6 Hz, 1H), 6.91 (d, J = 8.8 Hz, 2H), 7.23 (d, /= 8.8 Hz,
2H), 7.57 (d, J = 2.0 Hz, 1H), 9.32 (d, J = 7.6 Hz, 1H); *C NMR (100 MHz, CDCl3) & 13.4,
13.7, 19.5, 23.5, 26.1, 31.6, 43.3, 44.5,51.2, 114.6, 115.1, 115.7, 117.4, 127.8, 128.5, 128.8,
133.5, 146.0, 151.0, 151.5, 161.1; LCMS (electrospray) m/z 411, 413 (M+H)" (CI" isotope

J
(

pattern).

7-Chloro-N-(4-(4.4-dimethylpiperidin-1-yl)benzyl)-2-ethvl-1,8a-dihydroimidazo]1,2-

alpvridine-3-carboxamide (274)

O

NH

XN

White solid; mp = 121.3 °C; 'H NMR (400 MHz, CDCl3); § 0.97 (s, 6H), 1.34 (t, J= 7.2 Hz,

3H), 1.49 — 1.52 (m, 4H), 2.89 (g, J = 7.2 Hz, 2H), 3.15 — 3.17 (m, 4H), 4.57 (d, /= 5.2 Hz,
2H), 6.00 (brt, J = 5.2 Hz, 1H), 6.86 (dd, J= 2.0, 7.6 Hz, 1H), 6.91 (d, J = 8.4 Hz, 2H), 7.22
(d, J= 8.4 Hz, 2H), 7.56 (d, J= 2.0 Hz, 1H), 9.32 (d, J = 7.6 Hz, 1H); >*C NMR (100 MHz,
CDCLy) § 13.4, 23.5, 28.0, 29.8, 38.5, 43.4, 45.9, 114.7, 115.7, 116.4, 127.9, 128.6, 128.9,
129.0, 133.6, 146.1, 151.5, 151.6, 161.2; LCMS (electrospray) m/z 425, 427 (M+H)" (CI’

isotope pattern).

6-Chloro-2-ethyl-N-(4-(4-(trifluoromethyl)piperidin-1-yl)benzyl)imidazo[1,2-a]pyridine-
3-carboxamide (275)




Wiite solid; nmp = 162.1 C, 1H NWR (400 MHz, CDC13); 8 1.34-1.57 (m
2H),.1.36 (t, J= 7. 6 FE 3H), 1.70- 1.85 (m 3H), 2.68 - 2.74 (m 2H), 2.88
(g, J= 7.woHs11/13bHos 5 (d, J=6.4 Hz, 2H), 3.53 (s, 3PCI/EP268/00133571 (m
2H), 4.58 (d, J= 5. 6 Ft 2H), 5.98 (bed, J= 5.6 Hz, 1H), 6.92 (d, J= 8.4
Hz, 2H), 7.24 - 7.30 (n1 3H), 7.51 (d, J= 10.0 Hz, 1H), 9.52 (d, J= 1.6 Hz,
1H); LCMS (el ectrospr VZ Fy 443 (MrH)+ (O isotope pattern).

7- Chl or o- 2- et hyl - t oxyrret hyl ) pi peri di n-1-yl)benzyl )i m dazo[ 1, 2-a
| pyridi ne3- car ox 282 WO 2011/ 113606PCT/ EP2011/ 001345 123 Wi te
sol i d; rrp NH: 11- INVR (400 MHz, CDC13); 8 1.33- 1.43 (m 2H), 1.35
(t, J= CY , .72 - 1.85 (m 3FD 2.67 - 2.74 (m 2H, 2.90 (q, J=
7.6 Hz, J- 6.4 Hz, 2H), 3.35 (s, 3H), 3.68 - 3.71 (m 2H)
4.58 (d Hz, 5.97 (brt J=5.2 Hz, 1H), 6.88 (dd, J= 2.4, 7.6

Hz, 1H), 692(d J—88Hz 2H), 7.23 (d, J= 8.8 Hz, 2H), 7.57 (d, J= 2.4
Hz, 1HWhif Hid(mp 9779 8CHH NME (4000MEZ €DEH1); 84 5ay,J w175 HABH)ALES (M-H) +
(a- isotope pattern).
;, Chl Og%zi(nﬁgbmlrbhcéls( fmwbpapezrlsi(lﬁ ﬂl{){b)d@enzybl(m oy, @14 @, g=pyei di ne-
- carpnoxam de o

Hz, 2H), 373 37)7(m 2H), 4.58 (d, J 56Hz 2H) 6.04 (brt, J=5.2 Hz, 1H), 6.91 (d, J=

8.8 Hz, 2H), 7.25 — 7.29 (m, 3H), 7.50 (d, J=9.2 Hz, 1H), 9.50 (d, J= 1.2 Hz, 1H); LCMS

(electrospray) m/z 465, 467 (M+H)" (CI" isotope pattern).

7-Chloro-2-ethyl-N-(4-(4-(trifluoromethyl)piperidin-1-yl)benzyl)imidazo[1,2-a]pyridine-
3-carboxamide (276)

CF
@NO 3
NH

XN

White solid; mp = 209.4 °C; '"H NMR (400 MHz, CDCls); § 1.34 (t, J= 7.6 Hz, 3H), 1.68 —
1.78 (m, 2H), 1.94 — 1.98 (m, 2H), 2.11 — 2.20 (m, 1H), 2.66 — 2.73 (m, 2H), 2.90(q, J= 7.6
Hz, 2H), 3.73 — 3.77 (m, 2H), 4.58 (d, J= 5.2 Hz, 2H), 6.03 (brt, J = 5.2 Hz, 1H), 6.86 (dd, J
=24,7.6 Hz, 1H), 6.91 (d, J= 8.8 Hz, 2H), 7.25 (d, /= 8.8 Hz, 2H), 7.56 (d, J= 2.4 Hz, 1H),
9.32 (d, J= 7.6 Hz, 1H); LCMS (electrospray) m/z 465, 467 (M+H)" (CI' isotope pattern).

6-chloro-N-(4-(4.4-difluoropiperidin-1-y)benzyl)-2-ethylimidazo[1,2-a]pyridine-3-

carboxamide (277)
F
0 NH
Cl SN N
N \N

White solid; mp = 194.2 °C; 'H NMR (400 MHz, CDCls); § 1.36 (t, J = 7.6 Hz, 3H), 1.98 —

2.13 (m, 4H), 2.92 (q, J= 7.6 Hz, 2H), 3.33 — 3.36 (m, 4H), 4.59 (d, J= 5.6 Hz, 2H), 6.04



Wiite solid, np = 164.5 C, 1H NVR (400 MHz, CDC13); 8 1.36 (t, J= 7.6 Hz,

3H), 1.87 - 1.98 (m 4H), 2.67 - 2.68 (m 1H), 2.80 - 2.85 (m 2H), 2.91

(g, J= 7.\6oHa1y@bdos 3.80 - 3.83 (m 2H), 4.59 (d, J= 5. Gchamp2@itoo13ss 01

(brt, J= 5.6 Hz, 1H), 6.87 (d, J= 7.@2Hz, 1H), 6.97 (d, J= 8.4 Hz, 2H),

7. 19- 733(m 7H), 7.57 (s, 1H), 9.34 (d, J= 7.6 Hz, 1H); "C NWR (100
I 86 HA1H), @31 6 6.53n8 2H)27.85 —A30(m53H)B7.5214, J= 916 Hz1H)] 9518,

i : e 20 Hoe {HY LOWSRIes o apesy 1350450 G mpipatess” | sot ope

pattern).

6- Chl or o- 2- et hyI N-(4-(4- phenyl pi per| d| n- 1 yl) benzyb| m dazof 1, 2- al pyri di ne-
3. _(42@4-difl 3 F22xthvil) alpvgidipe-3- - NH CI N \
N\ Pale eII ‘yv %d = 138.2 G 1HNI\/R(4OOM—IZ CDC13); S 1.36 (t, J=
7.6 HzEAL 97(m4H) 2.62 - 2.69 (m 1H), 2.79 - 2.86 (m 2H),
2.92 (q, J-76Hz 2H) ﬁ(FS.SS (m 2H), 4.60 (d, J= 5.2 Hz, 2H), 6.07

(brt, J= 5.2 Hz, = 8.8 Hz, 2H), 7.19 - 7.33 (m 8H), 7.50
(d, J= 9.6 Hz, 1H) 2.0 Hz, 1H); 13C NWR (100 MHz, CDCl13) S
13.3, 23.5, 3% 3’N§2 43.3, 50.5, 115.4, 116.9, 117.0, 121.6, 126.3,
126. 4, 126.09, 128.4, 128.6, 128.9, 144.4, 146.0, 151.3, 151.4,

cirospray) mz 473, 475 (MrH) + (A" isotope pattern).

161.1; L
2- Et hyl @4\ f | uor ophenybpi peri di n-1-yl ) benzyfli m dazoll, 2-al pyri di ne
-3- cafboxam d&(28b)

White solid; mp = 166.3 °C; 'H NMR (400 MHz, CDCl3); 81.34 (t, J= 7.2 Hz, 3H), 2.03 -

2.12 (m, 4H), 2.90 (q, J = 7.2 Hz, 2H), 3.32 - 3.35 (m, 4H), 4.58 (d, J = 5.2 Hz, 2H), 6.06
(brt, :]= 5.2 Hz, 1H), 6.86 (dd, /=2.0, 7.6 Hz, 1H), 6.91 (d, /= 8.4 Hz, 2H), 7.25 (d, /= 8.4
Hz, 2H), 7.55 (d, J=2.0 Hz, 1H), 9.31 (d, J = 7.6 Hz, 1H); LCMS (electrospray) m/z 433,
435 (M+H)" (CI isotope pattern).

6-Chloro-2-ethyl-N-(4-( 4-(hydroxymethvl)piperidin-l-vl)benﬁl)imidazo[1,2-a]pyridine-
3-carboxamide (279)

A

NH

Cl AN
> \N
Pale yellow solid; mp =161.1 °C; 'H NMR (400 MHz, CDCly); 6 1.23 — 1.41 (m, 2H), 1.33

(t,J=17.6 Hz, 3H), 1.59 — 1.65 (m, 1H), 1.80 — 1.84 (m, 2H), 2.64 — 2.71 (m, 2H), 2.89 (q, J =
7.6 Hz, 2H), 3.50 (d, J = 6.4 Hz, 2H), 3.66 — 3.69 (m, 2H), 4.55 (d, J= 5.2 Hz, 2H), 6.09 (brt,
J=5.2 Hz, 1H), 6.89 (d, J= 8.4 Hz, 2H), 7.21 (d, /= 8.4 Hz, 2H), 7.23 (dd, J = 2.0, 9.2 Hz,
1H), 7.47 (d, J = 9.2 Hz, 1H), 9.45 (d, J = 2.0 Hz, 1H); >C NMR (100 MHz, CDCl;) § 13.3,
23.4,28.7,38.6,43.3,49.6,67.6,115.3,116.8,116.9, 121.5, 126.2, 128.2, 128.3, 128.8,
144.4,151.3, 151.4, 161.1; LCMS (electrospray) m/z 427, 429 (M+H)" (CI isotope pattern).

7-Chloro-2-ethyl-N-(4-(4-(hydroxymethyl)piperidin-1-y)benzyl)imidazo[1,2-a]pyridine-
3-carboxamide (280)




Pale y
1.95 (

2H), 3. 79w 2811843¢oy 2H), 4.61 (d, J= 5.6 Hz, 2H), 6.02pr(ChmEer2011ih134%. 89
J=1.2, 6.8, 6.8 Hz, 1H), 6.961227.02 (m 4H), 7.17 - 7.23 (m 2H),
-7.33 (m 3H), 7.8 (d, J= 8.8 Hz, 111), 9.39 (d, J= 6.8 Hz, 1H).
N-(4-(4-(4- quoOUphenyI)pl peridin-1- yII)benzyI)lmdazoll 2

(ddd,
7.25

6- Chl or o- 2- et hyl -

el low solid; 1HNMR (400 MHz, CDC13); 1.37 (t, J= 7.6 Hz, 3H), 1.81 -
m 4H), 2.60 - 2.67 (m 1H), 2.77 - 2.85 (m 2H), 2.94 (q, J= 7.6 Hz,

- al pyridine-3-carboxani dé ( WO 2011/ 113606PCT/ EP2011/ 001345 125
Wiite solid; np = 16/ N IHAVR (400 MHz, CDC13); 8 1.35 (t, J= 7.6 Hz,
3H), 1.76 - 105 (M , 2.60 - 2.66 (m 1H), 2.78 -2.85 (m 2H), 2.92 (q,

J= 7.6 Hz, 2H),

3.82 (m 2H), 4.60 (d, J= 5.2 Hz, 2H), 6.03 (brt,

J=

5.2 Hz, 1 7.0 (m 4H), 7.17 - 7.21 (m 2H), 7.26 - 7.29 (m 3H),
7.51 (d 1H), 9.52 (d, J= 1.6 Hz, 1H); LCMS (el ectrospray) mz
491 (Mg NN

7- Chl or o- 2- et hyl - N- (444- (4-f | uor ophenybpi peri di n- 1- vbbenzybi m dazol | , 2-
al pyr i WHite-s3lid;anp exiangi 81C; (' BBYMR (400NMHE) CIil) £5 $GBI(dJ=rrp6=HzJ,82{) 1.55 - 1H NVR
(400 MHz, CDC13); 8 1.35 (t, J= 7.6 Hz, 3H), 1.79

1.42 (m, 2H), 1.60 — 1.67 (m, 1H), 1.82 — 1.85 (m, 2H), 1.98 (brs, 1H), 2.66 — 2.73 (m, 2H),
2.91 (q, J=7.6 Hz, 2H), 3.52 (d, J = 6.4 Hz, 2H), 3.68 — 3.71 (m, 2H), 4.56 (d, J= 5.6 Hz,
2H), 6.04 (brt, J= 5.6 Hz, 1H), 6.86 (dd, J= 2.0, 7.6 Hz, 1H), 6.91 (d, J = 8.8 Hz, 2H), 7.22
(d, J= 8.8 Hz, 2H), 7.55 (d, J= 2.0 Hz, 1H), 9.30 (d, J = 7.6 Hz, 1H); *C NMR (100 MHz,
CDCls) § 13.4, 23.5, 28.7, 38.6, 43.3, 49.7, 67.7, 114.7, 115.1, 115.7, 116.8, 128.3, 128.6,
128.8, 133.6, 146.1, 151.5, 151.6, 161.1; LCMS (electrospray) m/z 427, 429 (M+H)" (CI

isotope pattern).

6-Chloro-2-ethyl-N-(4-(4-(methoxymethyDpiperidin-1-yl)benzyl)imidazo[1.,2-alpyridine-
3-carboxamide (281)

O

S A
NS \N
White solid; mp = 162.1 °C; "H NMR (400 MHz, CDCls); § 1.34-1.57 (m, 2H), 1.36 (t, J =

7.6 Hz, 3H), 1.70 — 1.85 (m, 3H), 2.68 - 2.74 (m, 2H), 2.88 (q, J= 7.6 Hz, 2H),3.25 (d, J =
6.4 Hz, 2H), 3.53 (s, 3H), 3.68 — 3.71 (m, 2H), 4.58 (d, J = 5.6 Hz, 2H), 5.98 (brt, J= 5.6 Hz,
1H), 6.92 (d, J = 8.4 Hz, 2H), 7.24 — 7.30 (m, 3H), 7.51 (d, /= 10.0 Hz, 1H), 9.52 (d,/=1.6
Hz, 1H); LCMS (electrospray) m/z 441, 443 (M+H)" (CI isotope pattern).

7-Chloro-2-ethyl-N-(4-(4-(methoxymethyl)piperidin-1-yh)benzyl)imidazo[1,2-a]pyridine-
3-carboxamide (282)




1.95 (m 4H), 2.59 - 2.67 (m 1H), 2.78 - 2.85 (m 2H), 2.91 (g, J= 7.6 Hz,
2H), 3.79 - 3.82 (m 2H), 4.59 (d, J=5.6 Hz, 2H), 6.03 (brt, J= 5.6 Hz,
1H), 6.8MW0ddi1/113608.4, 7.6 Hz, 1H), 6.96 - 7.01 (m 4H) PCT/EPZ0o1H4/071321 (m
2H), 7.26 (d, J= 8.8 Hz, 2H), 7.57 (d23J= 2.4 Hz, 1H), 9.33 (d, J= 7.6 Hz,
1H); LCMS (el ectrospray) mz 491 (MH) + .

2-Ethyl -N-(4-(4-(4-(triflupro hoxy) phenvf | pi peri di n-1-vbbenzyl )i m dazol |,
2- al pyridi ne-3-car b' (288) o— Pale yellow solid; nmp = 146.0 C, 1HNWR
(400 MHz, CDCE3); /T. t, J=7.6 Hz, 3H), 1.81 - 1.96 (m 4H), 2.63 -2.69

-6 (m 2H), 2.94 (g, J= 7.6 Hz, 2H), 3.80 - 3.83 (m 2H),
Hz, 2H), 6.01 (brt, J= 5.6 Hz, 1H), 6.88 (ddd, J= 0.8, 6.8,
(d, J=8.8 Hz, 2H), 7.14 (d, J= 8.4 Hz, 2H), 7.24 - 7.33
Nd, 3= 8.8 Hz, 1H), 9.39 (d, J= 6.8 Hz, 1H. WD
2011/ 113606PCT/ EP2011/ 001345 126 _ o _
6- Chl oxhie-s8liftyp M (729 €, ('f NMR {dooaueretberny) phenyi4g @eraiy, nskynbenzyl)im
i dazo[ 1, 2- al pyri di ne- 3- car boxam de (289) 3 0CN\ 1------ N Wite
S0y 4 78z 31579 - Giss VR ( 289 - M (K32 50 o, 2784 080528 8 S 6.4831)
. Hz, 2H), 3.35 (s, 3H), 3.68 - 3.71 (m, 2H), 4.58 (d, J=5.2 Hz, 2H), 5.97 (brt, J= 5.2 Hz, 1H),

6.88 (dd, J=2.4,7.6 Hz, 1H), 6.92 (d, J = 8.8 Hz, 2H), 7.23 (d, /= 8.8 Hz, 2H), 7.57 (d, / =
2.4 Hz, 1H), 9.34 (d, J = 7.6 Hz, 1H); LCMS (electrospray) m/z 441, 443 (M+H)" (CI" isotope
pattern).

7-Chloro-2-ethyl-N-(4-(4-phenylpiperidin-1-yl)benzyl)imidazo[1,2-a]pyridine-3-
carboxamide (283)

o XN

White solid; mp = 164.5 °C; "H NMR (400 MHz, CDCLy); § 1.36 (t, J = 7.6 Hz, 3H), 1.87 —

1.98 (m, 4H), 2.67 — 2.68 (m, 1H), 2.80 — 2.85 (m, 2H), 2.91 (q, J = 7.6 Hz, 2H), 3.80 — 3.83
(m, 2H), 4.59 (d, J = 5.6 Hz, 2H), 6.01 (brt, J= 5.6 Hz, 1H), 6.87 (d, /= 7.6 Hz, 1H), 6.97 (d,
J=18.4Hz, 2H), 7.19 — 7.33 (m, 7H), 7.57 (s, 1H), 9.34 (d, J= 7.6 Hz, 1H); >C NMR (100
MHz, CDCl;) 6. 13.4, 23.6, 33.3, 42.6, 43.4, 50.5, 114.7, 115.1, 115.8, 116.9, 126.5, 127.0,
128.5, 128.6, 128.7, 128.9, 133.6, 146.1, 146.2, 151.5, 151.6, 161.2; LCMS (electrospray) m/z
473,475 (M+H)" (CI isotope pattern).

6-Chloro-2-ethyl-N-(4-(4-phenylpiperidin-1-yl)benzyl)imidazo|1.2-a]pyridine-3-
carboxamide (284)




1.96 (m 4H), 2.63 -2.70 (m 1H), 2.79 - 2.86 (m 2H), 2.92 (q, J= 7.6 Hz,
2H), 3.80 - 3.83 (m 2H), 4.60 (d, J= 5.2 Hz, 2H), 6.04 (brt, J= 5.2 Hz,
1H), 6.96wOdnasde4 Hz, 2H), 7.14 (d, J= 8.4 Hz, 2H), Pc2Ap201{08344m 5H),
7.51 (d, J= 9.6 Hz, 1H), 9.51 (d, J=1146 Hz, 1H).
7-Chl oro-2-ethyl -N-(4-(4-(4-(trifluoromethoxy)phenyl)pi peridin-I|vbbenzyl)im
i dazo[ 1, 2-al pyri di ne- 3-car boxam @&({R90) OCF3 0 NH CI Wiite solid; 1HNWR
(400 MHz, CDC13); 1..38 (t{ J , 3H), 1.82 - 1.96 (m 4H), 2.64 -
2.70 (m 1H), 2.79 - 2H),72.91 (q, J= 7.6 Hz, 2H), 3.80 - 3.83 (m
2H) 4.59 (d, 9= 3 H7, 2H), 6.04 (brs, 1H), 6.87 (dd, J= 1.6, 7.2 Hz,
697(d I§H4I—|z 2H), 7.14 (d, J=8.4 Hz, 2H), 7.24 - 7.28 (m 4H),

757(@' Hz, 1H), 9.34 (d, J=7.2 Hz, 1H).
6- Chl oro -et nyD== (4- (4- (i sopropoxynet hybp| peri di n-1-vnbenzybi m dazo[ 1, 2-
aI pyr| d| ne- - alrbo am de(291) NH V\D 2011/ 113606PCT/ EP2011/ 001345 127 (q,

. 82 - 3.85
(m 2H)’ale4/eIﬁQW(sahdJ&p5 1é8ﬂz°C 2H)N1Vfé< @QO(MH@% Cﬁglﬂ, &1 féé(t iﬁ)l_|7)6HZOéHQ,d, J=
8.4 Hz, 2H), 7.38 (d, J= 8.4 Hz, 2H), 7.40 (dd, J= 2.0, 9.2 Hz, 1H), 7.65
(d, J=1842 H97 (mMH), D6B5 A6 (10,4 ), 0.702- 2.86{(m, 2B 20Kq( 1 60.0/Hz, 2DGISH -

1515, 3534 2000, T2 2 40 0 it 7 = $24% 1891 Gl 8 A ot 0

car bony.19 - 7.33 (m, 8H) 7.50 (d, J= 9.6 Hz, 1H), 950%1 J=2.0 Hz, 1H); >C NMR (100 MHz,
7- Chl or 0- 2- et hyl - 4- (4- %I sopro oxyrreth er|d|n I-beenz blmdazo[l 2-

al pyri ﬂliD{éig)ﬁthbe%r%cBeé 92%3.3, 505 115.4, 1169 117.0, 121.6, 126.3, 126.4, 126.9,
128.2,128.4,128.6,128.9, 144.4, 146.0, 151.3, 151.4, 161.1; LCMS (electrospray) m/z 473,

475 (M+H)" (CI isotope pattern).

2-Ethyl-N-(4-(4-(4-fluorophenyl)piperidin-1-yDbenzylimidazo[1,2-a]pvridine-3-
carboxamide(285)

XN
Pale yellow solid; 'H NMR (400 MHz, CDCl); § 1.37 (t, J = 7.6 Hz, 3H), 1.81 — 1.95 (m,
4H), 2.60 — 2.67 (m, 1H), 2.77 — 2.85 (m, 2H), 2.94 (q, J = 7.6 Hz, 2H), 3.79 — 3.82 (m, 2H),
4.61 (d, J= 5.6 Hz, 2H), 6.02 (brs, 1H), 6.89 (ddd, J= 1.2, 6.8, 6.8 Hz, 1H), 6.96 — 7.02 (m,
4H), 7.17 - 7.23 (m, 2H), 7.25 = 7.33 (m, 3H), 7.8 (d, J = 8.8 Hz, 1H), 9.39 (d, /= 6.8 Hz,
1H).

6-Chloro-2-ethyl-N-(4-(4-(4-fluorophenyl)piperidin-1-yl)benzylimidazo[1,2-
a]pyridine-3-carboxamide (286)

@NDQ F

NH

o)



White solid; IH NVR (400 Mz, CDC13); 5. 1.14 (d, J= 6.0 Hz, 6H), 1.31 -
1.41 (m 2H), 1.34 (t, J= 7.6 Hz, 311), 1.66- 1.73 (m 1H), 1.84- 1.87 (m
2H), 2. 6Aveo 28117/43doe) 2H), 2.90 (q, J= 7.6 Hz, 2H), 3.27pCtierdmi1PoB4siz, 2H),
3.50 - 3.56 (m 1H), 3.67 - 3.70 (m 12¢), 4.57 (d, J= 5.6 Hz, 2H), 5.99
(brt J= 56z, 1), 6.86 (dd, J= 2.0, 7.2 He, 111). 6.91 (d, J= 8.4 H,

3. LT Vb Ayl My SR S e

) 8, 7?@%( Tl @01156%@“1?1)82 7816 8 (d 1220378 P= 7568, Syt 33953 846 1.

151. 6,

6- Chl or &H)éht(e@ (acyelsozoamz&klmme(bhw ¥B5.PHE] T 6196y Opongml, #H-BLhyl i mi dazo
11, 2- a p¥r| di ne- 3-carboxam de(293) NO. OO0 NH
7.21 (m, 2H), 7.26 - 7.29 (m, 3H), 7.51(d, J = 9.6 Hz, 1H), 9.52 (d, /= 1.6 Hz, 1H); LCMS

(electrospray) m/z 491 (M+H)" .

7-Chloro-2-ethyl-N-(4-(4-(4-fluorophenyl)piperidin-1-yhbenzyl)imidazo[1,2-

a]pyridine-3-carboxamide (287)

NCONQ/@F

/N\
o XN

White solid; mp = 182.7 °C; 'H NMR (400 MHz, CDCl3); 8 1.35 (t, J= 7.6 Hz, 3H), 1.79 -
1.95 (m, 4H), 2.59 — 2.67 (m, 1H), 2.78 — 2.85 (m, 2H), 2.91 (q, J= 7.6 Hz, 2H), 3.79 - 3.82
(m, 2H), 4.59 (d, J= 5.6 Hz, 2H), 6.03 (brt, J = 5.6 Hz, 1H), 6.87 (dd, J= 2.4, 7.6 Hz, 1H),
6.96 — 7.01 (m, 4H), 7.17 - 7.21 (m, 2H), 7.26 (d, J = 8.8 Hz, 2H), 7.57 (d, /= 2.4 Hz, 1H),
9.33 (d, J= 7.6 Hz, 1H); LCMS (electrospray) m/z 491 M+H)" .

2-Ethyl-N-(4-(4-(4-(trifluoromethoxy)phenylpiperidin-1-yl)benzyl)imidazo[1,2-

a|pyridine-3-carboxamide(288)

//O/NQ/@/()CFs

NH

0]

Pale yellow solid; mp = 146.0 °C; 'H NMR (400 MHz, CDCl3); 8 1.37 (t, J= 7.6 Hz, 3H),

1.81 — 1.96 (m, 4H), 2.63 — 2.69 (m, 1H), 2.79 — 2.86 (m, 2H), 2.94 (q, J = 7.6 Hz, 2H), 3.80
—3.83 (m, 2H), 4.61 (d, J = 5.6 Hz, 2H), 6.01 (brt, J = 5.6 Hz, 1H), 6.88 (ddd, /= 0.8, 6.8, 6.8
Hz, 1H), 6.97 (d, J= 8.8 Hz, 2H), 7.14 (d, J = 8.4 Hz, 2H), 7.24 — 7.33 (m, 5H), 7.58 (d,J =
8.8 Hz, 1H), 9.39 (d, J = 6.8 Hz, 1H).



CIN\ Wite solid; 1H NVR (400 MHz, CDC13); S 1.28 - 1.38 (m 2H), 1.32 (t,
J= 7.6 Hz, 3H), 1.46- 1.51 (m 2H), 1.58- 1.66 (m 7H), 1.79- 1.83 (m 2H),
2.63 -2. WolmyMdicy, 2.87 (q, J = 7.6 Hz, 2H), 3.21 (d, préF/EP26i1l081342H) ,
3.63 -3.66 (m 2H), 3.82- 3.83 (m 1Hks 4.54 (d, J= 5.2 Hz, 2H), 6.08 (brt,
J= 5.2 Hz, 1H), 6.87 (d, J= 8.4 Hz, 211), 7.19 -7.25 (m 3H), 7.45 (d, J=
9. 2 Hz¢-Chifpro--edlyl{ ¥ (4-{4-(d-(friftitorohtéthoxh3phddviRpidditdiviz, CDC13) .5 13. 2,

23.4, 23.6, VD 2011/ 113606PCI/ EP2011/001345 128 29.3, 32.3, 36.4, 43.3,
49. 6, MM&@&@MBMB 3-carboxamide{289) 155 2 128.0, 128.1, 128.7,
144. 4, 151.3, 151.5, 161.0.

- ? chl or o- 2- et hyl i mi dazo[ 1, 2- al pyr.i di ne

N- (4- (4- Benzyl pi peri din-1- CE

-3- carboxam de (294 W_Cl solid; nmp = 63.8 C; 11-1 NWR (400 WMHz,
CDC13); 1.33 (¢ JI=/7- , 3 1.37 - 1.44 (m 2H), 1.63 - 1.70 (m 1H),
1.72 - 1.76 (m , 2.56 (d, J =6.8 Hz, 2H), 2.61 -2.67 (m 2H), 2.89 (q,
J =7.@ 2H)Y/, 3.63 - 3.66 (m 2H), 4.56 (d, J = 5.2 Hz, 2H), 6.08 (brs,
1H), 6.8%@“@2 1H), 6.89 (d, J =8.0 Hz, 2H), 7.14 (d, J = 7.2 Hz,
2H) , 7. 197 (m\ 5H), 7.54 (d, J= 1.6 Hz, 1H), 9.29- 9.32 (m 1H); 13C

NVR (100 MHz, CDC13) 13.3, 23.5, 32.0, 37.9, 43.2, 43.3, 49.9, 114.6,

115. 1, WHife. s8}id1hp =71 6412 8C,0H NRR 2400181z3CD2Y; §1.3728 .8 7.649%, 3H)1B81 5,

140.5, 146.0, 151.5, 151.6, 161.1; LCVS (electrospray) nilz 487, 489 (M-H)+
(cr i sobepg, RENIE63)-2.70 (m, 1H), 2.79 — 2.86 (m, 2H), 2.92 (g, J = 7.6 Hz, 2H), 3.80 — 3.83
2-Ethyl -N-(4-(4-((4-1] uoro&genoxyg met hyI%E_)Ii peridi n-| -yl) benzyni m dazoll, 2-a
| pyri 6mnd3), dH0dExAfmiddeHeotH), 6.04 (brt, J='5.2 Hz, 1H), 6.96 (d, J=8.4 Hz, 2H), 7.14 (d,

J=8.4 Hz, 2H), 7.24 — 7.29 (m, 5H), 7.51 (d, J= 9.6 Hz, 1H), 9.51 (d, /= 1.6 Hz, 1H).

7-Chloro-2-ethyl-N-(4-(4-(4-(trifluoromethoxy)phenyl)piperidin-1-

v)benzyDimidazo[1.,2-a]pyridine-3-carboxamide(290)

r@/N D/O/och

NH

o)

c XN

White solid; "H NMR (400 MHz, CDCLs); & 1.36 (t, J = 7.6 Hz, 3H), 1.82 — 1.96 (m, 4H),
2.64 —2.70 (m, 1H), 2.79 — 2.86 (m, 2H), 2.91 (q, J = 7.6 Hz, 2H), 3.80 — 3.83 (m, 2H), 4.59
(d,J = 5.36 Hz, 2H), 6.04 (brs, 1H), 6.87 (dd, J = 1.6, 7.2 Hz, 1H), 6.97 (d, J= 8.4 Hz, 2H),
7.14 (d, J = 8.4 Hz, 2H), 7.24 — 7.28 (m, 4H), 7.57 (d, J= 1.6 Hz, 1H), 9.34 (d, /= 7.2 Hz,

1H).

6-Chloro-2-ethyl-N-(4-(4-(isopropoxymethyl)piperidin-1-yl)benzyl)imidazo[1,2-

a]pyridine-3-carboxamide(291)

r\C%NQ/\OJ\

NH

O
Cl N N
NS \N
White solid; "H NMR (400 MHz, CDCls); § 1.29 (d, J = 6.0 Hz, 6H), 1.46 — 1.56 (m, 2H),
1.50 (t, J=17.6 Hz, 3H), 1.81 — 1.89 (m, 1H), 1.99 - 2.02 (m, 2H), 2.82 — 2.89 (m, 2H), 3.06



3

e solid; np = 144.2 C NVR (400 MHz, CDC13); 8 1.39 (t, J = 7.2 Hz, 3H),
1.60 (m 3H), 1.94- 1.96 (m 2H), 2.73 -2.78 (m 2H), 2.96 (q, J =
, WP 208/1d3606d, J = 12.0, 2H), 3.80 (d, J= 6.0 HzpCZHP204/006B4%d, J=
, 2H), 5.99 (brs, 1H), 6.82 - 8284 (m 1H), 6.89 - 6.92 (m 2H), 6.94
(m 4H, 7.25 - 7.29 (m 2H), 7.32 (d, J= 8.4 Hz, 1H), 7.59 (d, J =
cq, 1H)7 6 814 0H),B.436, J —26 #HHz, 2H), 3.64.CRE2((al, dtl)y D8P FBYY5 MH,2H)MWHB+ 487.

azol 167 4 it ARG st 5 %ﬁn%?ﬁg‘é’"é)é‘%%%zpéﬁédaﬁ%@ et 60T als

129 d; L3Biticd = 7. 6
v 3%%?4@8@ 7= '15}30?21171% 94)07 6%'1@'%(9423&'\4@ 9 ,72 _28<)2ﬂ17,9ﬁ{fﬁ]t‘ S 2 et

gq,GOJ Nmel(}eémmmpcag)ma(uozm 2316229;1;&6 624-34 ®. ‘BO’I(&;I 7351; 155.8, ]é]f 8, 2g|) g
(m 4H51?7(§ 1213, ?géggl%qt% 1@3)8 114}538%(1(141 151, égél,@dgﬂ art@r_l'cg%’ on) = 5 g

Hz, 1H) ; LCVS (el ectrospray) nmlz (MtH) + 521.
7- Chl or o- 2- et hyl - N-(4 (4- ((4 fI uorophenoxy) met hyl ) pi peridin-1-yl)benzyl)im
1ot 40, 8-(4-Li ;. i , iin-1-YRbenzyJimidazg]1,2-

QP! AN
_gbmmmg:
EgEEl

o

alpyridine-3-carboxamide(292)

SO

NH

)

c XN

White solid; '"HNMR (400 MHz, CDCls); 8 1.14 (d, J= 6.0 Hz, 6H), 1.31 — 1.41 (m, 2H),
1.34 (t, J=7.6 Hz, 3H), 1.66 — 1.73 (m, 1H), 1.84 — 1.87 (m, 2H), 2.67 — 2.74 (m, 2H), 2.90
(q,J=7.6 Hz, 2H), 3.27 (d, J = 6.8 Hz, 2H), 3.50 — 3.56 (m, 1H), 3.67 — 3.70 (m, 2H), 4.57
(d, J=5.6 Hz, 2H), 5.99 (brt, J= 5.6 Hz, 1H), 6.86 (dd, J=2.0, 7.2 Hz, 1H), 6.91 (d, J= 8.4
Hz, 2H), 7.22 (d, J = 8.4 Hz, 2H), 7.56 (d, J= 1.6 Hz, 1H), 9.33 (d, J = 7.2 Hz, 1H); ’C NMR
(100 MHz, CDCl5) § 13.4,22.2, 23.6,29.4, 36.6,43.4,49.7,71.8, 73.3, 114.7, 115.2, 115.8,

116.8, 128.2, 128.6, 128.8, 133.6, 146.1, 151.6, 151.7, 161.2.

6-Chloro-N-(4-(4-(cyclopentyloxymethyl)piperidin-1-yl)benzyv]}-2-ethylimidazo[1,2-
a]pyridine-3-carboxamide(293)

Pe¥epte

NH

o)
Cl {
XN
White solid; '"H NMR (400 MHz, CDCls); § 1.28 — 1.38 (m, 2H), 1.32 (t, J= 7.6 Hz, 3H),
1.46 — 1.51 (m, 2H), 1.58 — 1.66 (m, 7H), 1.79 — 1.83 (m, 2H), 2.63 — 2.70 (m, 2H), 2.87 (g, J
= 7.6 Hz, 2H), 3.21 (d, J = 6.4 Hz, 2H), 3.63 — 3.66 (m, 2H), 3.82 — 3.83 (m, 1H), 4.54 (d, J =
5.2 Hz, 2H), 6.08 (brt, J = 5.2 Hz, 1H), 6.87 (d, J = 8.4 Hz, 2H), 7.19 — 7.25 (m, 3H), 7.45 (d,

J=9.2Hz, 1H), 9.44 (d, J= 1.6 Hz, 1H); *C NMR (100 MHz, CDCl;) § 13.2, 23.4, 23.6,



White solid; np = 186.5 C, I HNWVR (400 MHz, CDC13); 8 1.37 (t, J = 7. 6 Hz,
3H), 1.50 - 1.61 (m 2H), 1.94 - 1.96 (m 3H), 2.76 (t, J = 10.8 Hz, 2H),
2.93. (q,wo02s11716606lz, 2H), 3.74 (d, J= 12.0 Hz, 2H), 3. @0T(rP2013/0613856 Hz,
2H), 4.59 (d, J = 5.6 Hz, 2H), 6.00 (¢s, 1H), 6.80 - 6.84 (m 2H), 6.88 -
6.90 (m 1H), 6.94 - 6.98 (m 4H), 7.25 -7.27 (m 2H), 7.58 (d, J= 1.6 Hz,
1H), 9233, 323, 354,830, KB.6, 13y, 81.5ONI5.3,dll 66t t s ledl)4, i26.2( M&H).+ 28211 128.7,
6-chl o (4- 4 ((4-(trifluoronethoxy)phenoxy)methyl)pi peridin-1-
y1) beni&)%gnlleség’zydf?s yr| di ne- 3- car boxam de (298) ocF3 Pal e yellow solid;
np = 183.6 C 1HNNR(4OOM—|z CDC13); 8 1.35 (t, J = 7.6 Hz, 3H, WO
2011/ 113606PCT/ EIP2011/ 001345 130 6.85 (d, J= 8. 8 Hz 2H) 6.93 (d, J= 8.8
b - 7 5 N

Hz, 1H) CIVS (el ectrospray) n12 587 589 (I\/H—I)-+ (Cr

1H), 9.5 d, .J=
i sot op&2k

7- Chl or o- 2- et hyl - N-(4444(4 | f1 uor onmet hoxy) phenoxy) net hyl ) pi peridin-lyl)b
enzyl )i m dazol |, 2- aI |me- - capb@xam de (299) OC F3 O N\ ...... NI\ -1
C1l1------ N V\hlote 1H NWVR (400 MHz, CDC13); .5 1.34 (t,
J= 7.6 Hz, 3H) 46 -

White solid; mp = 63.8 °C; 'H NMR (400 MHz, CDCls); § 1.33 (t, J= 7.6 Hz, 3H), 1.37 -

1.44 (m, 2H), 1.63 - 1.70 (m, 1H), 1.72 — 1.76 (m, 2H), 2.56 (d, /= 6.8 Hz, 2H), 2.61 — 2.67
(m, 2H), 2.89 (q, J = 7.6 Hz, 2H), 3.63 — 3.66 (m, 2H), 4.56 (d, J=5.2 Hz, 2H), 6.08 (brs,
1H), 6.84 — 6.87 (m, 1H), 6.89 (d, J= 8.0 Hz, 2H), 7.14 (d, /= 7.2 Hz, 2H), 7.19 — 7.30 (m,
5H), 7.54 (d, J = 1.6 Hz, 1H), 9.29 — 9.32 (m, 1H); >C NMR (100 MHz, CDCl3) § 13.3, 23.5,
32.0,37.9,43.2,43.3,49.9,114.6, 115.1, 115.7, 116.7, 126.0, 128.2, 128.3, 128.5, 128.8,
129.2, 133.5, 140.5, 146.0, 151.5, 151.6, 161.1; LCMS (electrospray) m/z 487, 489 (M+H)"
(CI" isotope pattern).

2-Ethyl-N-(4-(4-((4-fluorophenoxy)methyDpiperidin-1-y)benzvl)imidazo[1.2-a]pyridine-
3-carboxamide (295)

O

White solid; mp = 144.2 °C; '"H NMR (400 MHz, CDCl3); 6 1.39 (t,J=7.2 Hz, 3H), 1.46 —

1.60 (m, 3H), 1.94 — 1.96 (m, 2H), 2.73 —2.78 (m, 2H), 2.96 (q, J=7.2 Hz, 2H), 3.73 (d, J =
12.0, 2H), 3.80 (d, J = 6.0 Hz, 2H), 4.61 (d, /= 5.2 Hz, 2H), 5.99 (brs, 1H), 6.82 — 6.84 (m,
1H), 6.89 — 6.92 (m, 2H), 6.94 — 6.98 (m, 4H), 7.25 — 7.29 (m, 2H), 7.32 (d, /= 8.4 Hz, 1H),
7.59 (d, J= 8.4 Hz, 1H), 8.40 (d, J= 7.2 Hz, 1H) ; LCMS (electrospray) m/z (M+H)" 487.

6-Chloro-2-ethyl-N-(4-(4-((4-fluorophenoxy)methyl)piperidin-1-yDbenzyl)imidazo[1,2-

alpyridine-3-carboxamide (296)




1.56 (m 2H), 1.93 -2.02 (m 3H), 2.71 -2.78 (m 2H), 2.90 (q, J= 7.6 Hz,
2H), 3.71 -3.74 (m 2H), 3.81 (d, J= 6.0 Hz, 2H), 4.57 (d, J= 5.2 Hz, 2H),
6. 05 (brtw0~]z§11511260blz 1H) 6.84 - 6.87 (m 31-1), 6.93 edrErz0i808i3kE, 2H),
7.11 (d, J= 8.8 Hz, 7.24 (d, J=1% 8 Hz, 2H), 7.55 (d, J= 2.0 Hz, 1H),
9.31 (d, J= 7.2 Hz, lH) LCVS (eI ectrospray) mz 587, 589 (M+H)+ (CF

i sot ope pattern) Eth
144- ((6-chl oro- 2;@,‘“@6} r| di ne- 3- car boxam do) net hyl ) phenyl)
pi peri di ne-4-gar te (300 -NH CON\ .)-z-.--N\ Wiite solid,

11- INMR (400 NHCDC13) & 1.23 (t J= 7.2 Hz, 3H), 1.35 (t, J= 7.2 H,

3H), 1.8 i (m 2H), 1.98 - 2.02 (m 2H), 2.38 -2.46 (m 1H), 2.75 -
2.82 (m RH) I q, J = 7.6 Hz 2H), 3.61 -3.65 (m 2H), 4.11 (q, J= 7.2
Hz, 2H), 4 7'td J—56Hz 2H), 6.03 (brt, J= 5.6 Hz, 1H), 6.90 (d, J=

2, SewiBhontid i (R P b (gl 1 34 2l 49,15 1 ©
13'122 ?%ém%ﬂlzell%—Jf%ém%v%%oﬁ?%éé%p%?ﬁé@%ix%%&éﬁ@ 11 Gty

1- (4- ( (7290 , 2H): ¥y fmsfileZQH') is%dwﬁi dienez, 3 %bpnﬁdomﬁ hyg, kcphenyl )

p| peri di ne-4-carboxyl at e i'te sol |d "HNIVR
.21 ({m, 2, 692+ﬁ983h94ﬂl7217fﬂ291m 3H), H53 (cBH)—%Hrz71H),198?7(ctph Zpl) 1. 96

A R R

2H) 6.12 (brt, J= 5.6 Hz, 6.81 (dd, J= 2.0, 7.2 Hz, 1H), 6.87 (d, J=

8.8Hz,2H) 720dJ—88Hz 2H), 7.51 (d, J= 2.0 1H), 9.25 (d, J=7.2

to . 11f-Chlaro-Ris 4 1444 Rugrpphenayvimethylipiperidingi-yhbemvbi Lhs o
6.0,

49.1, ggtii!&&% %r! Jﬁ%l ﬁe é;ir 6, 116.7, 128. 4 128. 6, 128.8, 133 4, 14
151. 1 .
O
O

° NH
< N N
SN

White solid; mp = 186.5 °C; '"H NMR (400 MHz, CDCls); § 1.37 (t, J=7. 6 Hz, 3H), 1.50 —

Cl

1.61 (m, 2H), 1.94 — 1.96 (m, 3H), 2.76 (t, J = 10.8 Hz, 2H), 2.93 (q, J = 7.6 Hz, 2H), 3.74 (4,
J=12.0 Hz, 2H), 3.80 (d, /= 5.6 Hz, 2H), 4.59 (d, /= 5.6 Hz, 2H), 6.00 (brs, 1H), 6.80 -
6.84 (m, 2H), 6.88 — 6.90 (m, 1H), 6.94 — 6.98 (m, 4H), 7.25 - 7.27 (m, 2H), 7.58 (d, J=1.6
Hz, 1H), 9.34 (d, J= 8.0 Hz, 1H) ; LCMS (electrospray) m/z (M+H)" 521.

6-chloro-2-ethyl-N-(4-(4-((4-(trifluoromethoxy)phenoxy)methyl)piperidin-1-

yl)benzyl)imidazo[1.2-a]pyridine-3-carboxamide (298)

o @UOO |

NH

Ci A N
X~ N
Pale yellow solid; mp = 183.6 °C; 'HNMR (400 MHz, CDCl3); § 1.35 (t, J= 7.6 Hz, 3H),

1.46 — 1.57 (m, 2H), 1.93 — 1.96 (m, 3H), 2.72 — 2.78 (m, 2H), 2.91 (g, J = 7.6 Hz, 2H), 3.71
—3.74 (m, 2H), 3.81 (d, J = 6.0 Hz, 2H), 4.58 (d, J = 5.6 Hz, 2H), 6.05 (brt, J = 5.6 Hz, 1H),



1-(4-((7-Chl oro-2-ethylimdazoll, 2-al pyri di ne-3-car boxam do) net hyl ) phenyl )
pi peri di ne-4-carboxylic acid (302) Nal(oH Wite solid; NMR (400 MHz,

DVBO- d6) ;w6 28112d3dok, J= 7.6 Hz, 3H), 1.57- 1.66 (m 2H) pcimdo11boB8s (M
2H), 2.29 - 2.34 (m 1H), 2.67 - 2.733dm 2H), 2.92 (q, J= 7.6 Hz, 2H),
3.57 - 3.60 (m 2H), 4.40 (d, J= 5.6 Hz, 2H), 5.75 (s, 1H), 6.89 (d, J= 8.4
Hz, 2H5.857d,Q6=@8&dz,2H)1683 (d,.6= B8 H4,H), 7.119d,(b 8B-HB.2H)HZ 242H).28 {77 (d,

%_Etl hS?vH 7(529%J (‘493{ P’&gﬁgbﬁéﬂ/ﬁd) Y |_p]e|_$ Bz %-%Mgéglfﬁﬁf‘yﬁpﬁﬁyaﬁygﬁﬁ pyri din

e- 3- g\dbﬁ)j ldﬁotﬁ)égﬁiﬁerﬂp 2011/ 113606PCT/ EP2011/ 001345 132 White solid;
189. 2 1HN 400 MHz, CDC13) 8 1.40 (t, J= 7.8 Hz, 3H), 2.96 (q, J

= 7.6 Hz, 2H) 324-329(m 2H), 3.32 - 3.36 (m 2H), 463(d, J=5.6
.01 ( 7 7. (.34, . (m 2H), 7.60
ay) mz (MH) +

8- (D fTuoromet hoxy) - & yT - -(4-(4-TTuorophenyl) pi perazi n-1-yQbenzyl )im

i dazol |, 2- al pyri di ne- 3- carboc(3304)
KONQJ

O
NH

/N\
o N

White solid; mp = 189.5 °C; 'H NMR (400 MHz, CDCl3); § 1.34 (t, J= 7.6 Hz, 3H), 1.46 —

1.56 (m, 2H), 1.93 — 2.02 (m, 3H), 2.71 - 2.78 (m, 2H), 2.90 (q, /= 7.6 Hz, 2H), 3.71 - 3.74
(m, 2H), 3.81 (d, J= 6.0 Hz, 2H), 4.57 (d, J = 5.2 Hz, 2H), 6.05 (brt, J= 5.2 Hz, 1H), 6.84 —
6.87 (m, 3H), 6.93 (d, J= 8.8 Hz, 2H), 7.11 (d, J= 8.8 Hz, 2H), 7.24 (d, J = 8.8 Hz, 2H), 7.55
(d, J=2.0 Hz, 1H), 9.31 (d, J = 7.2 Hz, 1H); LCMS (electrospray) m/z 587, 589 (M+H)" (CI

isotope pattern).

Ethvl 1-(4-((6-chloro-2-ethylimidazo[1,2-alpyridine-3-carboxamido)methyl)phenyl)

piperidine-4-carboxvlate (300)

O

NH
Cl

Z \ N\

XN
White solid; '"H NMR (400 MHz, CDCl3); § 1.23 (t, J= 7.2 Hz, 3H), 1.35 (t, J = 7.2 Hz, 3H),
1.80 — 1.90 (m, 2H), 1.98 — 2.02 (m, 2H), 2.38 — 2.46 (m, 1H), 2.75 — 2.82 (m, 2H), 2.91 (g, J
= 7.6 Hz, 2H), 3.61 — 3.65 (m, 2H), 4.11 (q, J = 7.2 Hz, 2H), 4.57 (d, J = 5.6 Hz, 2H), 6.03
(brt, J= 5.6 Hz, 1H), 6.90 (d, J = 8.8 Hz, 2H), 7.23 — 7.28 (m, 3H), 7.49 (d, J = 9.6 Hz, 1H),
9.49 (d, J= 1.6 Hz, 1H); >C NMR (100 MHz, CDCl3) § 13.3, 14.4, 23.6, 28.1, 41.6, 43.3,
49.2,60.6, 115.4,116.9, 117.0, 121.5, 126.3, 128.2, 128.6, 128.9, 144.5, 151.2, 151.4, 161.1,

174.9.



Pale yellow, np = 186.3 C, 1H NWVR (400 MHz, CDC13) 8 1.38 (t, J= 7.6 Hz,
3H), 2.98 (q, J =7.6 Hz, 2H), 3.24 - 3.27 (m 4H), 3.34.- 3.36 (m 4H),
4.63 (d, we201B11btvs 2H), 6.05 - 6.07 (m 1H), 6.85 (dd, pé¢¥/EP2811/081344H) ,
6.91 - 7.01 (m 6H), 7.10 (d, J= 7.616&, 2H), 7.26 (t, J= 74.2 Hz, 1H due
to F2), 9.24 (d, J= 6.8 Hz, 1H); LCV5 (electrospray) mz (MH) + 524

8- Br onBtlid dt (4 7-khlofe{24ethlifmli 2 ines3acirbekamidd)srethyl)phenshz o011, 2- al
pyri di ne3-car nga de (3; Br White solid; 1H NWVR (400 MHz, CDC13) 8

1. 37 (M-M-Me 00 (g, J= 7.6 Hz, 2H), 3.23 - 3.35 (m 8H),
4.61 (d, J= 5.6 Hz, 2H), 6.08 (bps, 1H), 6.77 (dd, J= 6.8 Hz, 6.8 Hz, 1H),
6.90- 7.00 (m 6H), 729( "N=/8.4 Hz, 2H), 7.56 (d, J= 7.2 Hz, 1H), 9.38
(d, J= 7.2 Hz, 1H). 10peMHz, CDC13) 8 14.1, 23.7, 43.4, 49.5,
50.6, 110.7, 1013 2011/ 113606PCT/ EP2011/ 001345 133 115.9,
116.7, 118. 4, }6 129 0 129.2, 129.4, 144.1, 148.0, 151.0, 151.5,
158. 8, 161, LCMS (el ectrospray) mz (MH) + 538.

2- Et hy1-6’f (4-(4-(4-fluorophenybpi perazin-|-yl)benzyl)in dazoll, 2-a
| pyridi RoxaNide (306) O FN__--\ -NH N\ Wite solid; np = 200.9 G
1HN|VRE;OO|VHZ CDC13) .5 1.40 (t, J= 7.8 Hz, 3H), 296(q,J:76Hz
2H), 3Mﬂte-sol3d,2‘$l NMRw)Q NmstDC@, 86 2(1not 2*17,2 Hz 82{)( 31455 ﬁz&lza 3?{31)

6.03 -6.05 J=

o 8t LTIy B eHa 96 =260 i 8H15. 386 - 47 (g 1D 2.78 - 2019 G 20y 2 8T 6

(el ect LosPBYIHBZs(MEY tm? 78R, 4.09 (g, J=12 Hz, 2H), 4.53 (d, J = 5.6 Hz, 2H), 6.12
(brt, J= 5.6 Hz, 1H), 6.81 (dd, J = 2.0, 7.2 Hz, 1H), 6.87 (d, J = 8.8 Hz, 2H), 7.20 (d, J = 8.8
Hz, 2H), 7.51 (d, J= 2.0, 1H), 9.25 (d, J = 7.2 Hz, 1H); *C NMR (100 MHz, CDCL;) § 13.3,
14.3,23.4,28.0,41.0, 43.2, 49.1, 60.5, 114.5, 115.1, 115.6, 116.7, 128.4, 128.6, 128.8, 133.4,
146.0, 151.1, 151.5, 161.1, 174.8.

1-(4-((7-Chloro-2-ethvlimidazo[1,2-a]pvridine-3-carboxamido)methyl)phenvl)

piperidine-4-carboxylic acid (302)

NH

=~ "N N\
clI XN
White solid; 'HNMR (400 MHz, DMSO—d6); 6 1.22 (t,J=7.6 Hz, 3H), 1.57 - 1.66 (m, 2H),
1.84 — 1.88 (m, 2H), 2.29 — 2.34 (m, 1H), 2.67 - 2.73 (m, 2H), 2.92 (q, J = 7.6 Hz, 2H), 3.57
—3.60 (m, 2H), 4.40 (d, J = 5.6 Hz, 2H), 5.75 (s, 1H), 6.89 (d, J = 8.4 Hz, 2H), 7.06 (dd, J =
1.6, 7.6 Hz, 1H), 7.19 (d, J= 8.4 Hz, 2H), 7.77 (d, J = 1.6 Hz, 1H), 8.37 (brt, ] = 5.6 Hz, 1H),

8.93 (d, J= 7.6 Hz, 1H).

2-Ethvl-N-(4-(4-(4-fluorophenyl)piperazin-1-yl)benzyl)imidazo[1,2-a]pvyridine-3-
carboxamide (303) '




6- Brono- 2- et hyl - N- (4- (4- (4-fl uor ophenybpi perazi n-1-yl ) benzvfli m dazo[ 1, 2- al
pyri di ne3- car boxam de (307) Waite solid; np = 218.1 C, IIl NWR (400 Mz,
CDC13) . 5wb.240/118606J= 7.6 Hz, 3H), 2.95 (q, J = 7.6 Hz, rei)EP28B11Rd1345 3. 29
(m 2H), 3.31 -3.36 (m 2H), 4.62 (da32= 5.6 Hz, 2H), 6.04 (t, J= 5.0 Hz,
1H, 6.92 - 7.01 (m 6H, 7.31 (d, J= 8.8 Hz, 2H), 7.39 (dd, J= 2.0, 9.2
Hz, 1H), 7.49 (d, J= 9.6 , $. 63 (d, J= 1.6 Hz, 1H); LCMS

(el ectrospray) nl z= + 8 (Br" isotope pattern). WO
2011/ 113606PCT/ ER m 5 134 Wiite solid; nmp = 187.6 C, 1HNWMR (400
MHz, CDC13 45 , J= 7.6 Hz, 3H), 2.89 (s, 3H), 2.91 (q, J= 7.6 Hz,

2H), 3.22 - (m 4H) 3.31 -3.33 (m 4H), 4.60 (d, J=5.2 Hz, 2H), 6.04
(brt, . 1H), 6.89 - 6.99 (m 6H), 7.13 (dd, J= 1.6, 9.2 Hz, 1H),
7.28 (4, = Hz, 2H), 7.46 (d, J= 9.2 Hz, 1H), 9.18 (s, 1H); LCMS
(electr z 472 (M+H) + .

i E;PY%%%& ﬂﬁ%ﬁ@%@%ﬁ%ﬁ@z L@W 'a)nlﬁf&éé%”ﬂé %?f w600 W
CDC13); S 1.35 (t, J= 7. I—Q( I—% 9 %3{ = 7.6 Hz, 2H)
3.23 -=3.0Hz(3HD), éﬁ)‘* 3&2%2111 %Hbé 2nr3z§ﬁ)(m 3«%04 %I(da' 56&12.2H). 442 -6

brt L 7.33
(m s G565 PP @by 750, Q@ aWg 8@y =0 T o) 1o Bhg JoE2 -

2- Et hy HzSHH); L@MS Neledrdsprayd nf/z (dr-BpPhes8.bpi per azi n- 1- y1) benzybi m dazo[ 1, 2-al
pyri di ne3-carboxam de (310) O

8-(Difluoromethoxy)-2-ethyl-N-(4-(4-(4-fluorophenyl)piperazin-1-yl)benzyl)imidazo[1,2-

alpvridine-3-carboxamide (304)

LY

N_/

0]
NH

=~ N N\

™ \N

OCHF,
Pale yellow; mp = 186.3 °C; 'H NMR (400 MHz, CDCl;) & 1.38 (t, J = 7.6 Hz, 3H), 2.98 (q, J

= 7.6 Hz, 2H), 3.24 - 3.27 (m, 4H), 3.34.—- 3.36 (m, 4H), 4.63 (d, /= 5.6 Hz, 2H), 6.05-6.07
(m, 1H), 6.85 (dd, J = 7.2 Hz, 1H), 6.91 - 7.01 (m, 6H), 7.10 (d, J = 7.6 Hz, 2H), 7.26 (t,J =
74.2 Hz, 1H due to F»), 9.24 (d, J= 6.8 Hz, 1H); LCMS (electrospray) m/z (M+H)" 524

8-Bromo-2-ethyl-N-(4-(4-(4-fluorophenvyl)piperazin-1-yl)benzyl)imidazo[1,2-a]pyridine-
3-carboxamide (305)

o, H /'"\NO ]
o
XN
Br :

White solid; "H NMR (400 MHz, CDCl3) 8 1.37 (t,J = 7. 6 Hz, 3H), 3.00 (g, J = 7.6 Hz, 2H),
3.23 —3.35 (m, 8H), 4.61 (d, J = 5.6 Hz, 2H), 6.08 (brs, 1H), 6.77 (dd, J = 6.8 Hz, 6.8 Hz,
1H), 6.90 — 7.00 (m, 6H), 7.29 (d, J = 8.4 Hz, 2H), 7.56 (d, /= 7.2 Hz, 1H), 9.38 (d,J = 7.2
Hz, 1H).; *C NMR (100 MHz, CDCl3) & 14.1, 23.7, 43.4, 49.5, 50.6, 110.7, 113.3, 115.7,




yLL--N Pale yellow solid; np = 204.1 C, 1HNWR (400 MHz, CDC13+ CD30D); .5
1.34 (t, J=7.6 Hz, 3H), 2.94 (q, J=7.6 Hz, 2H), 3.24 -3.26 (m 4H), 3.33
- 3.35 (mwo4bh1/1146060 (d, J= 5.6 WD 2011/ 113606PCT/ EP202tmaPi84b0135 Hz,
2H), 6.44 (brt, J=5.6 Hz, 1H), 6.81136.86 (m 1H), 6.92 - 7.06 (m 7H),
7.29 (d, J=8.8 Hz, 2H), 9.08 (d, J= 6.8 Hz, 1H); LCMS (el ectrospray) mz
476 (MrH.9, 116.7,118.4, 127.6, 129.0, 129.2, 129.4, 144.1, 148.0, 151.0, 151.5, 158.8, 161.3.;

7- Bronp-2- | -N-(4-(4-L4- roophenyl ) pi perazi n- 1-yGbhenzyl )i m dazo[ 1, 2- al
pyri d?ﬁ@&f@%&?ﬁéwﬁfﬁ%%i te solid; mp = 214.6 C, 1HNMR (400 Mz,
CDC13); 5 1.36 (t, J=7.6 Hz, 3H), 2.92 (q, J=7.6 Hz, 2H), 3.24 -3.28 (m
4H), 3.33 - 3.35 (m 4H), 4.60 (d, J= 5.2 Hz, 2H), 6.02 (brt, J= 5.2 Hz,

1H), 6.91 -7.02 (m 7H), 7.28 (d, J= 8.8 Hz, 2H), 7.76 (d, J= 1.6 Hz, 111),
Igs?)t8 O( Ethyl-6- 4-(4-fTioro %lelelcl riogpa{z?ﬁ/-)l- bze?1361 in?i%gzé %I:g-l- "i%gﬁe-

2- Et hyg;calrﬁdkaﬁﬁd.é@d%uorophenyl ) pi perazin-1-yl)benzyl)-8-(pyridin-4-yflimd
azo[ 1,Z- alpyridine-3-carboxam de (312) Wite solid; 1HNMR (400 MHz,

CDC13) 8 1.40 (t, J= 7. ;dzia\ 3 F99 (q, J= 7.6 Hz, 2H), 3.25 (t, J= 5.2

Hz, 4H), 3.34 (t, J7=52 .64 (d, J= 5.6 Hz, 2H), 6.10 (brs, 1H),

6.91 - 7.04 (m 7 3 J=8.4 Hz, 2H), 7.53 (d, J= 7.2 Hz, 1H), 7.99
(d, J= 5.2 HO 2K, 872 (d, J= 4.4 Hz, 2H), 9.47 (d, J= 6.8 Hz, 1H).; LCMS
(el ect ;:ospray) mz (M-H) + 535.

Z N N\

N

White solid; mp = 200.9 °C; '"H NMR (400 MHz, CDCls) § 1.40 (t, J= 7.8 Hz, 3H), 2.96 (q, J

= 7.6 Hz, 2H), 3.24 — 3.29 (m, 2H), 3.32 - 3.36 (m, 2H), 4.62 (d, /= 5.6 Hz, 2H), 6.03 - 6.05
(m, 1H), 6.92 — 7.01 (m, 6H), 7.22 - 7.27 (m, 2H), 7.31 (d, J= 8.4 Hz, 2H), 7.56 (dd, J= 5.0,
9.8 Hz, 1H), 9.44 — 9.46 (m, 1H); LCMS (electrospray) m/z (M+H)" 476.

6-Bromo-2-ethyl-N-(4-(4-(4-fluorophenyl)piperazin-1-yl)benzyl)imidazo[1,2-a]pyridine-
3-carboxamide (307)

N'\J

oo

NH
Br

Z N \
N
White solid; mp = 218.1 °C; "H NMR (400 MHz, CDCl3) & 1.40 (t, J = 7.6 Hz, 3H), 2.95 (q, J

= 7.6 Hz, 2H), 3.24 — 3.29 (m, 2H), 3.31 — 3.36 (m, 2H), 4.62 (d, /= 5.6 Hz, 2H), 6.04 (t, /=
5.0 Hz, 1H), 6.92 - 7.01 (m, 6H), 7.31 (d, J= 8.8 Hz, 2H), 7.39 (dd, /= 2.0, 9.2 Hz, 1H), 7.49
(d, J=9.6 Hz, 1H), 9.63 (d, J= 1.6 Hz, 1H); LCMS (electrospray) m/z (M+H)" 536, 538 (Br’

isotope pattern).

2-Ethyl-N-(4-(4-(4-fluorophenyl)piperazin-1-yl)benzyl)-6-methylimidazo[1,2-a]pyridine-
3-carboxamide (308)




WD 2011/ 113606PCT/ EP2011/ 001345 136 0 MeON \ \ Wite solid; np = 193.4 C
1HNVR (400 MHz, CDC13) 8 1.38 (t, J= 7.4 Hz, 3H), 2.94 (g, J = 7.6 Hz, 2H),
3.15 - 3.W@20my1ddds, 3.85 -3.87 (m 7H), 4.62 (d, J= 52PEZ/EP2H)00B490 -
6.02 (m 1H), 6.92 (d, J= 9.6 Hz, 2Hm347.11 (dd, J= 2.4, 9.6 Hz, 1H), 7.30
(d, J= 8.8 Hz, 2H), 7.48 (d, J= 9.6 Hz, 1H), 9.10 (d, J= 2.4 Hz, 1H); LCMB

(electrospray) mz (MH) + 395 F
2- Et hyl - 7- met hoxy- N£4- nof phgl-+obgnzyl )i mi dazoll, 2-al pyri di ne- 3- ear boxam d
e(314) 0 MeO White ,N\;HNNR 200 Mz, CDC13): S 1.33 (t, J= 7.6 Hz,

3H), 2.86 (g0 J=/7.2+4%, 2H), 3.12 - 3.14 (m 4H), 3.80 - 3.88 (m 4H),

3.83 (s, 3H), ¥Mb (d, J=5.6 Hz, 2H), 5.98 (brt, J= 5.6 Hz, 1H), 6.56 (dd,
J= 2.4,\@ . 1H), 6.84 (d, J= 2.4 Hz, 111), 6.87 (d, J= 8.8 Hz, 2H),
7.25 (d,] J=]8. , 2H), 9.19 (d, J= 7.6 Hz, 1H); 13C NMR (100 Mz, CDCL3)
El 13.4, 23 5N 431, 49.4, 55.6, 67.0, 94.5, 107.4, 113.9, 116.0, 128.8,

128.9, 129.6, 148.1. 150.9. 151 0 159 4 _ 161.5. -
6- Br on¥{Iptesoligh mp= W7o on b NP{%&WW&QQQ&%-QM’ dyi 7-8iHe 380288 6% ani de
(315) N Br Wite solid: = 228.2 C. 1HNMR (400 MHz, CDC13): 8 1.38 (t, J=
7.6 Hz3HRA9! @, 95 1.6 Hz, 2H), 3.22 = 3.24 (m, 4H), 3.31 - 3.33 (m, 4H), 4.60 (d, /= 5.2 Hz,

2H), 6.04 (brt, J = 5.2 Hz, 1H), 6.89 — 6.99 (m, 6H), 7.13 (dd, J= 1.6, 9.2 Hz, 1H), 7.28 (d, J

= 8.4 Hz, 2H), 7.46 (d, J= 9.2 Hz, 1H), 9.18 (s, 1H); LCMS (electrospray) m/z 472 (M+H)" .

2-Ethyl-N-(4-(4-(4-fluorophenyl)piperazin-1-yl)benzyl)-7-methylimidazo[1,2-a]pyridine-

3-carboxamide (309)
F
Al

N\J

0]
NH

~" "N N\
NS \N
White solid; mp = 203.7 °C; 'H NMR (400 MHz, CDCl3); § 1.35 (t, J= 7.6 Hz, 3H), 2.40 (s,

3H), 2.91 (g, J = 7.6 Hz, 2H), 3.23 — 3.26 (m, 4H), 3.32 - 3.34 (m, 4H), 4.60 (d, /= 5.6 Hz,
2H), 6.02 (brt, J= 5:6 Hz, 1H), 6.72 — 6.74 (m, 1H), 6.91 — 7.00 (m, 6H), 7.29 — 7.33 (m, 3H),
9.25 (d, J=7.2 Hz, 1H); LCMS (electrospray) m/z 472 (M+H)" .

2-Ethyl-8-fluoro-N-(4-(4-(4-fluorophenvl)piperazin-1-yl)benzyl)imidazo[1,2-a]pyridine-

3-carboxamide (310)
F
L
//®/ N/
O

NH

N \N
F

Pale yellow solid; mp = 204.1 °C; 'H NMR (400 MHz, CDCl;+ CD3;0D); § 1.34 (t,J = 7.6

Hz; 3H), 2.94 (q, J = 7.6 Hz, 2H), 3.24 — 3.26 (m, 4H), 3.33 - 3.35 (m, 4H), 4.60 (d, /= 5.6



J= 7.6 Hz, 2H), 3.16 (t, J= 4.8 Hz, 4H), 3.86 (t, J= 4.8 Hz, 4H), 4.61 (d,
J=5.6 Hz, 2H), 6.02 (brs, 1H), 6.91 (d, J= 8.8 Hz, 2H), 7.29 (d, J= 8.8
Hz, 2H), wWo3811(dsksJ= 1.6 Hz, 9.6 Hz, 1H), 7.48 (d, J= 2CG/BHz011Hb)3459. 61
(d, J= 0.8 Hz, 1H) ; LCV5 (electrospnay) mz (MH + 443. WO

2011/ 113606PCT/ EP2011/ 001345 137

2- Et hy Hz62H), $ct4oibid; § £-5n® Hzh biHl), i6cden £)86)(imyil 8,209 2 - J-06 (m;r?iHjj @9 8d,ckr Bdxani de

(316) Li NVR 8 1.42 (t, J=
7.6 th 32{51%25§@f9?q 6d§1Hn}7)”é) iﬁ“érﬂ?ﬁec‘é‘)ﬁaﬁﬂﬂm% -, "4H), 3.89 (t, J=
4.8 Hz, 4H), 4.64 (d, J= 5.2 Hz, 2H), 602(brs 1H), 6.91 (d, J= 8.4 Hz,
2H), 7.26 - 7.33 (m 3H) 760(dd J 52Hz 5.4 Hz, 1H), 9.48 (dd, J=
) ma BV ; orex P TIT l\imi;lazo[lZ a]pyridine-

2- Et hyB- 8- 1 yor o 1( m)r phol i nobenzyl )i m dazof 1, 2- al pyri di ne- 3- car boxam de

(317) - = 197.3 C 1HNWR (400 MHz, CDC13); 8 1.39 (t, J=7.6
Hz, 3H), 98(q 2H) 5,_-317(m 4H), 3.85 -3.87 (m 4H),
4.61 (d, GDSAQJ}LQ/ 680 685(m 1H), 6.92 (d, J=
8.8 Hz,'2 : 700 7 (d J =8.8 Hz, 2H), 9.19 (dd, J= 0.8
Hz, 7.2 Hz, lH)O, Iectrospray) in/z (NH—i) 383.

2- Et hyl - 8- rreth NH( 4- nor phol i nobenzyl )i mi dazol1, 2-al pyri di ne- 3-car boxam d
e (318)

White solid; mp = 214.6 °C; 'H NMR (400 MHz, CDCLy); & 1.36 (t, J = 7.6 Hz, 3H), 2.92 (g,

J=17.6 Hz, 2H), 3.24 — 3.28 (m, 4H), 3.33 — 3.35 (m, 4H), 4.60 (d, /= 5.2 Hz, 2H), 6.02
(brt, J=5.2 Hz, 1H), 6.91 — 7.02 (m, 7H), 7.28 (d, J = 8.8 Hz, 2H), 7.76 (d, J= 1.6 Hz, 1H),
9.28 (d, J= 7.6 Hz, 1H); LCMS (electrospray) m/z 536, 538 (M+H)" (Br isotope pattern).

2-Ethyl-N-(4-(4-(4-fluorophenyl)piperazin-1-yl)benzyl)-8-(pvyridin-4-yl)imidazo[1,2-

alpyridine-3-carboxamide (312)

White solid; '"H NMR (400 MHz, CDCl;) & 1.40 (t, J= 7. 6 Hz, 3H), 2.99 (q, J = 7.6 Hz, 2H),
3.25(t,J=5.2 Hz, 4H), 3.34 (t, /= 5.2 Hz, 4H), 4.64 (d, J=5.6 Hz, 2H), 6.10 (brs, 1H), 6.91
—7.04 (m, 7H), 7.32 (d, J = 8.4 Hz, 2H), 7.53 (d, /= 7.2 Hz, 1H), 7.99 (d, /= 5.2 Hz, 2H),
8.72 (d, J= 4.4 Hz, 2H), 9.47 (d, J = 6.8 Hz, 1H).; LCMS (electrospray) m/z (M+H)" 535.

Dimidazo{1,2-a]pyridine-3-carboxamide (313



Pal e yell ow solid; 1HNWR (400 MHz, CDC13); E 1.33 (t, J= 7.6 Hz, 3H), 2.92

(g, J= 7.6 Hz, 2H), 3.12 -3.14 (m 4H), 3.82 - 3.84 (m 4H), 3.98 (s, 3H),

4.58 (d, wo=o0tw/fisdds, 1H), 6.08 (brs, 1H), 6.57 (d, J= 7pThHP2011l)1346. 75

(dd, J=7.2, 7.2 Hz, 1H), 6.87 (d, J238.8 Hz, 2H), 7.26 (d, J= 8.8 Hz, 2H),

8.93 (d, J=7.2 Hz, 1H); "C NWR (100 MHz, CDC13) 8. 13.9, 23.6, WO

2011/ 113606PCT/ EP2011/0134W 43.2, 49.3, 56.0, 67.0, 103.1, 113.0,

116. 0, 120.9, 1248FZ‘¥ 129.4, 140.4, 148.2, 149.9, 150.9, 161.5.

8- (Di fl uoronet hgxy) yI 4 nmor phol i nobenzynl m dazoll, 2-al pyri di ne- 3-

carboxam' de (31 NB OCHF2 Of-white solid; nmp = 163.0 C, NWR (400
:”1 8 (t, J=7.6 Hz, 3H), 2.97 (q, J=7.6 Hz, 2H), 3.16 (t, J=

50Hz 4 8 , J= 4.8 Hz, 4H), 4.62 (d, J= 5.6 Hz, 2H), 6.03 -6.05

(m 1H), = 7.6 Hz, 2H), 6.92 (d, J= 6.8 Hz, 2H), 7.11 (d, J= 7.6

Hz, 1H), 726(t J—742Hz 1H due to F2), 7.29 (d, J = 8.4 Hz, 2H), 9.25

(d, J W}ﬁteZSOHd mﬂ>|=|3193L@@ Q—I'-JNBVH{ (A0pviElz) ClhOb)(Sl\/lt]HB(lt .4%]74Hz 3H), 2.94 (q.J

8- Br onp- 2- et hyl - N- (4- nor phol i nobenzyl )i m dazo[ 1, 2- al pyri di ne- 3- car boxam de

(320) =7.6Hz, 2H), 3.15 -3.17 (m, 4H), 3.85 — 3.87 (m, 7H), 4.62 (d, J = 52 Hz, 2H), 6.00 — 6.02

(m, 1H), 6.92 (d, J=9.6 Hz, 2H), 7.11 (dd, J= 2.4, 9.6 Hz, 1H), 7.30 (d, J = 8.8 Hz, 2H),
7.48 (d, J=9.6 Hz, 1H), 9.10 (d, J = 2.4 Hz, 1H); LCMS (electrospray) m/z (M+H)" 395

2-Ethyl-7-methoxy-N-(4-morpholinobenzyl)imidazo[1,2-a]pyridine-3-carboxamide(314)

//\O
N

NH

White solid; 'H NMR (400 MHz, CDCls); § 1.33 (t, J = 7.6 Hz, 3H), 2.86 (q, J = 7.6 Hz, 2H),
3.12 - 3.14 (m, 4H), 3.80 — 3.88 (m, 4H), 3.83 (s, 3H), 4.56 (d, J = 5.6 Hz, 2H), 5.98 (brt, J =
5.6 Hz, 1H), 6.56 (dd, J = 2.4, 7.6 Hz, 1H), 6.84 (d, J= 2.4 Hz, 1H), 6.87 (d, J = 8.8 Hz, 2H),
7.25 (d,J = 8.8 Hz, 2H), 9.19 (d, /= 7.6 Hz, 1H); '*C NMR (100 MHz, CDCl3) § 13.4, 23.5,
43.1,49.4, 55.6, 67.0,94.5, 107.4, 113.9, 116.0, 128.8, 128.9, 129.6, 148.1, 150.9, 151.0,
159.4, 161.5.

6-Bromo-2-ethyl-N-(4-morpholinobenzyl)imidazo[1,2-a]pyridine-3-carboxamide (315)

//\o
N

White solid; mp = 228.2 °C; 'H NMR (400 MHz, CDCly); § 1.38 (t, J = 7.6 Hz, 3H), 2.95 (q,

J=17.6 Hz, 2H), 3.16 (t, J= 4.8 Hz, 4H), 3.86 (t, J= 4.8 Hz, 4H), 4.61 (d, J = 5.6 Hz, 2H),
6.02 (brs, 1H), 6.91 (d, J = 8.8 Hz, 2H), 7.29 (d, /= 8.8 Hz, 2H), 7.38 (dd, /= 1.6 Hz, 9.6 Hz,
1H), 7.48 (d, J= 9.6 Hz, 1H), 9.61 (d, J = 0.8 Hz, 1H) ; LCMS (electrospray) m/z (M+H)"
443.



6 Hz, 3H), 2.99 (q,
.8 Hz, 4H), 4.60 (d,
H)’CTﬁEPQﬁl(Od],MS]: 8.8
7.2 Hz, 1H), 9.37
(M+H) + 445.
dazoll, 2- alpyrldlne 3-
9

Br White solid; 1HNMR (400 MHz, CDC13) 8 1.36 (t, J
7.6 Hz, 2H), 3.15 (t, J= 4.8 Hz, 4H), 3.85 (t, J
5.2 Hawo2bh1/1186006 (brs, 1H), 6.77 (dd, J= 7.2 Hz,

Hz, 2H), 7.28 (d, J= 8.8 Hz, 2H), 7.567 (dd, J= 0.8

(dd, J= 0.8 Hz, 7.2 Hz, 1H).; LCMS (el ectrospray) n1

5
1

2- Et hyI N-(4- m)rphol | nobenzyl) 6-(trifluoromethyl)i
21 / /

ke T A4 "" ¢ ",
7.2 He, 2H) 313 "3.15 4H),383 ©3.85 (m 4H), 460(d o5 5 he

2H),610(brs d, J= 8.0 Hz, 2H), 7.27 (d, J= 8.0 Hz, 2H), 7.44
(d, J=9.2 , d, J= 9.2 Hz, 1H), 9.82 (s, 1H).

2- Et hyl - N—(4 lphol | nobenzyl) 7-(trifluoromethyl)imdazo[1, 2-al pyridi ne- 3-
car box& 22) FSCN Wiite solid; nmp = 174.1 C 1HNNR(4OOM—|z
CDC13)§é1?V J= 7.6 Hz, 3H), 298(q J = 7.6 Hz, 2H) 3.16 (t, J= 4.8
Hz, 4H) :48Hz 4H), 4.62 (d, J= 5.6 Hz, 609-611(m

o4’ H VIOl LR S ﬁﬁwﬂéh&%‘%{%ﬂ%ﬁlé%f“%ﬂ%aaé% ¢

(electrospray) nizg) Iy
J=7.6 Hz, 2H), 3.19 (4, 48Hz 4H), 3.89 (t, J=4.8 Hz, 4H), 4.64 (d, J= 5.2 Hz, 2H),

6.02 (brs, 1H), 6.91 (d, J= 8.4 Hz, 2H), 7.26 — 7.33 (m, 3H), 7.60 (dd, J = 5.2 Hz, 5.4 Hz,
1H), 9.48 (dd, J=2.4 Hz, 5.2 Hz, 1H) ; LCMS (electrospray) m/z (M+H)" 383.

2-Ethyl-8-fluoro-N-(4-morpholinobenzyl)limidazo[1,2-a]pyridine-3-carboxamide (317)

White solid; mp = 197.3 °C; 'H NMR (400 MHz, CDCl); 8 1.39 (t, J = 7.6 Hz, 3H), 2.98 (q,

J=17.6 Hz, 2H), 3.15-3.17 (m, 4H), 3.85 — 3.87 (m, 4H), 4.61 (d, /= 5.6 Hz, 2H), 6.05 (brs,
1H), 6.80 — 6.85 (m, 1H), 6.92 (d, J = 8.8 Hz,2H), 7.00 — 7.05 (m, 1H), 7.29 (d, J = 8.8 Hz,
2H), 9.19 (dd, J= 0.8 Hz, 7.2 Hz, 1H) ; LCMS (electrospray) m/z (M+H)" 383.

2-Ethyl-8-methoxy-N-(4-morpholinobenzyl)imidazo[1,2-a]pyridine-3-carboxamide (318)

//\O
N/
0]
NH
NS \N
OMe

Pale yellow solid; '"H NMR (400 MHz, CDChL); § 1.33 (t, J= 7.6 Hz, 3H), 2.92 (q, J= 7.6 Hz,
2H), 3.12 — 3.14 (m, 4H), 3.82 — 3.84 (m, 4H), 3.98 (s, 3H), 4.58 (d, J = 5.6 Hz, 1H), 6.08
(brs, 1H), 6.57 (d, J= 7.2 Hz, 1H), 6.75 (dd, J = 7.2, 7.2 Hz, 1H), 6.87 (d, J = 8.8 Hz, 2H),
7.26 (d, J= 8.8 Hz, 2H), 8.93 (d, J= 7.2 Hz, 1H); "*C NMR (100 MHz, CDCL;) & 13.9, 23.6,



2- Et hyl - N- (4- nor phol i nobenzy1)-8-(trifluoronethyl)imdazoll, 2-al pyri di ne-3-
carboxam de (323) CF3 Wite solid; np = 200.6 C, 1HNWR (400 MHz, CDC13); 8
1.34 (t, we11biblws 3H), 2.98 (g, J= 7.6 Hz, 2H), 3.14 pC3EPR010AM1344]), 3. 83
- 3.86 (m 4H), 4.60 (d, J= 5.6 Hz, 2B§, 6.11 (brt, J= 5.6 Hz, 1H), 6.89
(d, J= 8.8 Hz, 2H), 6.93 (dd, J=6.8, 6.8 Hz, 1H), 7.26 (d, J= 8.8 Hz, 2H),
7.62 (43.2)49.8, 35.6i07.0,H03.191 B340,(1d,6.Q) 126.98124:8, 129)9, 129\@, 140.4, 148.2, 149.9,

2011/ 18@%6&(& EP2011/ 001345 140 0 Br N Pale gray solid; np = 202.6 C
1HNMVR z, CDC13); 8 1.34 (t, J=7.6 Hz, 3H), 2.90 (q, J= 7.6 Hz,

2H) , 3.13 -3.15 (m 4H), 3.83 -3.86 (n1 4FD 4.58 (d, J = 5.6 Hz, 2H), 6.05

(brt, J 5.6 Hz, 1H), 6.88 (d, J = 8.8 , 2H), 6.97 (dd, J = 2.0, 7.2 Hz,
1), 7mm_mﬂthw-m-mmmmmmwm, J=7.2
Hz, 1BCN 0 MHz, CDC13) 8 13.4, 23.5, 43.2, 49.3, 67.0, 115.1,
116. 0 121.1, 128.5, 128.9, 129.2, 143.6, 151.0, 151.4,
161. 2; LCNB (eIectrosprgyT\niz 443, 445 ( MtH) + (Br- | sot ope pattern).
\,,/
0 NH

ZZ | N\

X =N

OCHF,

Off-white solid; mp = 163.0 °C; 'H NMR (400 MHz, CDCl3) & 1.38 (t, J= 7.6 Hz, 3H), 2.97

(q,J= 7.6 Hz, 2H), 3.16 (t, J = 5.0 Hz, 4H), 3.86 (t, J = 4.8 Hz, 4H), 4.62 (d, J= 5.6 Hz, 2H),
6.03 — 6.05 (m, 1H), 6.85 (dd, J= 7.6 Hz, 2H), 6.92 (d, J= 6.8 Hz, 2H), 7.11 (d, J= 7.6 Hz,
1H), 7.26 (t,J = 74.2 Hz, 1H due to F5), 7.29 (d, J = 8.4 Hz, 2H), 9.25 (d, ] = 7.2 Hz, 1H);
LCMS (electrospray) m/z (M+H)" 431

8-Bromo-2-ethvl-N-(4-morpholinobenzyl)imidazo[1,2-a]pvridine-3-carboxamide (320)

o. H ™o
N NS
[ "“N
Br

White solid; 'H NMR (400 MHz, CDCl3) 5 1.36 (t, J = 7. 6 Hz, 3H), 2.99 (g, J= 7.6 Hz, 2H),
3.15 (t, /= 4.8 Hz, 4H), 3.85 (t, /= 4.8 Hz, 4H), 4.60 (d, J= 5.2 Hz, 2H), 6.06 (brs, 1H), 6.77
(dd, J=7.2 Hz, 1H), 6.90 (d, /= 8.8 Hz, 2H), 7.28 (d, /= 8.8 Hz, 2H), 7.56 (dd, /= 0.8 Hz,
7.2 Hz, 1H), 9.37 (dd, /= 0.8 Hz, 7.2 Hz, 1H).; LCMS (electrospray) m/z (M+H)+ 445.

2-Ethyl-N-(4-morpholinobenzyl)-6-( triﬂuox_‘omethvl)imidazol1,2-alpvridine-3-
carboxamide (321)

//\o
N/

NH



2- Et hyl - N- (4- nor phol i nobenzyl) - 7- (pyri di n-4-ypi m dazoll, 2- al pyri di ne-3-carb
oxam de (325) Yellow solid; np = 210.1 C, 1HNMR (400 MHz, CDC13); 8
1.37 (t, we6116ublws 3H), 2.94 (q, J= 7.6 Hz, 2H), 3.12 PC@/E1>501(1M)134$-I), 3.82
-3.85(m 4H), 4.60 (d, J= 5.2 Hz, 3Bj, 616(brt J 5.2 Hz, 1H), 6.88
(d, J = 8.8 Hz, 2H), 7.16 (dd, J—20 7.2 Hz, 727(dJ 88Hz

2H), 7 PRI 2.2 J
2 ol geing® g0 ol i b o gl €10

105 IS v g zi%?ﬁlﬁ@? i Sads e ladie B8R cft-rééﬁfﬂay%%?-zlazb 363

( MtH) +1H), 6.89 (d, J = 8.0 Hz, 2H), 7.27 (d, /= 8.0 Hz, 2H), 7.44 (d, J= 9.2 Hz, 1H), 7.65 (d,J =
2-Ethlil-N(4-np hollnobenzyl) 7- (pyrldl n- 3-ybi m dazoll, 2-al pyri di ne- 3-car
boxani 88 HzlE) &%Szdﬂ/ 113606PCT/ EP2011/ 001345 141 Yellow solid; np =
208.5 C 1HNNR (400 MHz, CDC13); 8 1.36 (t, J= 7.2 Hz, 3H), 2.93 (q, J=7.2
Hz, 2H), 3.12 - 3.15 (m 4H), 3.82 -3.85 (m 4H), 4.59 (d, J = 4.8 Hz, 2H),
6. 21 (2EthyEN)(d-riofphdlihobénzylB74trifluordniethvl)ihild4zb[1.2-aporidindz3- 1H), 7. 26
(d, J= 8.4 Hz 7.37 (dd, J=5.6, 6.0 Hz, 1H), 7.77 (brs, 1H), 7.90 (d,
J:7S&M—a§250(brs 1H), 8.88 (brs, 1H), 9.41 (d, J = 7.2 Hz, 1H):
13C NMR (100 Mz, CDC13) 5 #3\3, 23.5, 43.2, 49.3, 66.9, 112.2, 113.8,
115.0, 116.0, 123.9, N\iéﬁQ 129.3, 134.0, 134.2, 136.2, 146.3,

148. 0, 149.6, 50.9,/@% 1.3; LCVS (electrospray) mz 442 (MH) + .

2- Et hyl - N- (4- i nobenzy1) - 8- (pyridin-4-yflimdazoll, 2-al pyridi ne-3-car

boxam de (327)
Z "N
FiC” N

White solid; mp = 174.1 °C; "H NMR (400 MHz, CDCls) § 1.40 (t, J = 7.6 Hz, 3H), 2.98 (q, J

=7.6 Hz, 2H), 3.16 (t, J = 4.8 Hz, 4H), 3.86 (t, J = 4.8 Hz, 4H), 4.62 (d, J = 5.6 Hz, 2H), 6.09
—6.11 (m, 1H), 6.91 (d, J = 8.8 Hz, 2H), 7.07 (dd, J=2.0, 7.6 Hz, 1H), 7.29 (d, J = 8.4 Hz,
2H), 7.88 — 7.90 (m, 1H), 9.50 (d, J = 7.2 Hz, 1H); LCMS (electrospray) m/z (M+H)" 433

2-Ethyl-N-(4-morpholinobenzyl)-8-(trifluoromethylimidazo[1,2-a]lpyridine-3-

carboxamide (323)
O
° NH
Z N\
XN
CF5

White solid; mp = 200.6 °C; "H NMR (400 MHz, CDCl;); § 1.34 (t, J= 7.6 Hz, 3H), 2.98 (q,

J=17.6 Hz, 2H), 3.14 — 3.16 (m, 4H), 3.83 — 3.86 (m, 4H), 4.60 (d, J = 5.6 Hz, 2H), 6.11 (brt,
J=5.6 Hz, 1H), 6.89 (d, /= 8.8 Hz, 2H), 6.93 (dd, J = 6.8, 6.8 Hz, 1H), 7.26 (d, /= 8.8 Hz,
2H), 7.62 (d, J = 6.8 Hz, 1H), 9.54 (d, J = 6.8 Hz, 1H).

7-Bromo-2-ethyl-N-(4-morpholinobenzyl)imidazo[1,2-a]pyridine-3-carboxamide (324)




te solid; 1HNWVR (400 MHz, CDC13) 8 1.40 (t, J= 7. Hz, 3H), 2.99 (q, J
6 Hz, 2H) 3.16 (t, J= 4.8 Hz, 4H), 3.86 (t, J= 4.
6 Hzwo2bl1/1186007 (brs, 1H), 6.92 (d, J= 8.8 Hz, 2H) pCcT/®P2

68Hz 1H), 7.31 (d, J= 8.8 Hz,12(|—|), 7.54 (dd, J=1 Hz
(d, J—60Hz 2H), 8.72 (d, J = 5.2 Hz, 2H), 9.47 (
Hz, 1H).; LCMS(eIe trosﬁ\ad) mz (MH) 442.

hy1 7- (4- nmet hyl p| ) N\;I[-/yl) N- (4- nmor phol i nobenzybi m dazo[ 1, 2-al pyrid
3- carboxarg de WO™2011/ 113606PCT/ EP2011/ 001345 142 \Wite solid,
204.8 C N NBOM—iz CDC13); 8 1.33 (t, J=7.6 Hz, 3H), 2.33 (s, 3H),
(

2.85 (q, J= 7.6 Hz, 2H), 3.12 - 3.15 (m 4H), 3.27 -

3,85 (m 4H), 4.57 (d, J= 5.6 Hz, 2H), 5.91 (brt, J=
6 Hz, 851 (0d, J= 2.4, 8.0 Hz, 1H), 6.5 (d, J= 2.4 Hz, 1H), 6.88

(d, J= 8.4 Hz, 2H), 7.26 (d, J= 8.4 Hz, 2H), 9.16 (d, J = 8.0 Hz, 1H): 13C

NVR (1 °d,! 914; K&
DR (109l <0k~ 2034°6, YTRNR (D AAQIRIIE 4 09 3 MRS,

161.7 (7;1\157_ a
2- Et hy@-; - ( 4%???‘28?%@@ 3(28?#? 8 _(LT 4H) 4 58 (Fp'ﬁolsl 6nlg enzgil6)qsm dazo[
1, 2- a(mMﬂS.ﬁéiﬁlbIafﬁ)&&eianessm 2H)h6.02 (drbLf=d2 O,l‘l—ll&IM% (HQ,07.264d, JEEER3) ; 8

1.34 = 7 , 2, 87 3.22
3 ot By T gt i 7 G4 e Mhklign oy s
J Hz, ZHE 1351 Q? s(h%ﬁ 49% é/@ 1'1*? 1, H&o ?176(7 1(1601 13_’1-1 212% 5 32@3“@9 éﬁ)ﬁf’ @78%7(0'
(d, J 181 0 1—le 4 za),z ECMS (dcctﬂ:sp&yﬁ)nt‘z443l,l4)45 (M%B (&d motdpaqqattexyl)) m z 543

M+H) +
(2- EtH)hyl- 7- (4- phenyl pi perazin-1-y1)-N-(4-(trifluoronethyl)benzyflimdazo[1, 2
- al py BIERhIRNSACRL AT oBenviR9)(py rithfh-4 Y himidadb AT GTHVFIdR-BL Qb ain b3

(325)
O
oNH
/N\
N XN
N~

Yellow solid; mp = 210.1 °C; "H NMR (400 MHz, CDCLy); § 1.37 (t, J'= 7.6 Hz, 3H), 2.94 (q,

J=17.6 Hz, 2H), 3.12 — 3.15 (m, 4H), 3.82 — 3.85 (m, 4H), 4.60 (d, J= 5.2 Hz, 2H), 6.16 (brt,
J=5.2Hz, 1H), 6.88 (d, J= 8.8 Hz, 2H), 7.16 (dd, J= 2.0, 7.2 Hz, 1H), 7.27 (d, J= 8.8 Hz,
2H), 7.53 (d, J= 6.0 Hz, 2H), 7.85 (d, J = 2.0 Hz, 1H), 8.68 (d, J = 6.0 Hz, 2H), 9.44 (d, J =
7.2 Hz, 1H); >*C NMR (100 MHz, CDCl;) § 13.3, 23.6, 43.2,49.3, 66.9, 111.8, 114.3, 115.3,
116.0,121.2, 128.6, 128.9, 129.2, 136.3, 145.5, 146.1, 150.7, 151.0, 151.9, 161.2; LCMS
(electrospray) m/z 442 (M+H)" .

2-Ethyl-N-(4-morpholinobenzy)-7-(pyridin-3-yDimidazo[1,2-a]pyridine-3-carboxamide
(326)




Ph-N) Pale yellow solid; nmp = 235.2 C, 1H NWR (400 WHz, CDC13); 8 1.40 (t,
J= 7.2 Hz, 3H), 2.93 (q, J= 7.2 Hz, 2H), 3.34 - 3.36 (m 4H), 3.44 - 3.48
(m 4H), wobddi(d3eod= 6.0 Hz, H), 6.07 (brt, J= 6.0 Hz, ?HEPR1{@o(3dsl, J=
2.4, 7.6 Hz, 1H), 6.84 (d, J= 2.4 Hza41lH), 6.90 (dd, J= 7.2, 7.6 Hz, 1H)
6.97 (d, J= 8.4 Hz, 2H), 7.28 - 7.32-(m 2H), 7.48 (d, J= 8.0 Hz, 2H), 7.61
(d, J=8.4 Hz, 2H), 9.22 (d J”Yo , 1H); LCVS (el ectrospray) mz 508
(N%H) :

2-Ethyl -7-(4(4- fI@orqbéégizgiﬁéféZ|n 1-y1)- N (4-norphol i nobenzypi m dazo[ 1, 2
boNHmM de (331) Wiite solid; nmp = 212.5 C, 1H NWR (400
(t, J= 7.6 Hz, 3H), 2.56 - 2.58 (m 4H), 2.85 (q, J=
3.15 (m 4H), 3.26- 3.29 (m 4H), 3.51 (s, 2H), 3.83

(& J=5.6 Hz, 2H), 5.93 (brt, J= 5.6 Hz, 1H), 6.62

(dd, J= : , 1H), 6.75 (d, J= 2.4 Hz, 1H), 6.88 (d, J= 8.8 Hz, 2H)
6.98- 708 (m 2H), 7.26- 7.31 (m 4H), 9.15 (d, J= 7.6 Hz, 1H
6- Chl or o- 2- et hyl - N- (4- ((4- (nor phol i ne- 4- car bonyl ) benzyl ) car banoyl ) benzyl )
i m daz¥elow salidyymp &i208-53C; BHPOMRN(466 NIB32GDCL)G 1.36 (t, J = 7.2 Hz, 3H), 2.93 (q,
2011/ 113606PCT/ EP2011/ 001345 144 \White-solid; 1HNMR (400 MHz, CDC13) 8
1.40 (¥y=7JxHZ, 216) Bizlz 33-1)15(& @H) (3182 33. 8'6(611 HH) 42519 (d ?J=728(H12 281)1)6 24(1&5 (d
J= 6.0 Hz, W@ H%d E? é F%ﬁ brs,
7.31 (). 687 6—14‘&4 %H}vlz7 12104)J~76§ ZféH)zM (d7J438‘é %H)s? (ds; JZH)
7.55 (
(eI ect?ospr }93 ‘iﬁy‘h Zwme, 1@6896Qd F= 758 fi.Ha), 3180 (o, 1), 6588 BH, 11) L6AP

- Chl o(d)J%—EBIHd qm(‘acmqmommcm@hmnw) bﬂﬁztybﬁ mmmmlm al pyx.8.di ne-3
- carboxam de Whi t i 1.42 (t, J= 7.
6 Hz, BHO 12695131@%19 h285/ 1@8%12%%1343@71@42 3362 +ﬁ381|4)‘30 4%6, (¥9:9:.3="6. 0

2H) 515 71 5 1icms Hiketrdhpisd) hfiflaad ds He, 9.2 He,

- al pyridine-3-car
MHz, CDC13); 8

7.6 Hz,
-3.86 (

2-Ethyl-N-(4-morpholinobenzyl)-8-(pyridin-4-yDimidazo]1.2-alpyridine-3-carboxamide

327)
O, H ™ o
N N/
XN

White solid; "H NMR (400 MHz, CDCl;) & 1.40 (t, J= 7. 6 Hz, 3H), 2.99 (g, J = 7.6 Hz, 2H),
3.16 (t, J=4.8 Hz, 4H), 3.86 (t, J= 4.8 Hz, 4H), 4.63 (d, /= 5.6 Hz, 2H), 6.07 (brs, 1H), 6.92
(d, J= 8.8 Hz, 2H), 7.02 (dd, /= 6.8 Hz, 6.8 Hz, 1H), 7.31 (d, /=8.8 HZ, 2H), 7.54 (dd, J =
1.2 Hz, 7.2 Hz, 1H), 7.99 (d, /= 6.0 Hz, 2H), 8.72 (d, /= 5.2 Hz, 2H), 9.47 (dd, /= 1.2 Hz,
5.6 Hz, 1H).; LCMS (electrospray) m/z (M+H)" 442.

2-Ethyl-7-(4-methylpiperazin-1-yl)-N-(4-morpholinobenzyl)imidazo[1,2-a]pyridine-3-
carboxamide (328)




1H), 7.42 (s, 4H), 7.55 (dd, J= 0.8 Hz, 9.6 Hz, 1H), 9.53 (dd, J= 0.8 Hz,
2.0 Hz, 1H).; LCMS (electrospray) mz (MtH) + 427.

2- Et hyl - NvO(2811(A3dok uor ophenyl ) benzo f dl oxazol - 5- yOret hy pciirpaqabdizds al

pyri di ne-3- carboxam de (334) O H O 34N Wite solid; 114 NVR (400 MHz,
DMSO-d6) 8 1.25 (t, J=7. 6 Hz, 3H), 2.99 (g, J= 7.6 Hz, 2H), 4.65 (d, J=
6.0 Hz, 2H), 6.99 (dd, J= 7.2 Hz/ﬁ(%—!) 7.36 (dd, J= 6.8 Hz, 1H), 7.42 (s,
1H), 7.45 (d, J= 8.8 Hz, d, J= 9.2 Hz, 1H), 7.74 (d, J= 8.4 Hz,
1H), 7.77 (s, 1H), 8.2 J= 572 Hz, 8.8 Hz, 2H), 8.47 (t, J= 6.0 Hz,
1H), 8.97 (d, J= 6. H 1H).; LCVS (electrospray) mz (MtH) + 415.

6- Chl or o- 2- et hyL<N4(2- (4-f | uor ophenyl ) benzol dl oxazol -5-y1) net hyl )i m dazo[ 1,
2- al pyridine- Eci ide (335) WD 2011/113606PCT/ EP2011/001345 145
White sol ek 00\WHz, DMSO-d6) 8 1.25 (t, J=7. 6 Hz, 3H), 2.99 (q,
J=7.6 W 4.65 (d, J= 5.6 Hz, 2H), 7.41 - 7.46 (m 4H), 7.64 (d, J=
: 774(d J= 8.4 Hz, 1H), 778(s 1H) 821-825(m2H)
8.54 5.6 2.0 el ectrospra m z
( M-H) (V\Emsohd mp = 204'?“0 HNM(R(400MH2 CDCly); SH} 33 (tJ 755Hz 3H), 2. 3(sy)

7-Chl oro-2-ethyl -N-((2-(4-1l uoro%henyfl benzo[ d] oxazol - 5-yf | net hyl )i mi dazo[ 1
2- ai P&, i2(:ﬁ4rre2(§6émr, BER.ad82 69, U336 HACRH)WWI.12—SdISi (hy, 4HD43.RFR 320 0m M),

E”EOHS%%%%PWW 370,55 e i, Sotiphd s S 2y i 62 i £ 85 8 3

Hz, 2HNHgz, iH)6. 5((8;J3=@4 H, 28),(688 G=/8 844 Hz;; 2314)7 268(d55=(834 $1z, 3H),.9.8 @ ( d J—
7.2 Hz, 1 H).; electros ray) mz 23
6- Chl oF 8- Q\H(cALH)él @Nmbkwﬁiﬁy lﬁeﬁrliﬁl .6, y*ﬁllbéﬁz?yﬂ 824%4.A.T.07dhzo[ 1, 2-

al pyri g ReRssR9%2M 616, {835)128'sN120.8, 148.5, 150.0, 150.9, 151.2, 161.7; LCMS

(electrospray) m/z 463 (M+H)" .

2-Ethyl-7-(4-(4-fluorophenvl)piperazin-1-yl)-N-(4-morpholinobenzyl)imidazo[1.,2-

a]pvridine-3-carboxamide(329)

//\o
N/

White solid; "H NMR (400 MHz, CDCl3); § 1.34 (t, J= 7.6 Hz, 3H), 2.87 (q, J = 7.6 Hz, 2H),
3.13 - 3.15 (m, 4H), 3.22 — 3.25 (m, 4H), 3.41 — 3.43 (m, 4H), 3.83 — 3.86 (m, 4H), 4.58 (d, J
= 5.2 Hz, 2H), 5.99 (brt, J = 5.2 Hz, 1H), 6.67 (dd, J=2.4, 8.0 Hz, 1H), 6.81 (d, J=2.4 Hz,
1H), 6.88 — 6.93 (m, 4H), 6.96 (dd, /= 8.4, 8.8 Hz, 2H), 7.27 (d, J = 8.4 Hz, 2H), 9.19 (d, J =
8.0 Hz, 1H); LCMS (electrospray) m/z 543 (M+H)".

2-Ethyl-7-( 4-phenvlpiperazin-1-vl)-N-(4-( trifluoromethyl)benzyl)imidazo[1.2-

a]pvridine-3-carboxamide (330)




Pal e yellow solid; 11-1 NWR (400 MHz, CDC13) 8 1.39 (t, J = 7.6 Hz, 3H),
1.80 - 1.96 (m 4H), 2.60 - 2.68 (m 1H), 2.92 - 2.98 (m 4H), 2.95 (q, J=
7.6 Hz, 2WP,20B/1d%06 3.83 (m 2H), 4.61 (q, J= 5.2 Hz, 2PFCT/EP209/001365 01 (m
1H), 6.90 (dd, J= 2.2, 7.4 Hz, 1H), 6498 (d, J= 8.4 Hz, 2H), 7.18 (d, J=
8.4 Hz, 2H), 7.26 - 7.29 (m 4H), 7.59 (d, J= 2.0 Hz, 1H), 9.30 (d, J= 7.6
Hz, 1H); LCMS (el ectrospra GFy(MrH) 507 WO 2011/ 113606PCT/ EP2011/ 001345
146 Pal e- yel |l ow_ solA -=177.0 C, 114 'NWR (400 MHz, CDC13) 8 1.40
(t, J =7.4 H, 31O 1.96 (m 4H), 2.60 - 2.67 (m 1H), 2.79-
2.86(m 4H), 2.96.(q,/J= 7.4 Hz, 2H), 3.80 -

Hz, 2H), 6.00 -(%6. 1H), 6.98 (dd, J= 8.8 Hz, 2H), 7.18 (d, J= 8.4 Hz,
2H) 726NI/\Z \ 7.54 (d, J= 9.6 Hz, 2H), 9.30 (d, J= 7.6 Hz, 1H).
6- Chl oro-N((2 cyclohexyl benzof dl oxazol - 5- yl)msthyl)-z-ethylirridazo[l, 2- al py
ridi ne- gy "ba/?ooxam de (339) 0 H Wiite solid; np = 169.7 C NVR (400 Mz,
CDC13) 8130- 1.44 (m 4H), 1.59 - 1.88 (m 8H), 2.16 (d, J- 10.8 Hz,

2H); 2. PQe(y@Hovl' sthY Hms%bc ‘HNMI(@@OMHZSCBCH;,,S 21 (t, 6~1732(Hzr SH 1H)
7.28 (d, J= 1. 7.30- 7.34 (m 1H), 7.46 (d, J=8 H;

g gl egt—r gsgr QZJ ﬂz*ﬂ)H% 72}9573 (38,,- 358 (mAP 3(. - 978 tmA 4y 4. 7da, J=L<§Miz H),
7- Chlor GORI-(bl(t,ZJ zpd I_dhebH()lbéiﬁz(dd Moz 316-Hz, W H)neBhyd, ) 22 dtHiz; | 1Hyi 6199 ¢dd,, 2- al p
yridine;3-, gay bpxaipde 340) — g 4 Hz, 2H), 7.28 — 7.32 (m, 2H), 7.48 (d, J = 8.0 Hz, 2H),

7.61 (d, J= 8.4 Hz, 2H), 9.22 (d, J= 7.6 Hz, 1H); LCMS (electrospray) m/z 508 (M+H)" .

0- 3.83 (m 2H), 4.62 (g, J= 5.2

2-Ethyl-7-(4-(4-fluorobenzyl)piperazin-1-y1)-N-(4-morpholinobenzyl)imidazo[1,2-

alpyridine-3-carboxamide (331)

//\o
N/

F
White solid; mp =212.5 °C; 'H NMR (400 MHz, CDCL3); & 1.33 (t, /= 7.6 Hz, 3H), 2.56 —
2.58 (m, 4H), 2.85 (q, J = 7.6 Hz, 2H), 3.13 — 3.15 (m, 4H), 3.26 — 3.29 (m, 4H), 3.51 (s, 2H),
3.83 — 3.86 (m, 4H), 4.57 (d, J= 5.6 Hz, 2H), 5.93 (brt, J= 5.6 Hz, 1H), 6.62 (dd, J=2.4, 7.6
Hz, 1H), 6.75 (d, J = 2.4 Hz, 1H), 6.88 (d, J = 8.8 Hz, 2H), 6.98 - 7.03 (m, 2H), 7.26 — 7.31
(m, 4H), 9.15 (d, J = 7.6 Hz, 1H).

6-Chloro-2-ethyl-N-(4-((4-(morpholine-4-carbonyl)benzyl)carbamoyl)benzyl)

imidazo[1,2-alpyridine-3-carboxamide (332)




Wiite solid; nmp = 163.0 C NWR (400 MHz, CDC13) 8 1.30 - 1.46 (m 6H),

- 1.73 (m 4H, 1.86 (d, J= 13.2 Hz, 2H), 2.15 (d, J = 13.2 Hz, 2H),
(g, we2éui2uubbys 2H), 4.77 (d, J= 5.6 Hz, 2H), 6.12 porap2didoe13es 89 (d,
.2 Hz, 1H), 7.31 (d, J=8.0 Hz, 1, 7.46 (d, J = 8.0 Hz, 1H), 7.58 (s,
7.67 (s, 1H), 9.36 (d, J= 7.2 Hz, 1H). ; LCMS (electrospray) mz

+ 437. WD 2011/ 113696PCT/ EP2011/ 001345 147 Wiite solid; np = 173.5
5 (t, J= 7.6 Hz, 3H), 1.66 (s, 1H), 1.85 (d, J=
, 2.91 (q, J=7.6 Hz, 2H), 3.21 - 3.26

.5 , J= 11.6 Hz, 2H), 4.60 (d, J= 5.6

: 1H), 6.89 NJ=P1.6 Hz, 7.6 Hz, 1H), 6.99 (d, J= 8.4
: \J= 8.8 Hz, 2Ky, ¥26 (d, J= 8.4 Hz, 2H), 7.48 (dd, J=
.2 Hz, 8.8 Hz, 2H), 7.56 (d, J= 2.0 Hz, 1H), 9.35 (d, J= 7.6 Hz, 1H). ;
LCVS ( &lgttsotid pYHRNMRI(400( MH) €DK 1.40 (t, J = 7. 6 Hz, 3H), 2.98 (q, J = 7.6 Hz, 2H),

7-Chl or o- 2- et hyl - N-écfl-(4-§)4-fl uorog)henyl) -4- hydroxg/gi E}gri din-1-yl)benzybim
dazo[ 1372 (g 617154416?1 .- Tab Blx Dok 73 U )~ 6.0 24D, @-&9 Esp.i 14D, 624brsgbHy” ¢
11-1 07 Mhiz, : t = 4h. iz, : H), 86 (dd,
355 Rl ARy S nEae Ry, {73 Game T 4Gl S s Pl ot 9 %, Fe a0 (58
- 3. 271H;7.8Hd, J3= §0 HzlaH), DAP(s4 1 Hix.; LCMD(elictrogpipy) d/HMH)" 569. 5. 6 Hz, 2H),
6.02 (s, 1H, 6.98 - 7.06 (m 4H), 7.27 (d, J= 8.8 Hz, 2H), 7.29 (s, 1H),
7.4.6 -7.51 (m 2H), 7.53 (s, 1H), 9.52 (d, J= 2.4 Hz, 1H). ; LCMB

| ect #¢ (Y. - ine-
&6(224W_ﬂ?mﬁgyn%y%| ng“ ‘-;)Jlme
ne- 3- canblosanide€333943)

White solid; "H NMR (400 MHz, CDCl3) & 1.42 (t, J=7. 6 Hz, 3H), 2.99 (q, J = 7.6 Hz, 2H),
3.70 - 3.71 (m, 8H), 4.72 (d, /= 6.0 Hz, 2H), 6.17 (brs, 1H), 7.31 (dd, /=2.0 Hz, 9.2 Hz,
1H), 7.42 (s, 4H), 7.55 (dd, J= 0.8 Hz, 9.6 Hz, 1H), 9.53 (dd, /= 0.8 Hz, 2.0 Hz, 1H).; LCMS
(electrospray) m/z (M+H)" 427.
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4-carbonylbenzylimidazo[1,2-a

, 2-al pyridi

2-Ethyl-N-((2-(4-fluorophenyl)benzo[d]oxazol-S-yhmethyl)imidazo[1.2-a]pyridine-3-
carboxamide (334)

O H
N\@-O
/N\ N/)\O\

White solid; '"H NMR (400 MHz, DMSO-dy) § 1.25 (t, J=7. 6 Hz, 3H), 2.99 (q, J = 7.6 Hz,
2H), 4.65 (d, J= 6.0 Hz, 2H), 6.99 (dd, J = 7.2 Hz, 1H), 7.36 (dd, /= 6.8 Hz, 1H), 7.42 (s,
1H), 7.45 (d, J= 8.8 Hz, 2H), 7.58 (d, J=9.2 Hz, 1H), 7.74 (d, /= 8.4 Hz, 1H), 7.77 (s, 1H),
8.23 (dd, J=5.2 Hz, 8.8 Hz, 2H), 8.47 (t, /= 6.0 Hz, 1H), 8.97 (d, /= 6.8 Hz, 1H).; LCMS
(electrospray) m/z (M+H)" 415.

6-Chloro-2-ethyl-N-((2-(4-fluorophenyl)benzo][d]oxazol-5-yl)methyl)imidazo[1,2-
a]pyridine-3-carboxamide (335)




0 Wiite solid; np = 257.5 C, 1HNMR (400 MHz, DMSO-d6); 6 1.23 (t, J= 7.2
Hz, 3H), 1.57 WD 2011/ 113606PCT/ EP2011/001345 148 2H), 7.20 (d, J= 8.4 Hz,
2H), 7.26w0kosy113dds, 7.43 (dd, J= 2.4, 9.6 Hz, 1H), 7.6PBcidr2eE/061385 Hz,
1H), 8.38 (brt, J= 6.0 Hz, 1H), 9.06114d, J= 2.4 Hz, 1H); LCMS

(el ectrospray) mz 440 (I\/H—i) +.

N- (4- (4-Carba Npl 1-yl benzyl)-7-chl oro-2-ethylimdazo[ 1, 2-al pyri di
ne- 3- C@\rbo anifde @ Wiite solid;, np = 244 C, 1HNWR (400 MHz,
DVSO- d6) ; 3H), 1.56 - 1.66 (m 2H), 1.74 - 1.76 (m
2H), 2.18 H) 566 (m 2H) 2.92 (q, J= 7.2 Hz, 2H), 3.65

-3 68% d, J—56HZ 2H) , 75 (brs, 1;& 6.89 (d, J= 8.8 Hz,
te(s@did; }LNM (460 BHaz DMSP- d6761925((@ J ?12 ®Hg, 34), 2299 (q, 7 =756 Hs s,

1 3 b , 8 d,_d5 7.6

2 1 7O AT T B R 0 S P 154 R0 16 Dy 49—

6 chl om I\HI4’X%(sgmmtmisarsfqalrmﬂblaowgrydlsrm{zyﬂﬂbe hgg)ﬁze@ml imj.dazo[ 1
, E di ne- 3- car boxam de (345) Waite solid; 114 NMR (400 MHz, CDClS)
8 1.35 é Sﬁelestrpsaraw:m/mwﬂi A49.- 1.81 (m 2H), 1.90 - 2.00 (m 2H), 2.59
-267(m 1H), 2.71 - 7.78 (m 2H), 2.91 - 2.97 (m 5H), 3.07 (s, 3H),
3.73 -3.76 (m 2H), 4.57 (d, J= 5.2 Hz, 2H), 6.03 (brt, J= 5.2 Hz, 1H),

6. 90 ( @;Chlord24thl-N4(2-(4-Nudtbphén¥Bbénvo[Bbkazol-55)methyDimidhz6[1ty, 1H), 9.50
(d, J =1.2 Hz, 1 ;1BCNI\/R(1OOM—IZ CDC13) 13.3, 23.6, 28.4, 35.8,

37. 2, d - 3, 116.7, 117.0, 121.5, 126.3, 128.2, 128.5,
128. 9, 144 5, 015,3, 1 4 161.1, 174.7; LCVS (el ectrospray) n12 468

(MtH) +.
PR
F

White solid; '"H NMR (400 MHz, DMSO-ds) 8 1.25 (t, J=7. 2 Hz, 3H), 2.98 (q, /= 7.2 Hz,
2H), 4.64 (d, J = 5.6 Hz, 2H), 7.07 (d, J= 7.6 Hz, 1H), 7.42 — 7.46 (m, 3H), 7.75 (d, J= 8.4
Hz, 2H), 7.77 (s, 1H), 8.23 (d, J = 8.4 Hz, 2H), 8.55 (brs, 1H), 8.96 (d, J= 7.2 Hz, 1H).;
LCMS (electrospray) m/z (M+H)" 449.

6-Chloro-N-(4-(4-(4-chlorophenyl)piperidin-1-yDbenzyl)-2-ethylimidazo[1.,2-a]lpyridine-
3-carboxamide (337)

Pale yellow solid; '"H NMR (400 MHz, CDCl;) & 1.39 (t, J = 7.6 Hz, 3H), 1.80 — 1.96 (m,
4H), 2.60 — 2.68 (m, 1H), 2.92 - 2.98 (m, 4H), 2.95 (q, J = 7.6 Hz, 2H), 3.79 — 3.83 (m, 2H),
4.61 (q, J = 5.2 Hz, 2H), 5.99 — 6.01 (m, 1H), 6.90 (dd, J = 2.2, 7.4 Hz, 1H), 6.98 (d, J = 8.4
Hz, 2H), 7.18 (d, J = 8.4 Hz, 2H), 7.26 — 7.29 (m, 4H), 7.59 (d, J=2.0 Hz, 1H), 9.30 (d, J =
7.6 Hz, 1H); LCMS (electrospray) m/z (M+H)" 507

7-Chloro-N-(4-(4-(4-chlorophenvlDpiperidin-1-yl)benzyl)-2-ethylimidazof1,2-a]pvridine-
3-carboxamide (338)




7- Chl or o- N- (4- (4- (di net hyl car banoyl ) pi peridin-1-yl)benzyl)-2-ethylimdazoll

2-

alpyri di ne- 3- car boxam de (346)

Pal e yel Iweo280li1860611-1 NVR (400 MHz, CDC13); 8 1.33 (t pcd/ep2011@0133s 3
1.77-

(m 2H), 2.89 - 2.95(m 5H), 3.06 (s, 3H), 3.71 -3.74 (m 2H), 4.56 (

8.
38
14
6-

5.
4
7

7.
.0

- Cnl

al

Hz
2

,]-1
Io

1.80 (m 2H), 1.88 - 1.99 (m ak), 2.58 -2.66 (m 1H), 2.70 - 2.

Hz, 2H) 607( 684(dd J= 1.6, 7.2 Hz, 1H), 6.89 (d,
, 7.22 7.54 (d, J= 1.6 Hz, 1H), 9.30 (
Hz, 1Ha I\/R 100 |sz CDClB) 8 13.4, 23.5, 28.4, 35.8, 37.2,

43. 3, M 114.6, 115.1, 115.7, 116.7, 128.5, 128.6, 128.8, 133.
,\1 1.6, 161. 2, 174 7; LCI\/IS (el ectrospray) nmz 468 (MrH) +.
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H),
77

d, J
J-
d, J

5,

-N-(4-(4- (4 fl uorobenzyl oxy) pi peri din-1-yl)benzyl )i mnm dazoll
, 2- al pyr| d| ne- 3 carboxam de (347) No- Cl Pale pink solid; 11-1NWR (400

'VHZ qiﬁéél)ello@ s%h§5m t— 1#73) €; GPHZIM}%thoo Mﬁz? CDé13§3% 1(40 Et2.|7|)—' 74 A9, 3H

s, 21-1), 4.

' 51 #oH 12%2{#)5 4}?)3 o(_b%§7 (18,2 7€ %35‘%(13 9131% 461 (9 iz ﬁi%#ég)zﬂ%d

HZ

3.83 ki, 2HLMSX (@ 8132501 2H), 61— 5D (pyH);#6.98 (dd, J = 8.8 Hz, 2H), 7.18 (d,

8(d
6. 99
J

oy Pk Beathr e iy 441 S4 oy 0% £ s BB Gh R A B 1S 150

6- Chloro-N-((Z cyclohexylbenzo]d]oxazol- 5-vl)methvl)-2-ethyllm1dazoL1 -alpyridine-3-
carboxamide (339)

O H
I8
O

White solid; mp = 169.7 °C; '"H NMR (400 MHz, CDCl3) 5 1.30 — 1.44 (m, 4H), 1.59 — 1.88

(m, 8H), 2.16 (d, J = 10.8 Hz, 2H), 2.96 (q, J = 7.6 Hz, 2H), 4.78 (d, J = 5.6 Hz, 2H), 6.19
(brs, 1H), 7.28 (d, J = 1.6 Hz, 1H), 7.30 — 7.34 (m, 1H), 7.46 (d, J = 8.0 Hz, 1H), 7.53 (d, J =
9.2 Hz, 1H), 7.67 (s, 1H), 9.53 (d, J = 2.4 Hz, 1H).; LCMS (electrospray) m/z (M+H)* 437.

7-Chloro-N-((2-cyclohexylbenzo[d]oxazol-5-yl)methyl)-2-ethylimidazo[1,2-alpvridine-3-
carboxamide (340)

O H
I8
S et

White solid; mp = 163.0 °C; 'H NMR (400 MHz, CDCls) & 1.30 — 1.46 (m, 6H), 1.60 — 1.73

(m, 4H), 1.86 (d, J = 13.2 Hz, 2H), 2.15 (d, J = 13.2 Hz, 2H), 2.95 (q, J = 7.2 Hz, 2H), 4.77
(d, J= 5.6 Hz, 2H), 6.12 (brs, 1H), 6.89 (d, J= 7.2 Hz, 1H), 7.31 (d, J = 8.0 Hz, 1H), 7.46 (d,
J=8.0 Hz, 1H), 7.58 (s, 1H), 7.67 (s, 1H), 9.36 (d, J= 7.2 Hz, 1H). ; LCMS (electrospray)
m/z (M+H)" 437.

6-Chloro-2-ethyl-N-(4-(4-(4-fluorophenyl)-4-hvdroxypiperidin-1-vl)benzyl)imidazo|1,2-

. a]pyridine-3-carboxamide (341)




Hz, 2H), 5.99 (brt, J= 5.6 Hz, 1H), 6.86 - 6.92 (m 3H), 6.99 - 7.03 (m
2H), 7.22 - 7.32 (m 4H), 7.55 (d, J = 1.6 Hz, 1H), 9.32 (d, J = 7.2 Hz,

1H); LCVByvOebagiisespray) mz 521 (MrH) +. o PCT/EP2011/001345
6- Chl or o- N- ( 3- chl or o- 4- nor phol i nobenayi) - 2- et hyl i m dazoll, 2- al pyri di ne- 3-
car boxam de (349) Ck.rN Waite solid; nmp = 175.5 C; 111 NWR (400 MHz,

CDC13): 8 1.37 (t, J = 7.6 Hey QH), 2.94 (g, J= 7.6 Hz, 2H), 2.99 - 3.03
(m 4H), 3.83 ﬂ,l), .58 (d, J= 6.0 Hz, 2H), 6.15 (brt, J = 6.0
Hz, 1H)L, 6.99 (d h= Hz 2H) 21 (dd, J = 1.6, 8.0 Hz, 1H), 7.26-
7.28 ( R 36 (d~J = 1.6 H, 7.49 (d, J = 9.2 Hz, 1H), 9.47 (d,
J= 0.8 Hzl_ NVR (100 Mz, 13y 8 13.3, 23.7, 42.7, 51.8, 67.2,
115. 1, 1173 W20 , 121.7, 126.3, 127.0, 128.4, 129 2, 130.1, 134.0,

144. 6,

1 oW B LS i W@@@Q?@%@B&% TSI 45 . -
(0 9 B Igae ryd v éﬁ) tots 34 2m, B, T 4% e sl g 0o

- 3 87 88
S J{mzlogﬂl%_ . @912 QEB k.53 g10§=H¥1 6¥bbézH§ -$80 ngUL 5.6 Hz 52}12 ¢l8o (HrED 1Hf>
Hz, 1H).89 ?d<37/=( 4.6 Hz N6 HZHkH) _61-%9 (d7J/58. 4 8z, 3H} hO‘U(ddzJ —18—§ HZQZHZ '(36 (d]

112 ey M 9 A (409 M eSO, 83 4 29 2% b (-

148. 7, HZSHP ; LEMS Eelédtiodpan) d/£@ibHN) 507-CVE (el ectrospr ay) mz 433 (M+H)+
6- Chl oro-2-et hyl - N- (4- (4-fornyl pi peridin-1-yl)benzyl )i mdazoll, 2-al pyri di ne

-3- carboxam de (351) WO 2011/113606PCT/EP2011/ 001345 151 NH
7-Chloro-2-ethyl-N-(4-(4-(4-fluorophenyl)-4-hydroxypiperidin-1-yl)benzyl)imidazo[1,2-

a]pyridine-3-carboxamide (342)

OH
/Ct{_\
cI” XN -

White solid; mp = 199.0 °C; '"H NMR (400 MHz, CDCL;) & 1.38 (t, J = 7.6 Hz, 3H), 1.6 (s,

1H), 1.86 (dd, J = 2.8 Hz, 14.0Hz, 2H), 2.19 — 2.26 (m, 2H), 2.95 (q, J = 7.6 Hz, 2H), 3.20 -
3.27 (m, 2H), 3.59 (dd, J = 2.4 Hz, 10.0 Hz, 2H), 4.61 (d, J = 5.6 Hz, 2H), 6.02 (s, 1H), 6.98 —
7.06 (m, 4H), 7.27 (d, J = 8.8 Hz, 2H), 7.29 (s, 1H), 7.46 —7.51 (m, 2H), 7.53 (s, 1H), 9.52 (d,
J= 2.4 Hz, 1H). ; LCMS (electrospray) m/z (M+H)" 507.

N-(4-(4-Carbamovlpiperidin-1-y)benzy])-6-chloro-2-ethylimidazo[1.2-a]pyridine-3-

carboxamide (343)
0]
° NH
Cl A N N
[ \N

White solid; mp = 257.5 °C; 'H NMR (400 MHz, DMSO-d®); § 1.23 (t, J= 7.2 Hz, 3H), 1.57

—1.66 (m, 2H), 1.74 — 1.76 (m, 2H), 2.19 — 2.45 (m, 1H), 2.59 — 2.66 (m, 2H), 2.94 (q, J = 7.2
Hz, 2H), 3.65 — 3.69 (m, 2H), 4.41 (d, J = 6.0 Hz, 2H), 6.75 (brs, 1H), 6.90 (d, J = 8.4 Hz,



CIN\ .)-z--N Pale yellow solid; 1H NWVR (400 MHz, CDCl13); 8 1.36 (t, J= 7.6
Hz, 3H), 1.74- 1.84 (m 2H), 2.01 - 2.05 (m 2H), 2.37 - 2.44 (m 1H), 2.84
.91 (nMvo2bi1/1136082 (g, J= 7.6 Hz, 2H), 3.60 - 3.65 (mpcz2hp204/06845d, J =

8.4 Hz, 2H), 7.27 (dd, J = 2.4, 9.6 Hz, 1H), 7.52 (d, J = 9.6 Hz, 1H),
2 (2H),J20(d4 JHz 8.41H,, 21), 7R6((rs, 1H); 7.4TKME, (et 2k OasHe.aW), (T672(d4 25 9.5HH) +.

- Chl oyf,0- 2- et - N- (444-far pi,peridin-1-y1) zvilim dazo[ 1, 2- al pyr.i di ne-
argéxﬁii‘r]’&rel’yé(%bﬁtz)]— é@ %%&2@3 (J§le1’ X 4&% Eﬁg’ &éwﬂﬁ%c(@%@‘aﬁ—ﬁ‘,/zp é3813) ;
1.3504H)d = 7.6 Hz, 3H), 1.74- 1.84 (m 2H), 2.01 -2.05 (m 2H), 2.38 -
.44 (m 1&0, 2.84 -2.90 (m 2H), 2.91 (g, J =7.6 Hz, 2H), 3.59 - 3.64 (m
H, 4.58 (d, J=5.2 Hz, 2H), 5.98 (brt, J =5.2 Hz, 1H), 6.88 (dd, J= 2.0,
. 6 HzV-(3H}-Csrtin ip¢ridin-4-wiyhen2¥)-7-chléd-2-dthylimidaZo[H2-a]phiidine-37 (d, J=
2.0 HzearbbkamPde3@d44y, J = 7.6 Hz, 1H), 9.70 (s, 1H); LCMS (el ectrospray)
mz 425 (M+H) +. Exanpl e 3: Addi tOonal studies on im dazopyridi ne conpounds
Ki netics of inhibitiaon.and/ba icidal activity Mycobacteriumtubercul osis
H37Rv was i ncuba;;g’@«f‘{ ni i alNiHpocul um of 2x106 bacteria/m in
M ddl ebr ook 7Id9 [ ntal ning an increasing concentration of
representative ound 47 or 54. Culture sanples were collected over a 14

day perim ial dilutions of the bacterial suspension were perforned and

2
6 Hz, 2H), 5.99 (brt, J = 5.6 Hz, 14, 6.92 (d, J= 8.4 Hz, 2H), 7.25 (d,
5

\INI\)OOCID\IOLIU'I'

pl ated on|[ 7H 0 jum Col onies were counted for the different dilutions
after 3 Nncubation at 37C under 5% CO2 and conpared to that obtained

|

for thg DVSO.negat.i 1d, PA Sifi nkr Ql s.... PA-824_( St r al .,
VO 201 388reR L L Borbas Ao lob RSS2 (4 drcb2 St ohShr ca
conpound currently in phase Il clinical trials for_the treatnent of
t uber clibBdms .ZHM-%‘M o5 EnRp: 2ekds— ¢i24 (Fedbbat-PBm %00 (HdPdNI 20 M@y i/iTy’-2
non- spaci 44r¢ +t @Xi G = <t dﬂgﬁ S t o ahihit
mycol igg’a%]%lg 3é§1§(§ p3r'§ éﬁ’?@’és’yn ’g;i géhflﬁ a di@?gﬂ},??’g%%g%hgns??a@iés
anaer obHY, 7% (ddi Vy= 2.0, 7.6 Hz, 1H), 7.19 (d, J = 8.8 Hz, 2H), 7.25 (brs, 1H), 7.77 (d, J= 2.0

Hz, 1H), 8.36 (brt, J= 5.6 Hz, 1H), 8.93 (d, J = 7.6 Hz, 1H); LCMS (electrospray) m/z 440

(M+H)".

6-Chloro-N-(4-(4-(dimethvlcarbamoyl)piperidin-1-y)benzyl)-2-ethylimidazo[1,2-

a]lpvridine-3-carboxamide (345)

0]
NH

C NG {
N
White solid; '"H NMR (400 MHz, CDCL); & 1.35 (t, J = 7.6 Hz, 3H), 1.78 — 1.81 (m, 2H),
1.90 — 2.00 (m, 2H), 2.59 — 2.67 (m, 1H), 2.71 — 7.78 (m, 2H), 2.91 — 2.97 (m, 5H), 3.07 (s,
3H), 3.73 — 3.76 (m, 2H), 4.57 (d, J = 5.2 Hz, 2H), 6.03 (brt, J = 5.2 Hz, 1H), 6.90 (d, J = 8.4
Hz, 2H), 7.23 — 7.28 (m, 3H), 7.50 (d, J = 9.6 Hz, 1H), 9.50 (d, J = 1.2 Hz, 1H); '>’C NMR
(100 MHz, CDCl3) § 13.3, 23.6, 28.4, 35.8, 37.2, 38.7, 43.3, 49.3, 115.4, 116.7, 117.0, 121.5,
126.3, 128.2, 128.5, 128.9, 144.5, 151.3, 151.4, 161.1, 174.7; LCMS (electrospray) m/z 468

(M+H)".

7-Chloro-N-(4-(4-(dimethylcarbamoyl)piperidin-1-yh)benzyl)-2-ethylimidazo[1,2-

a]pvyridine-3-carboxamide (346)
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Hz, 2H), 5.99 (brt, J= 5.6 Hz, 1H), 6.86 — 6.92 (m, 3H), 6.99 — 7.03 (m, 2H), 7.22 - 7.32 (m,
4H), 7.55 (d, J = 1.6 Hz, 1H), 9.32 (d, J = 7.2 Hz, 1H); LCMS (electrospray) m/z 521
(M+H)".

6-Chloro-N-(3-chloro-4-morpholinobenzyl)-2-ethylimidazo[1,2-a]pyridine-3-

carboxamide (349)
o
-
ON—NH cl
Cl SN N
SN

White solid; mp = 175.5 °C; "H NMR (400 MHz, CDCls); 8 1.37 (1, J = 7.6 Hz, 3H), 2.94 (q,

J=17.6 Hz, 2H), 2.99 - 3.03 (m, 4H), 3.83 — 3.85 (m, 4H), 4.58 (d, J= 6.0 Hz, 2H), 6.15 (brt,
J=6.0 Hz, 1H),.6.99 (d, J = 8.0 Hz, 1H), 7.21 (dd, J = 1.6, 8.0 Hz, 1H), 7.26 — 7.28 (m, 1H),
736 (d, J = 1.6 Hz, 1H), 7.49 (d, J = 9.2 Hz, 1H), 9.47 (d, J = 0.8 Hz, 1H); *C NMR (100
MHz, CDCly) § 13.3, 23.7, 42.7, 51.8, 67.2, 115.1, 117.0, 120.7, 121.7, 126.3, 127.0, 128.4,
129.2, 130.1, 134.0, 144.6, 148.6, 151.6, 161.2; LCMS (electrospray) m/z 433 (M+H)".

7-Chloro-N-(3-chlorg-4-morpholinobenzyl)-2-ethylimidazo[1,2-a]pyridine-3-

carboxamide (350)
oot
© NH Cl
Z N\
c XN ~

Pale yellow solid; 'H NMR (400 MHz, CDCl5); § 1.38 (t, J = 7.6 Hz, 3H), 2.94 (q, J = 7.6 Hz,
2H), 3.02 — 3.05 (m, 4H), 3.85 — 3.87 (m, 4H), 4.59 (d, J = 5.6 Hz, 2H), 6.09 (brt, J = 5.6 Hz,
1H), 6.88 (dd, J= 2.0, 7.2 Hz, 1H), 7.00 (d, J = 8.0 Hz, 1H), 7.22 (dd, J = 1.6, 8.0 Hz, 1H),
737 (d, J = 1.6 Hz, 1H), 7.57 (d, J = 2.0 Hz, 1H), 9.32 (d, J = 7.2 Hz, 1H); *C NMR (100
MHz, CDCl3) 6 13.4, 23.7, 42.7, 51.8, 67.3, 114.9, 115.8, 120.7, 127.1, 128.6, 129.2, 130.1,
133.8, 134.0, 146.3, 148.7, 151.9, 161.3 (hidden 1 carbon); LCMS (electrospray) m/z 433
(M+H)", |

6-Chloro-2-ethyl-N-(4-(4-formylpiperidin-1-yl)benzyl)imidazo[1,2-a]pyridine-3-
carboxamide (351)
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Pale yellow solid; 'H NMR (400 MHz, CDCl3); 6 1.36 (t, J = 7.6 Hz, 3H), 1.74 — 1.84 (m,
2H), 2.01 - 2.05 (m, 2H), 2.37 — 2.44 (m, 1H), 2.84 — 2.91 (m, 2H), 2.92 (q, J= 7.6 Hz, 2H),
3.60 — 3.65 (m, 2H), 4.59 (d, J = 5.6 Hz, 2H), 5.99 (brt, J = 5.6 Hz, 1H), 6.92 (d, J= 8.4 Hz,
2H), 7.25 (d, J= 8.4 Hz, 2H), 7.27 (dd, J= 2.4, 9.6 Hz, 1H), 7.52 (d, /= 9.6 Hz, 1H), 9.52 (d,
J=2.4Hz, 1H), 9.70 (s, 1H); LCMS (electrospray) m/z 425 (M+H)".

7-Chloro-2-ethyl-N-(4-(4-formylpiperidin-1-yh)benzyl)imidazo[1,2-a]pyridine-3-

carboxamide (352)
o
//O/NQ/(H
Q NH
Z N\
c” "N

Pale yellow solid; '"H NMR (400 MHz, CDCl;); 6 1.35 (t, J = 7.6 Hz, 3H), 1.74 — 1.84 (m,
2H), 2.01 - 2.05 (m, 2H), 2.38 — 2.44 (m, 1H), 2.84 — 2.90 (m, 2H), 2.91 (q, J = 7.6 Hz, 2H),
3.59 — 3.64 (m, 2H), 4.58 (d, J = 5.2 Hz, 2H), 5.98 (brt, J= 5.2 Hz, 1H), 6.88 (dd, J=2.0, 7.6
Hz, 1H), 6.91 (d, J = 8.4 Hz, 2H), 7.52 (d, /J=8.4 Hz, 2H), 7.57 (d, J= 2.0 Hz, 1H), 9.34 (d, J
=7.6 Hz, 1H), 9.70 (s, 1H); LCMS (electrospray) m/z 425 (M+H)".

Example 3: Additional studies on imidazopyridine compounds

Kinetics of inhibition and bactericidal activity

Mycobacterium tuberculosis H37Rv was incubated at an initial inoculum of 2x10° bacteria/ml
in Middlebrook 7H9 media containing an increasing concentration of representative
compound 47 or 54. Culture samples were collected over a 14 day period. Serial dilutions of
the bacterial suspension were performed and plated on 7H10 medium. Colonies were counted
for the different dilutions after 3 weeks incubation at 37°C under 5% CO, and compared to

that obtained for the DMSO negative and PA-824 positive controls. PA-824 (Stover et al,
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2000) is a TB Alliance small chemical compound currently in phase II clinical trials for the
treatment of tuberculosis. PA-824 possibly acts via generation of radicals having non-specific
toxic effects. However, the durg has been shown to inhibit mycolic acid and protein

biosynthesis. In addition, PA-824 demonstrates anaerobic activity.

Bactericidal activity was demonstrated by the decrease in colongy forming unit (CFU)
number after incubation with various concentrations of either compound 47 or 54. DMSO
control showed no decrease in CFU numbers (Figure 2). The activity of both compounds was
quite potent and reached 100% growth inhibition around the same time as the reference
compound PA-824. These data demonstrate the therapeutic usefulness of this scaffold for the

treatment of tuberculosis.
Activity against MDR strains

MIC of representative compounds 47 and 54, along with the reference compounds isioniazid
(INH) and moxifloxacin (MFX), were determined by the Alamar blue method for 10 multi-
drug resitstant (MDR) clinical isolates that exhibit different antibiotic resistance profiles and 1
M. tuberculosis drug sensitive strain (lab strain H37Rv). Briefly, bacterial suspensions were
incubated for 14 days in 7H9 medium containing increasing concentrations of compound.
Resazurin was added to a 0.01% final concentration and fluorescence was measured to assess
bacterial viability after a 24h-incubation period. MIC was determined as the first

concentration giving 80% bacterial growth inhibition compared to DMSO control.

All MDR tested strains showed an MIC lower than or equal to 1.25 uM for compound 47 and
0.625 for compound 54, while INH resistance was confirmed for all these strains (Table 2).
These values are similar to that obtained for the M. tuberculosis drug sensitive strain (1.25
uM and 0.625 uM, respectively). Both compound 47 and compound 54 showed levels of
activity comparable to or better than MFX. These data clearly show that this scaffold has
therapeutic applicability for the treatment of tuberculosis and in particular multi-drug resistant

strains of the disease.

In Vivo activity in a murine model
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The effect of compounds 177 and 185 on the bacterial load of TB-infected mice was
compared to that of the reference compound Isoniazid (INH). 8-week old female BalbC mice
were infected with 6x10° M. tuberculosis H37Rv via intranasal instillation. Mice were
sacrificed at day 1 to control the number of CFU in the lungs. In the acute model of infection,
mice were treated for 4 weeks, starting at day 1. Compounds were freshly dissolved ina 0.5%
methylcellulose solution and administered by oral gavage 5 times/week. Bacterial load was
assessed in lungs and spleen after homogenizing the organs in 1X PBS. Serial dilutions of
organs homogenates were spread on Middlebrook 7H11 plates and CFU were determined

after 3 weeks incubation at 37°C under 5% CO2.

In the acute model of infection (after 4 weeks of treatment; Figure 3), a reduction of ~2 log
CFU compared to untreated mice was observed in the lungs of mice treated with 50 mg/kg of
either compound 177 or compound 185 administered orally (Figure 3A). No CFU were
detected in the spleen of those same mice, while the infection control mice presented an
average of 2.5x10% CFU/ spleen (Figure 3B). No CFU were recovered from either lungs or
spleen from mice treated with 25 mg/kg of INH. Overall both compound 177 and compound

185, demonstrated a significant effect in the acute mouse model of infection.

One of the current challenges for TB drug discovery is the identification of compounds that
are active against persistent bacteria. Although the location and state of latent bacteria
remains a matter of debate, one commonly shared hypothesis for mycobacterial persistence is
that M. tuberculosis bacilli are able to survive in macrophages for prolonged periods of time
and, unlike other bacteria, are able to actively replicate. The intraphagosomal profile of M.
tuberculosis is complex; a large variety of genes are over-expressed and timely regulated and
are also dependent on environmental factors. Altogether, this makes the identification of one
specific tubercle factor that could be selected as the ideal target difficult. Consequently, non-
target cell-based assays are a critical tool in the search of intracellular M. tuberculosis
inhibitors.

Investigation of bacillus growth inhibitors within macrophages has long been limited due to
cumbersome CFU plating, slow bacillus growth, safety requirements and difficulties in
setting-up appropriate infection conditions. As a consequence, this approach was é.lways used
as a secondary assay after the initial selection of compounds that are active on in vitro

extracellular growth. With the advent of automated confocal microscopy, the above
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mentioned limitations could be readdressed and the methodology employed herein

demonstrates the feasibility of large scale compound screening.

Obviously compounds found to be active against both intracellular and in vitro M.
tuberculosis growth are the most promising. The best inhibitors isolated from this library have
an inhibitory activity within the same range as INH and/or PA-824. Further structure activity
relationship studies will contribute to determine if their activity can be additionally improved.
Taken together, the above results show that monitoring M. tuberculosis growth with
automated fluorescence microscopy is highly robust and reliable and that this method enables

fast selection of potent anti-TB compounds.



CN WO 2011/ 113606PCT/ EP2011/ 001345 163 Table 1 conti nued ConpoundQUM
(AM QM (gM ConmpoundQUM (j 1M QM (AM Activity range: +++ indicates <
1 uM ++ wodboiatigssbet ween 1-20 uM + indicates > 20 UMPCT/EP2011/001345

155
Table 1
Compound QUM (uM) QIM (uM) Compound QUM (uM) QIM (uM)
(0) OH ?t)Et
7 N%; + + i N\r: T+ +
xn \N 1 2
(o)
OH
O,
7 N’\ly; OEt
AN + + ZN + +
3 >N 4
S Ve; GJ 2 )
;:IU\” L + + &\{’Q”,@’ @ + +
5 6
G o O
N
M’“NQ o . + < N\gﬁ + ++
7 8
o H o H 2
N F N
~ N/L\/®( + + AN \/O/KOMe ++ +
SN 9 SN 10
o] =0
(o] L N
N N
\ )
Z N\ VOAOH + + Nr(H/\Q ++ ++
~ASN . OMe
12
o H =N (o} =
N N N
4 N{- S + + 7N \/C + +
SN 43 NN 14
H ‘ H
Z N{_ O ++ +++ Z N’§ +++ +++
" \N . ™ \N
15 16
= = 0
‘o n\/dh \ \NJ(MN + +
/ N{' ++ ++ N H/\O
SN 17 18

<Activity range:+++indicates <‘1-uM; ++ indicates between 1:20 uM, +indicates > 20 uM



WO 2011/ 113606PCT/ EP2011/ 001345 165 Table 1 conti nued .

ConmpoundQUM ( PM

QM (AM ConpoundQUM (gM QM (gll/1) HO0-0), ,C c.,z0CF3 ++++ 170
T+ +++ WO 20th 13608 PCT/EP2011/001345
156
Table 1 continued
Compound QUM (uM) QIM (pMm) Compound QUM (uM) QIM (uM)
\ Tl:l ﬂ:;h
] N \I‘LN
H
N /\@Boc * * N H/\O‘JH * *
19 20
S e 0

21 22
= (o] — fo}
N H ++ ++ \NI H
23 24
Cn, 2 OMe HN :o
mﬁf . x i
25 26
O ™0
Z N& + + z N’L
NN CcIm "N
(o] 27 28
o H 0o
N —
N
O G T P
N . N
29 ' 30
S~ Opdy O
- N
_<£:bjﬁfu ++ +++ \ yjﬁf“
N N
31 32
(o]
(o] NH
8 e
\N [ \N
33 34
fo) H
N\/@ ° NH
fijt\ + + Ne# Ngg;_
NC >N NG
35 36

+ +
+ +
+ ++
+ +
+4++ +++
++ ++
+ +

Activity range: +++ indicates < 1 uM, ++ indicates between 1-20 uM, + indicates > 20 uM



+++ +++ +++

WO 2011/113606

Table 1 continued

O NHCrt

-N173

157

+++

+++ +++

PCT/EP2011/001345

Compound QUM (zM) QIM (uM) Compound QUM (M) QIM (uM)
o H
' N\/@ fo) f@
~ + + Q\Q@H * '
XN Z NN\
37 <N 38
o) _Q
— N
G RENE € CAS
F N F. N
39 40
(o}
(0] —
= \ N N/\Q
§:PI%HPT:> + + N§:%ﬁﬁfH + +
-0 N
41 42
3 ~) ° H
— N
N
Qﬁ“ + + Chr NZ{- O +++ +4+4
N T
HO 43 N 44
H o H
ey D)
ZNN +++ +++ 7NN ++ ++
"N NN
45 46
o H O 0 K@
YN NH
Z N\ +4+ +4++ Z N/\t—/f ' ++ +
>N 47 NN 48
o . O Oy NH
NH
+++ +++ & ++ ++
Z N\ NN
s NN 50
N 49
H
& N{—< + + ©‘§_< ++ ++
N x"N
51 52
o f@ o H
NH N\/O'O +++ +++
ZN\ + + @\\ @
N ~"N
53 54

Activity range: +++ indicates < 1 uM, ++ indicates between 1-20 uM, + indicates > 20 uM



WO 2011/ 113606PCT/ EP2011/ 001345 166 Table 1 continued ConpoundQUM (p,M QM
(t1' M ConmpoundQUM (011) Q M (pM 198199 WO 2011/ 113606PCT/ EP2011/ 001345
167 Tabl ewd 20omtiséeaed ConpoundQUM (AM Q M ( AM Conpound @OWIEPA2MI /063N ( AM)

158
Table 1 continued
Compound QUM (1M) QIM (uM) Compound QUM (uM) QIM (uM)
H
AN_O K Oy
% N’\I_\ +++ +++ Z NN 7 +++ ++4+
N XN
55 56
) o H
NCreers "oy
7 N’g_\ +++ +++ Z NN N ++ ++
™ \N x* ‘N |
57 58
o H o o H \’
N ( rN\) N (o)
a/\é_\ ++ ++ Z N’\z_l/Oy +++ +++
X \N X \N
59 60

o H f( (o)
N o) = N
Z NW +++ +++ C:I\;LH +++ +++
N 61
o) D _ 0
2\:\("\ ﬂ/\QO +++ 4+t 2\:\"‘\ H/\©7L +++ +++
\N N )
63 64
3 __ 0 /\Q -0 /\@
N —
\ [:l ﬁH OCF, +++ +++ E\:Nﬁu NOo s e+
65 66
(0] \ g
N
— \ N
<\\—:<\N\ H /\\{ ] +++ +++ N H/\QN/\ ++ et
N N
67

= (o)
\ N
—Q N NH
N#H ++ +4++ Cl~ N’Q/ +++ +++
69

70
co o
f@ o +++ +++
fo) +++ +++ NH
NH cl
Cl N,\l'_\ 2N
= ~"=N
SN, 72

Activity range: +++ indicates < 1 uM, ++ indicates between 1-20 uM, + indicates > 20 uM



216217 WO 2011/ 113606PCT/ EP2011/ 001345 169 Table 1 conti nued ConpoundQUM
(uM QM (AM ConmpoundQUM (uM Q M (AM Activity range: +++ indicates < 1

uM ++ i ndocatieasdeet ween 1-20 uM + indicates > 20 uM nect/BPed11detsas mi ned
WO 2011/ 113606PCT/ EP2011/ 001345 170 Tabl e 1 conti nued ConmpoundQUM (gM Q M

(gM ConpoundQUM (gM QM (gM

Table 1 continued

Compound QUM (uM) QIM (uM) Compound QUM (uM) QIM (uM)

NH NH
+ +++ +4++ +++
S 73 ™ \N 74

=N NH e +++ @ +++ +++
N \N75 76
\‘_ t‘ﬁﬂ N, +++ +++ Qﬁn ,N J +++ +++
77 78 ' '
cl 0 f\<3 cl
= N . 0]
Q\ N D +++ +++ CNiL/N +++ +++
°N NAH
79 80
Cl (o) cl
= (o)
N O — cl
CN H*‘ +++ +++ N-~ "N +++ 4+
Gl SEAvYy
81 82
Cl 0 O Cl 0
. N _
83 84
Cl o cl o
QNﬂ 4 +++ QNﬁN‘ +++ +4+
N N
85
— (o
ClI— N~ NH CIC
N \©\ . +++ \@\ ++ ++
Cl OH
87
== (0]
ci—( \N/ N/\@ cn\CNI NH - "
N H p() +++ ++ N \QO :
(o) N
89

Activity range: +++ indicates < 1 uM, ++ indicates between 1-20 uM, + indicates > 20 uM



Activity range: +++ indicates < 1 uM ++ indicates between 1-20 uM +
indicates > 20 uMnd : not determined WO 2011/113606PCT/ EP2011/001345 171

Tabl e 1 owot2onuasso€onpoundQUM (OM Q M (pM ConpoundQUM ( i/eBbdd0d13M
++++++ +++nd nd ++nd +++nd ++++++ ++Hod

Table 1 continued

Compound QUM (uM) QIM (uM) Compound QUM (uM) QIM (uM)
- O o}
c"QstLNH C"C\N];LNH
N +++ ++ N \©\§ +++ +++
. 91 6 92
CI\QNI NH +++ +++ CI\Q:IQK " c| +++ +4+
~

C"Q ]?L O +++ +++ C' ﬁ H3C +H+ +++
T,
cl \\ jglNH +++ +++ C];l +++
N
C H‘\
\ \NI n +++ +++ C m +++
N™cF, O CF,

99
O H O H
N C>,er N Cfocs,
7 rg\ ++ +++ ﬂz_\ ++4 ++
c N e XN
101 102

OCF,
2 n\’O ocr o //@
Fu N’g_\ ++ +++ /t: + ++
N SN 7NN
103 JQ/L\N 104

MeQ

OCF,

o
A + + NH +++ ++

N Z "N
HOTSTEN Y 405 CI/QL\,: 106

Activity range: +++ indicates < 1 uM, ++ indicates between 1-20 uM, + indicates > 20 uM



WO 2011/ 113606PCT/ EP2011/ 001345 172 Table 1 continued ConpoundQUM (pM Q M
(pM ConmpoundQUM (pM Q M (AM WO 2011/ 113606PCT/ EP2011/ 001345 173 Tabl e

1 conti nusd 2€omagésdQUM (AM Q M ( pM ConpoundQUM (gM  Qpiutr(epbd 11001345
161

Table 1 continued

Compound QUM (uM) QIM (uM) Compound QUM (M) QIM (uM)
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Activity range: +++ indicates < 1 uM, ++ indicates between 1-20 uM, + indicates > 20 uM
nd : not determined
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Table 1 continued
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QUM (zM) QIM (uM)
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Activity range: +++ indicates < 1 uM, ++ indicates between 1-20 uM, + indicates > 20 uM
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Table 1 continued

Compound QUM (uM) QIM (uM) Compound QUM (M) QIm (uM)
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Activity range: +++ indicates < 1 uM, ++ indicates between 1-20 uM, + indicates > 20 uM
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Table 1 continued

Compound QUM (pM) QIM (uM) Compound QUM (pM) QIM (uM)
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Activity range: +++ indicates < 1 uM, ++ indicates between 1-20 uM, + indicates > 20 uM
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Activity range: +++ indicates < 1 uM, ++ indicates between 1-20 uM, + indicates > 20 uM

nd : not determined
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Table 1 continued

Compound QUM (uM) QIM (uM) Compound QUM (uM) Qim (uM)
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Activity range: +++ indicates < 1 uM, ++ indicates between 1-20 uM, + indicates > 20 uM
nd : not determined



Claims 1. A conpound having the general formula la: ,X-.-_\f , Yo, (R ZzZ4 1
NN mN---R2 la werein mis 0, 1, 2, 3 or 4, nis 0, 1, 2, or 3; X Y
and Z ar ew@Hop1iN18go¢ - oxi de; Rl is, at each occurrence, ipoggpesndenisly

sel ected fromthe group consisting ofiehydrogen, hal ogen, C1-C10 al kyl,
Cl1- C3 hal oal kyl, C3-C7 cycl oal kyl, hydroxyl, oxo, -C(0)O0R4, - C(0)R4,
-C(0) Nrrmpezl,coumuedNoz - NH2, -N( R4)2 -0R4HetA -0R4N( R4)2 -

-C( S( )0)(2N( REpmpounds( 0) 2R4, QU ((rw) QMM SR4, Compm;@43( O)M(PNN(CRM)(Q('D)ZM
- () R&—aryt,—e.g. phenyl, benzyt;—and teterocyctyl—any of —whichr s

optional Iy substituted; R2 is, at each occurrence i ndependently sel ected

fromthe gr C%@? cian of hydrogen hal Fal kyl, C3-C10
cycl oal ® % al kenyhk#+C3- C&®+cycl o %‘y ~10 al kynyl , ©i+ C10 .
hal oal kyI 5, C1-Cl10 al koxy, CSC. NC c£(ﬁ02koxy, C3-C15

cycl oal kyI al koxy -Cl15 cycl oal kyl al kyl, - -NH2, -N(R5) 2,

-Q(0)R5, - Q) OR5, )N(R5)2 "SR5, - S(0)R5, -S(0 2R5, _S(0) 2N( R5) 2,
aryl, e het er oaryl , and any of which is
opti onal \@L«'ﬁ stitut ed R3"i*s, at*Bach o nce, i ndependent ly ¥&| ected

fromthe group ceossi sting of hydrogen Har o en 263-Cl') alkyl, C3-C10

cycl oal kyl, hydroxyl, -0R6, -CN, -NO2, -NH2, -N(R6)C(O)R6 - C(O)R6,

- C(0) OR6, -&(10) R§)2 -S(0)R6, -( 0)2R6 OSQO) N‘PRG)Z aryl, e.g. phenyl,

benzyl , h@m eot erogyclyl, any of i onal |y subs{ituted,
r S\of R3

or two g WO 2011/ 1136068 011/ 004395 178
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" Q - 0

Activity range: +++ indicates < 1 uM, ++ indicates between 1-20 uM, + indicates > 20 uM
nd : not determined




connected to each other to nake five or six menbered cyclic and

het erocyclic rings, any of which is optionally substituted; R4 is, at each
occurrenogp 2ongapeadent | y sel ected fromthe group consi stirmp2exfi/obisds ogen,
Cr C10 al kyl, C3-C10 cycl oal kyl, C2-@&® al kenyl, C3-C 0 cycl oal kenyl

C2- C10 al kynyl, C1-C10 hal oal kyl, -C(0)R7, -R7(R7)C(0)R7, -C(0)OR7,

- R7( R7TabR)10édAtinued0) N(R7) 2, - R7(R7)C(0)N(R7)2, -S(0)R7, -S(0)2R7,

-S(0) 2N(R7Ty 2 —aryt—e-g._phenyt, Denzyl —teteroaryt, and—teterocyctyl, any
of which femppundonal | y sQUM{EMUGEBHMMAND FEPMARENANd R7 QUM (A1) GRAGM)

occurremﬁmmmmmWWWogen,
Cl- C10 al kyl, cycl oal kyl, C2-C10 al kerg)yL C3 0 cycl oal kenyl ,

C2- C10 al ky ‘lﬂ hal oal kyI aryl A,gub enzyl, heteroaryl,
and heter %_\ any of whtch is opti onaﬂg&,k stltut edr++and nd

phar macec Iy Agceptabl e salts thereof. 2. The2agnpound according to
claim1l, having the general fornula R10 11/1-{-/To 03/n 'Z4 1A |lb wherein
oi sO, 1,2,0r3;nis0 g, 20r3;ms0, 1,2, 30r4; A s NRLxN C0, CS, OP(0), P=0,
CH2, or a het efpatyTosel ected fro(;nthe qr ouNp\ odsydting of N, N -

\ng 220 o 221
_ Ni/l'_h'\\,@’"o +++ +++ ﬂﬁ\/@m/ﬂ +++ nd
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e oo 225

pe, L
b ++4+ ++4+ O, /\Q ++ +++

227
cl
= 0 N + +
afl S R2S 0 O,
N
229
OCF,
OCF.
o O%V—N\D’OVO R + H Q +++ +++
ZN\ o] N EJ\N
\CL\N NP S
Ay 231

++ ++
Q ++ ++ Q
4

Activity range: +++ indicates < 1 uM, ++ indicates between 1-20 uM, + indicates > 20 uM
nd : not determined
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Table 1 continued

Compound QUM (uM) QIM (uM) Compound QUM (uM) QIM (M)
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Activity range: +++ indicates < 1 uM, ++ indicates between 1-20 uM, + indicates > 20 uM
nd : not determined



#0/ (R12) mnF41 1 7 -VIR 12)1-0:011-il;t12 N'nR1l2 R' is, at each
occurrence, independently selected fromthe group consisting of hydrogen,
Cl - C10 alwwpl2011G336060 cycl o al kyl, C2-Cl10 al kenyl, C3-C, ecewrboalobksay! ,
C2-C, 0 alkynyl, C -C o haloal kyl, -@4 -0R13, C -Cl10 al koxy, C3-C10
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of which Pgmewndonal ly SMGHMMMIMMMZ i §ompeunshhich 0CC QUMARME QIM (uM)
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Activity range: +++ indicates < 1 uM, ++ indicates between 1-20 uM, + indicates > 20 uM
nd : not determined



CN, -NO2, -NH2, -N(R14)2, -C(0)N(R14)2, -R14(R14)c(0)N(R14)2, _s(o)R145
~s(0)2R14, _ S(0)2N(R14)2, aryl, e.g. phenyl, benzyl, heteroaryl, and

het er ocyolvglap11anysoef which is optionally substituted;, YOI/EP2011/001345

2011/ 113606PCT/ EP2011/ 001345 180 Ri 317s, at each occurrence, independently
selected fromthe group consisting of hydrogen, C - Cl0 alkyl, C3-C 1 0
cyclanhbh:lﬂmnﬁn@dalkenyl C3-C10 cycloalkenyl C2- C10 al kynyl, Ci-C10
hal oal kyt=—aryl~—e-g-_phenyl—,—pbenzyt — netervar yt, and_ tieterocyctyt; any of
which is &pmpeNmdl | y subs@QUMAMY . QIMGM)- 14 Rompounst each GUM(ME QG (1M)

i ndependentty Setected from the group consisting of nydrogemn, Cr-C8al ky

optionally SUbSZj d with at | east one hydrox%i Q:>halogen C3-C7

cycl oal kyl, kenyl, C3-C10 cycl oal keqy}k, C10 al kynyl, G -C10
hal oal kyd _%%n e.g. pheﬁyh berzyl , hetggﬁﬁi%l and hetenacycly#+ any of
whi ch is‘EﬁL alp substituted. 3. Theq ound ggxording to claim1 or
2, having one of the formul ae 1-352 as shown in Table 1, preferably one of
t he formul ae x:f131 32, 44, 45, 47, 49, 5 K:}%O 87, 89-103, 106,

107, 110, 1 3 116- 135, 137-141, 143, 47, 148, 152, 154,
157- 159, 1 171 182, +i . 104, 196 199- 202 20%- 218, ndo1. 227,

231, 248« 64, 267-269, 271-274, 93, Zpb-315, 317-318,
320- 321, 324 an 30 as shown in Table 1, and pharnaceutically acceptable
salts thereof e conmpound according to an q laims 1 - 3, having
one of the ae 47, 54, 177 gpd 185 as s Tabl g1, ang
phar mace kflly acceptable sal ts thereod~ The conmpound accorglng to any
of cl a| 4, 47¢r use in the treatnent N a bac ial infection. 6. The
conpound according to claim5, wherein said bacterial infection is
Tuber cul osi s. Sﬁ% harnaceutical conposition s Ng a conpound
according t® clains, 1 - and a phar tically, acceptahl e
carrier g:; met hod of treatné“& of a“ eri al infectTon, i n"Barti cul ar
Tubercugé;L %|S|ng t he appllcationqggwa Ssui t e anount of a conpound
according to any claims 1 - 6 or a pharmaceutical "conposition according
toclaim7, to a.f§ﬂ§on i n need t her eof r<:r(:rxr
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Activity range: +++ indicates < 1 uM, ++ indicates between 1-20 uM, + indicates > 20 uM
nd : not determined
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WO 2011/ 113606PCT/ EP2011/ 001345 181 9. A conpound that conpetitively

I nhibits the specific binding of a conpound according to any of clains 1 -
6. 10. Avoebhwedseat treatnent of a bacteri al
conprising the applicativon of a suitable amobunt of a
conmpound, which conpound is characterized by an ability to conpetively

I nhi bi Tabled amtmufedc bi ndi ng of a corrpound accordi ng to any of clains 1 -

Tuber cul osi s,

i nfection, pciyapasitiiofisar

or a pnal meceut T cat
pr ot ein,
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Activity range: +++ indicates < 1 uM, ++ indicates between 1-20 uM, + indicates > 20 uM

nd : not determined
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Table 1 continued
Compound QUM (uM) QIM (M) Compound QUM (M) QIM (uM)
F
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O, NH © NH
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Activity range: +++ indicates < 1 uM, ++ indicates between 1-20 uM, + indicates > 20 uM
nd : not determined
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Table 1 continued
Compound QUM (uM) QIM (M) Compound QUM (uM) QIM (uM)
o o H C o)
N\J N N\)
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Activity range: +++ indicates < 1 uM, ++ indicates between 1-20 uM, + indicates > 20 uM
nd : not determined
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Compound

QUM (pM) QIM (uM)

Compound

QUM (uM) QIM (uM)
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Activity range: +++ indicates < 1 uM, ++ indicates between 1-20 uM, + indicates > 20 uM

nd : not determined
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Table 2
MICs (uM)
K Sensitive

MDR isolates Strain
Compound | #13 433 #48 #61 #80 #125 #137  #143 #146 #171 H37Rv
47 03125 | 03125 | 03125 |[o03125 |o03125 |o62s |125 |125 ‘5’"562 125 1.25
54 0.15625 | 0.15625 | 0.15625 | 0.15625 | 0.15625 | 03125 | gg25 | 03125 [ 03125 | 03125 | 625
INH 5 10 10 20 5 10 20 10 20 5 125
MFX 0.15625 | 03125 | 03125 | 03125 0.625 0625 | 0625 | 125 0625 | 0625 | 125
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Claims

1. A compound having the general formula la:
X\
3 Y":'\ \\N n R
(R T
N R2

wherein
mis0,1,2 30r4;
nis 0, 1, 2,0 3;

X, Y and Z are CH:

R' is, at each occurrence, independently selected from the group consisting of
hydrogen, halogen, Cy-Cyo alkyl, C+-C; haloalkyl, Ca-C7 cycloatkyl, hydroxyl, oxo, -OR?, -
C(O)OR*, -C(O)R?, -C{O)N(R%)2, -CN, -NOj, -NHz, -N(R*),, -OR*HetA, -OR*N(R),, -
C(ON(RYR*HetA, -CO)N(R*)HetA, -C(O)HetA, -C(OIN(RYR*S(0)2R«; -S(O)N(RY);, -

S(0)R*, -N(R)C(O)R*SR?, -N(RYR*S(0)2R*, -N(R*)S(O),R*, -C(SIR?, aryl, benzyl, and
heterocyclyl, any of which is optionally substituted;

R® is, at each occurrence, independently selected from the group consisting of
hydrogen, halogen, Cy+-Cio alkyl, Cs-Cio cycloalkyl, Co-Cio alkenyl, Cs-C1o cycloalkenyl,
C2-Cro alkynyl, Ci-Cio haloalkyl, -OH, -OR® Cy-Cy¢ alkoxy, Cs-Cio cycloatkoxy, Cs-Cis
cycloalkylalkoxy, C3-Cys cycloalkylalkyl, -CN, -NO,, -NH,, -N(R%),, -C(O)R5, -C(O)OR®, -
COIN(R®)z, -SR®, -S(O)R%, -S(0)R%, -S(O):N(R%), aryl, benzyl, heteroaryl, and
heterocyclyl, any of which is optionally substituted;

R® is, at each occurrence, independently selected from the group consisting of
hydrogen, halogen, C-Cyo alkyl, C3-Cia cycloalkyl, hydroxyl, ~OR®, -CN, -NOj, -NHa, -
N(R®)C(O)R®, -C(O)R?, -C(OJOR®, -C{OIN(R®),, -S(O)R®, -S(0)2R®, -S(0)2N(R%),, aryl,
benzyl, heteroaryl, heterocyclyl, any of which is optionally substituted, or two groups of
R® are connected to each other to make a five or six membered cyclic or heterocyclic
ring, any of which is optionally substituted;
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R* is, at each occurrence, independently selected from the group'consisti.ng of
hydrogen, C4-Cyo alkyl, C3-Cyo cycloalkyl, C>-Cyo alkenyl, Ca-Cy cycloalkenyl, Co-Cyo
alkynyl, Cy-Cy haloalkyl, -C(O)R’, -R’(R)C(O)R’, -C(O)OR’, -R’(R")C(O)OR’, -
CON(R")2  -R'(RIC(OIN(R")2, -S(O)R’, -S(O)R", -S(O):N(R"), aryl, benzyl,
heteroaryl, and heterocyclyl, any of which is optionally substituted; and

R® R® and R’ are, at each occurrence, independently selected from the group
consisting of hydrogen, C«Cio alkyl, C3-Cyo cycloalkyl, Cx-Cyo alkenyl, Cs3-Cyo
cycloalkenyl, C»-C1o alkynyl, C1-Gyo haloalkyl, aryl, benzyl, heteroaryl, and heterocyclyl,
any of which is optionally substituted; and

pharmaceutically acceptable salts thereof, and

wherein the compound has a formula selected from the following formulae 5, 8, 13, 14,
17, 18, 20, 21, 23-43, 46, 48, 50, 51, 53, 59, 68, 69, 74, 79, 80, 88-81, 142, 143, 161,
196, 211-213, 219, 221, 222, 239-247, 264, 313-329 and 331:

2-Methyl-N-(pyridin-4-y\imidazo[1,2-alpyti
o X Y

) g

N

N-Benzyl-2-methylimidazof1,2-alpyridine-3-carboxamide (8)

dine-3-carboxamide {5}
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N-{(1H-Indol-5-ylYmethyl)-2-methylimidazo[1,2-alpyridine-3-carboxamide (17)

N-{Cyclohexylmethvl)-2-methylimidazo[1,2-alpyridine-3-carboxamide (18)

= o

2-Methyl-N-phenethylimidazo[12-alpyridine-3-carboxamide (21)
= o
Q" N’\/@
&
N- [ w
2-Methyl-N-{2-phenoxyethyl)imidazo[1,2-alpyridine-3-carboxamide (23)
S o
QN A0
<] N \©
N
N-(2-(Benzyloxylethyl)-2-methylimidazo[1.2-alpyridine-3-carboxamide (24)

\\ Nro(u/\/"\/@

N | H
N

{S)-Methyl 2-(2-methviimidazof1,2-alpytidine-3-carboxamido)-3-phenyipropanocate
(25)

(A L :
N
!\‘Iig OOMB
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N-(2-Methylimidazo[1,2-alpyridin-3-yl)-2-phenylacetamide (26

IS

N
H o

~K
=N

N-Benzyl-8-chioro-2-methylimidazo[1,2-alpyridine-3-carboxamide (27)

N-Benzyl-6-chloro-2-methylimidazo[1,2-a]pyridine-3-carboxamide (29)

N-Benzyl-2.8-dimethylimidazo[1.2-alpyridine-3-carboxamide (30)

o)
5\ ZNf ﬁf\Q

A

N
N-Benzvl-2.7-dimethylimidazo[1.2-alpyridine-3-carboxamide (31

o
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N-Benzyl-2 6-dimethvlimidazo[1,2-alpyridine-3-carboxamide (32)
0
S GRS
\§
N
N-Benzyl-2 S-dimethylimidazo[1.2-alpyridine-3-carboxamide (33)

T O

N-Benzyl-6-fluoro-2-methylimidazol1.2-alpyridine-3-carboxamide (34)

N-Benzyl-7-cyano-2-methvilimidazo[1,2-a]pyridine-3-carboxamide (35
Bt

Nc'CLN

N-Benzyl-6-cyano-2-methvlimidazo[1,2-a]

ONH
Nﬁ/ﬂ.\
\\

N

N-Benzyl-2-methyl-7-phenylimidazo[1.2-alpyridine-3-carboxamide (37)

YO
/N\ )
v\\"N
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N-Benzyl-2-methyl-6-phenylimidazol 1,2-alpyridine-3-carboxamide (38}

o f@
NH
N

N-Benzyl-8-fluoro-2-methylimidazo[1,2-alpyridine-3-carboxamide (39}
0
</\ ENf ﬁ/\©
N
F N

N-Benzyl- 2-methvt-S-(tr!ﬂuoromethvl)imidazaﬁ 2-alpyridine-3-carboxamide (40)

N-Benzyl-8-methoxy-2-methylimidazo[1,2-alpyridine-3-carboxamide (41)
o}
= “\N/\Q
\ N:‘( H =
NN
— N
N-Benzyl-8-cyano-2-methylimidazo[1,2-alpyridine-3-carboxamide (42)
(9}
</\ z“f ?‘q/\Q
N
NG N
N-Benzyl-8-hydroxy-2-methylimidazof1,2-alpyridine-3-carboxamide {43)

O
HO N

N-Benzyl-2~ethvlimidazol1,2-alpvridine-3-carboxamide {46
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N-Benzyl-2-propylimidazol1,2-alpyridine-3-carboxamide {48)

N-Benzyl-2-cyclopropviimidazol1.2-alpvridine-3-catboxamide (50

o

N-Benzyl-2-isopropylimidazol1.2-alpvridine-3-carboxamide (51

N-Benzyl-2-phenvlimidazol1,2-alpvridine-3-carboxamide (53

2-Ethyl-7-methyl-N-{(4-morpholinobenzyl)imidazo[1,2-alpyridine-3-carboxamide
(68)

, )
SN
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2-Ethyl-7-methyl-N-(naphthalen-2-ylmethyl)imidazo1,2-a]pyridine-3-carboxamide

(69)

6-Chloro-2-ethyl-N-(4-(piperidin-1-yhbenzyljimidazo[1,2-a]pytidine-3-carboxamide

(79)

50
"N A
\ o

N

Gl

6-Chloro-2-ethyl«N-(naphthalen-2-vimethylimidazol1.2-alpvridine-3-carboxamide

NH

7-Chloro-2-ethyl-N-(4-morpholinobenzyl)imidazo[1,2-alpyridine-3-carboxamide
(89)

SN+ \’ONQO
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7-Chloro-2-ethvl-N-(4-(piperidin-1-yl\benzyl)imidazo[1,2-alpyridine-3-carboxamide
(90)

N N_)

7-Chloro-2-ethyl-N-(naphthalen-2-yimethyllimidazof1,2-a]pyridine-3-carboxamide

J @
!

N-(7-Chloro-2-ethylimidazo[1,2-alpyridin-3-yhbiphenyl-4-carboxamide (142)

(>
(D

HN o
/@J}\
ar X

2-(Biphenyl-4-yl)-N-(7-chloro-2-ethylimidazo[1.2-alpyridin-3-yhacetamide (143
H ;O
o K

[1,1-Biphenvi]-4-yimethyl 6-chloro-2-ethvlimidazof1,2-a

oY
e
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4-Phenoxybenzyl 6-chloro-2-ethylimidazo[1.2-alpyridine-3-carboxylate (196)
A
Oy-0 O
N

6-Chioro-2-ethyl-N-(4-(pyrrolidin-1-ylibenzyhimidazo{1.2-alpyridine-3-
carboxamide (211)

NH

carboxamide (213)

o H D
) N{}ON@
o N

(218
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pyridine-3-carboxamide

N-(4-( Azegan~1 -yhibenzyl)-7-chloro-2-ethylimidazo[1,2-alpyridine-3-carboxamide
(222)

ﬁ{\
ot XN

6-Chloro-2-ethyl-3-((4-(trifluoromethoxy)phenoxy)methyl)imidazo[1,2-alpyridine

OCF,
o~ i

{239)
ci

yridin-3-ylimethyh)-4-(trifluoromethoxy)aniline
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N-{((6-Chloro-2-ethylimidazo[1,2-alpvtidin-3-viimethy-4-(4-(4-
fluorophenyl)piperazin-1-ylaniline (241}

cl

N-((6-Chloro-2-ethylimidazo[1,2-alpytidin-3-yl)methyl)-4-{4-flucrophenoxy)aniline

(242)
Ci
O L
N
N F

5-(6-Chloro-2-ethylimidazo[1,2-a]pyridin-3-yl}-3-(4-(trifluoromethoxy)benzyl)-1,2.4-

oxadlazole (243)

,.N%\Q
O
N QCF,

2-(7-Chloro-2-ethylimidazo[1.2-a]pyridin-3-yl}-5-((4-(4-
(trifluoromethoxy)phenyl)piperazin-i-vlimethyl)-1.3.4-oxadiazole (244)

!
e S




189

5-(6-Chloro-2-ethylimidazof1.2-a]pyridin-3-y1)-3-(4-(4-fluorophenoxy)benzyl)-1,2.4-

oxadiazole (245)

§-Chloro-2-ethyl-N-isobutylimidazo[1.2-a]py!

},
o i
¢t . [4,'? ~ ¥ ,‘.-%

N e N\
*\\./i"n \

7-Chloro-2-ethyl-N-(4-(4-fluorophenoxy)benzyllimidazo[1,2-alpyridine-3-
carboxamide (264)

es
o Q

2-Ethyl-6-fluoro-N-(4-morpholinobenzyllimidazol1,2-alpyridine-3-carboxamide

o
-N\//
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2-Ethyl-7-methoxy-N-(4-morpholingbenzylimidazof1,2-alpyridine-3-
carboxamide(314)

//\0
N/
° NH
/N\
MeO SN

6-Bromo-2-ethyl-N-(4-morpholinobenzyllimidazo[1.2-alpyridine-3-carboxamide
315

lr:ﬁ;" " ”fw\o
o f"{\“w j}?’# \«-‘J
R
8"\\1,4:“” \fu\
H i Vperermin
e, T S

2-Ethyl-6-fluoro-N-{4-morpholinobenzyllimidazof1,2-alpyridine-3-catboxamide

316
I ’M‘\o
A
0) MM
T}/’ “N”\%
sk N

-
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318)

N/’\O
N
0
NH
“ N A
N \N
OMs

8-(Difluocromethoxy)-2-ethyl-N-{4-morpholinobenzyllimidazo[1,2-alpyridine-3-
carboxamide (319)

N\
/’ON i
° NH
/N\
RN
CCHF,

8-Bromo-2-ethyl-N-{4-morpholinobenzyl)imidazof1,2-alpytidine-3-carboxamide
320}

9]

Weseadi

NP Ve
o
Be

7

2-Ethyl-N-(4-morpholinobenzyi)-6-{trifluoromethvllimidazo[1,2-alpyridine-3-
carboxamide (321)

.
o L

/N\
NN

F3C
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2-Ethyl-N-{(4-morpholinobenzyl)-7-(trifluoromethyllimidazof1,2-alpyridine-3-
carboxamide (322)

o
N_J
o}

FyC” N

2-Ethyl-N-(4-morpholinobenzyl)-8-(trifluoromethyl)imidazo[1.2-alpyridine-3-
carboxamide (323)

NH

Mo
N

7-Bromo-2-sthyl-N-(4-morpholinobenzyl)imidazo[1,2-alpyridine-3-carboxamide
324

™ o

o I

NH

/N\

B X~ N

2-Ethyl-N-{4-morpholinobenzyl)-7-(pyridin-4-yl)imidazo[1,2-alpyridine-3-
carboxamide (325)

O
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2-Ethyl-N-(4-morpholinobenzyl)-7-(pyridin-3-yl)imidazof1,2-alpyridine-3-
carboxamide (326)
™o

o AT

2-Ethyl-A-(4-morpholinobenzyl)-8-(pyridin-4-yhimidazof1,2-alpyridine-3-
carboxamide (327)

2-Ethyi-7-(4-methylpiperazin-1-yl)-N-(4-motpholinobenzyl)imidazo[1.2-a]py
3-carboxamide (328)

™o
N
o KQ/\’/
NH
NN
e

2-Ethyi-7-(4-(4-flusrophenyl)piperazin-1-yl)-N-(4-morpholinobenzyl)imidazof1.2-
alpyridine-3-carboxamide(329)

™o

o A

NH
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2-Ethyl-7-(4-(4-fluorobenzyl)piperazin-1-yl)-N-(4-morpholinobenzylimidazof1,2-
alpyridine-3-carboxamide (331)

o
NS

2. A compound having the general formula Ib:

/x;~\ _ R10
Y, N ALY
\\\ A f's )
(REE< T "
N RZ
b
wherein
0is0,1,2,0r3;
nisQ;
mist,2 3or4;

X, Y and Z are CH;

Ais C=00rC=8

Wis NR';
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R® is, at each occurrence, independently selected from the group consisting of
hydrogen, halogen, C+-Cso alkyl, Cs-Cyo cycloalkyl, Co-Cyo alkenyl, Cs-Cyo cycloalkenyl,
Cp-Cio alkynyl,

Cy-Cyo haloalkyl, -OH, -OR®, Cy-Cyo alkoxy, Ca-Cio cycloalkoxy, Cs-Cys cycloalkylalkoxy,
Ca-Cis cycloalkylalkyl, -CN, -NOy, -NHz, -N(R®),, -C(O)R?, -C(O)OR®, -C(O)N(R%)z, -SR,
-S(O)R®, -S(0)2R? -5(0)N(R%)z, aryl, benzyl, and heterocyclyl, any of which is
optionally substituted;

R® is, at each occurrence, independently selected from the group consisting of
hydrogen, halogen, C-Cqo alkyl, Cs-Cio cycloalky!, hydroxyl, -OR®, -CN, -NO3, -NH,, -
N(RE)C(O)R®, -C(O)R®, -C(O)OR’, -C(O)N(R®)2, -S(O)R®, -S(0)zR?, -S(0)2N(R%)z, aryl,

benzyl, heteroaryl, heterocyclyl, any of which is optionally substituted, or two groups of
R® are connected to each other to make a five or six membered cyclic or heterocyclic
ring, any of which is optionally substituted;

R® and R® are, at each occurrence, independently selected from the group consisting of
hydrogen, Cy-Cyo alkyl, Ca-Cio cycloalkyl, C»-Cyo alkenyl, Ca-Cyo cycloalkenyl, Co-Cio

alkynyl, C4-Cyo haloalkyl, aryl, benzyl, heteroaryl, and heterocyclyl, any of which is
optionally substituted,;

R'® is a molety selected from the group consisting of

R‘(f

/

N N N
fEwre HEYR HE ‘>‘“” O™ R,

NN ﬁ\/\‘“‘% g@““’?« : EC/J:R?"
){.w ES *(\/\Ru ) -{:[}—R“‘ i’_@}—mz&

,R“ Z A f12 Z o Z XYy,
e, I A0, LM,
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v R
g l\ﬁw O\/\,ﬁmz O /\Jf‘)n rr“ /‘*ﬁ
N Rz)“ . = > 5
O N__th \O N*R" ékﬁ)“ ‘ ~N/*“\N Rz
-§»<;N-R,‘2 4 -
m »and « N-R12

R" is, al each occurrence, independently selected from the group consisting of
hydrogen, C-Cyo alkyl, Cs-Cyo cycloalkyl, C»-C¢o alkenyl, C3-Cyo cycloalkenyl, C>-Cyo
alkynyl, Cy-Cyo haloalkyl, -OH, -OR™, C;-Cys alkoxy, Cs-Cyo cycloalkoxy, Ca-Cys
cycloalkylalkoxy, Cs-Cys cycloalkylalkyl, -NHa, -N(R™), -C(O)R™, -C(O)OR®, -
COIN(R™)z, -S(O)R™, -S(0):R™, -S(0)N(R'),, aryl, benzyl, heteroaryl, and
heterocyclyl, any of which is optionally substituted;

R' is, at each occurrence, independently selected from the group consisting of Ca-Cio
alkyl, Cs-Cyo cycloalkyl, C»>-Cio alkenyl, Cs-Cio cycloalkenyl, C2-Cyo alkynyl, CCio
haloalkyl, hydroxyl, -OR™ -C(O)RY, -C(O)OR™, -CN, -NO, -NHp -N(R™) -
C(OIN(R™)2. -S(O)R™, -S(O)R™, -S(O)2N(R™),, aryl, benzyl, heteroaryl, and
heterocyclyl, any of which is optionally substituted;

R™ is, at each occurrence, independently selected from the group consisting of
hydrogen, C,-Cqo alkyl, C3-Cyo cycioalkyl, Cp-Cyo alkenyl, C3-Cyo cycloalkenyl, C>-Cig
alkynyl, Cy-Cio haloalkyl, aryl, benzyl, heteroaryl, and heterocyclyl, any of which is
optionally substituted; and

R™ is, at each accurrence, independently selected from the group consisting of
hydrogen, C+-Cg alkyl optionally substituted with at least one hydroxyl or halogen; C;-C;
cycloalkyl, C2-Cio alkenyl, Cs-Cio cycloalkenyl, Co-Cio alkynyl, Ci-Cio haloalkyl, aryl,
benzyl, heteroaryl and heterocyclyl, any of which is optionally substituted,
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and pharmaceutically acceptable salts thereof.

3. ‘ The compound according to claim 2, having a formula
selected from the following formulae 6, 7, 9-12, 15, 16, 19, 22, 44, 45, 47, 49, 52, 54-58,
60-67, 70-73, 75-78, 81-88, 92-141, 144-160, 162-195, 197-210, 214-218, 220, 223-

238, 248-263, 265-312, 330 and 332-352:

N-(4-(Benzyloxy)phenyi)-2-methylimidazo[1,2-a]f

b o0

yridine-3-carboxamide (7)

ridine-3-carboxamide

4-({2-Methylimidazo[1,2-a]pvridine-3-carboxamido)methylbenzole acid (11

0
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N-{4-Methoxybenzyl}-2-methylimidazof1,2-alpyridine-3-carboxamide (12)

o

2-Methy!l-N-(4-phenoxybenzyl)imidazo[1.2-alpyridine-3-carboxamide (15)
O

~ AN

RN

N-(Biphenyl-4-ylmethyl)-2-methylimidazo[1,2-alpyridine-3-carboxamide (16)
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N-(Biphenyl-4-yimethyl)-7-chloro-2-methylimidazof1,2-alpyridine-3-carboxamide

N-(Biphenvl-4-yvimethyl)-2-ethylimidazof1.2-alpyridine-3-carboxamide (47}

o _N O

N-{Biphenyl-4-yvimethvi}-2-propylimidazo[1.2-alpyridine-3-carboxamide {49
° NH
" \N

N-(Biphenyl-4-ylmethyl)-2-isopropylimidazof1.2-alpyridine-3-carboxamide (52)

oty O

2-Ethyl-N-(4-phenoxybenzyllimidazol 1,2-alpyridine-3-carboxamide (54)

SLSaERe
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N-(4-tert-Butylbenzayi)-2-ethylimidazo[1,2-a]pyridine-3-carboxamide {55)

(56)

2-Ethyl-N-(4-{tritfluoromethoxy)benzylimidazol[1.2-alpyridine-3-carboxamide (57

oNH OCF,
W N‘N

2-Ethyl-N-({1-methyl-1H-indol-6-ylimethyhlimidazo[1.2-alpyridine-3-carboxamide

(58)
O H
N\/Q—g
@\ N
PN l

2-Ethyl-N-(4-isopropoxybenzyl)imidazo[1,2-a]pyridine-3-carboxamide (60)
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-2-ethyi-6-methylimidazo[1.2-alpyridine-3-carboxamide

2-Ethyi-6-methvl-N-{4-phenoxybenzyvhimidazo[1,2-alpyridine-3-carhoxamide (63

Qﬁﬁﬂeg

N-(4-tert-Butylbenzyl}-2-ethyl-6-methylimidazo[1,2-alpyridine-3-carboxamide (64)
o
M ﬁ@jL
NN
N

2-Ethyl-6-methyl-N-(4-(trifluoromethoxy)benzyllimidazo[1,2-a]pyridine-3-
carboxamide (65)

Cﬁs’@x

2-Ethyl-6-methyl-N-({1-methyl-1H-indol-5-ylimethyl}imidazof1,2-alp\
carboxamide (66)

QA
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2-Ethyl-6-methyl-N-((1-methyl-1H-indol-6-yl)methyhimidazo[1,2-alpyridine-3-
carboxamide {67)

Lo~
& NI
N /

6-Chloro-N-{4-chlorobenzyl)-2-ethylimidazof1,2-alpyridine-3-carboxamide
{70)

Cl

6-Chioro-2-methyil-N-{4-phenoxybenzyllimidazo[1.2-alpvridine-3-carboxamide

a1
F@Q
O\ -NH
cl A A
‘\’*“

6<Chloro-2-methyl-N-{4-(trifluoromethoxy}benzyllimidazo[1,2-alpyridine~3-
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N-(4-tert-Butylbenzyl})-6-chloro-2-methylimidazo[1.2-alpyridine-3-carboxamide
(73)

19)
NH

CI/N\

6-Chioro-N-(4-isopropoxybenzyl)-2-methylimidazof1,2-alpyridine-3-carboxamide
(7s)

6-Chloro-N-{4-isobutoxybenzyl)-2-methylimidazo[1.2-a]pyridine-3-carboxamide

{76)
Q
° NH
Ci ay N\
™ \N

6-Chloro-2-methyl-N-((1-methyl-1H-indol-5-ylimethyllimidazo[1.2-alpyridine-3-
carboxamide (77)
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8-Chloro-2-methyl-N-{({1-methyl-1H-indol-6-ylimethyllimidazo[1.2-alpyridine-3-

carboxamide (78)

Ay

08 NH N
c'/N’K\
\\N .

N-(Biphenyl-4-vimethyl)-6-chloro-2-methylimidazo[1,2-a]lpyridine-3-carboxamide

NFlvas

6-Chloro-N-((2'-chlorobiphenyl-4-ylimethyl)-2-ethylimidazof1,2-ajpyridine-3-
rboxamide (82

6-Chioro-N-({4'-chlorobiphenyl-4-ylmethyl)-2-ethylimidazo[1,2-alpyridine-3-

carboxamide (83)

N
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6-Chloro-2-ethyl-N-((2'-methylbiphenyl-4-yl)methvhimidazo[1.2-alpyridine-3-
carboxamide (84}

o

XN

6-Chloro-2-ethvl-N-((3"-methyibiphenyl-4-ylimethylimidazo[1,2-alpyridine-3-
carboxamide (85)

carboxamide (86}

:

NH

Z-Chloro-2-ethyl-N-(4-hydroxybenzyl)imidazof1.2-alpyridine-3-carboxamide (88)
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N-(4-tert-Butylbenzyl)-7-chloro-2-ethylimidazo[1,2-alpyridine-3-carboxamide (92)

N-(Biphenyl-4-yimethyl)-7-chloro-2-ethylimidazof1,2-alpyridine-3-carboxamide

{93) g O
oot

7-Chloro-N-({2'-chlorobiphenyl-4-ylymethyl})-2-ethylimidazo[1,2-alpyridine-3-
carboxamide (94)

NI i

7-Chloro-N-({4'-chlorobiphenyl-4-yl)methyl)-2-ethylimidazo[1,2-alpyridine-3-
carboxamide (95)

ot l .,cs

7-Chloro-2-ethyl-N-((2'-methylbiphenvi-4-ylmethylimidazo[1,2-alpyridine-3-
carboxamide (96)

H3C
o H
//\{
C‘MN W—\




7-Chloro-2-ethyl-N-((
carboxamide (97)

7-Chloro-2-ethyl-N-((4"-methvibiphenyl-4-ylimethyl)imidazo[1.2-a]pyridine-3-

carboxamide (98)

PO

o

ridine-3-

N-{Biphenyl-4-yimethyl)-6-chloro-2-(triflusromethyllimidazo[1,2-alp\

carboxamide (99)
9 NH
¢l '
QA

N-(4-tert-Butylbenzyl)-6-chloro-2-{trifluoromethyllimidazo[1,2-alpyridine-3-

carboxamide (100)

ONH

Gl
Z Ngc&
S Y]

N-{4-Bromobenzyl)-7-chloro-2-ethylimidazof 1, 2-alpyridine-3-carboxamide (101)
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7-Chloro-2-ethyl-N-(4-(trifluoromethoxy)benzyllimidazof1.2-alpyridine-3-
carboxamide (102)

P

2-Ethyl-6-fluoro-N-(4-(trifluoromethoxy)benzyllimidazof1,2-alpyridine-3-

carboxamide {103)

2-Ethyl-7-methoxy-N-{4-(trifluoromethoxy)benzyhimidazo[1.2-alpyridine-3-

carboxamide {104)

OCF,

7-Chloro-2-ethyl-N-(4-(propylamino)benzyllimidazof1.2-alpyridine-3-carboxamide

106
i
N
&N
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7-Chloro-2-ethvl-N-(4-(pentylaminolbenzvllimidazo[1,2-alpyridine-3-carboxamide

107
Oy NH
“ N N\
e XN

6-Chloro-2-ethyi-N-{4-(4-methylpiperazin-1-yl)benzyllimidazo[1,2-a]lpyridine-3-
carboxamide (108)

O

7-Chloro-2-ethyl-N-{4-(4-methylpiperazin-1-yl)benzyDimidazo[1,2-alpyridine-3-
carboxamide (109

7-Chioro-2-ethyl-N-(4-(4-isopropylpiperazin-1-yl)benzyl)imidazo[1,2-alpyridine-3-
carboxamide (110)

Cl

Z-Chloro-2-ethyl-N-(4-(4-phenylpiperazin-1-yl)benzyl)imidazo[1,2-alpyridine-3-
carboxamide (111)

oo
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2-Ethyl-N-(4-(4-(4-fluorophenyl)piperazin-1-yl)benzyl)-6-methoxyimidazo[1i,.2-
alpyridine-3-carboxamide (112)

AT

N/

2]

NH

M/N\
e N

Iperazin-1-yl)benzyl)imidazof1,2-

2-Ethyl-N-{4-(4-(4-fluorophenyl)piperazin-1-yl\benzyl)-7-methoxyimidazo[ 1,2~
ridine- rboxamide(114

A

N

Q

/INH
7\

MeQ” N

2-Ethyl-N-(4-(4-(4-Hluorophenyl)piperazin-1-yl)benzyl)-8-methoxyimidazo[1,2-
alpyridine-3-carboxamide(115)

OO

NH
[N \N

OMe

7-Chioro-2-ethyl-N-({4'-fluorobiphenyl-4-ylymethyl)imidazo[1.2-alpyridine-3-
carboxamide (116)

N e
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N-((4'-tert-Butylbiphenyl-4-yimethyl}-7-chloro-2-ethylimidazo[1,2-a]lpyridine-3-
catboxamide (117)

AN
o XN

7-Chloro-2-ethyi-N-({4"-methoxybiphenyl-4-ylYmethyl)imidazo[1,2-alpyridine-3-

alpyridine-3-carboxamide {120

N
NN

v}

6-Chloro-N-({4'-cyanobiphenvi-4-yl)methyl)-2-ethylimidazo[1,2-alpyridine-3-
carboxamide (121}

~

¢l
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7-Chloro-N-{(4'-cyanobiphenvi-4-ylimethyl}-2-ethylimidazo[1.2-alpytidine-3-
carboxamide (122)

o 1 O eN

6-Chloro-2-ethyl-N-((2'-(trifluoromethylbiphenyl-4-ylimethyllimidazo[1,2-
alpyridine-3-carboxamide (123)

X
0 NH
.y

N

7-Chloro-2-ethyl-N-({2'-(trifluoromethyl)biphenyl-4-ylimethyl)imidazof1.2-
alpyridine-3-carboxamide (124)

6-Chloro-N-((2"-cyanobiphenyl-4-yl)methyl)-2-ethylimidazo[1,2-alpyridine-3-
carboxamide (125)

NC,

:

\"“K

7-Chloro-N-{{2'-cyanobiphenyi-4-ylimethyl}-2-ethylimidazo[1.2-alpyridine-3-
carboxamide (126}

6-Chloro-N-({3'-cyanobiphenvi-4-vliimethvi}-2-ethylimidazo[1.2-alpyridine-3-
catrboxamide (127)
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CHN
9 NH
Ci AN

Z-Chloro-N-({3'-cyanobiphenyl-4-yl)methyl)-2-ethylimidazof1,2-a]pyridine-3-
carboxamide (128)

oS
o

6-Chloro-N-({4'-chloro-2-(trifluoromethyl)biphenyl-4-yl)methyl)-2-ethylimidazo[1,
alpyridine-3-carboxamide (129

. ‘/O Gl
Q NH
Ct AN
\ e

7-Chloro-N-( (4-chloro-2-(trifluoromethyhbiphenvyl-4-yhmethyl)-2-ethylimidazof1,

alpyridine-3-carboxamide (130

o} P e

§-Chloro-N-({4'-cyano-2"-methylbiphenyl-4-ylimethyl)-2-ethylimidazo[1,2-
alpyridine-3-carboxamide (131}

o~ “§/
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7-Chloro-N-((4'-cyano-2-methylbiphenyl-4-ylimethyl}-2-ethylimidazo[1,2-
alpyridine-3-carboxamide (132)

7-Chloro-N-{(2'-chloro-4'-fluorobiphenyl-4-ylimethyl)-2-ethylimidazo[1,2~
glpyridine-3-carboxamide {133

7-Chloro-2-ethyl-N-(4-(5-methoxypyridin-2-yl)\benzyl)imidazof1,2-alpyridine-3-

carboxamide (135
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-Chloro-2-ethyl-N-(4-(furan-2-yhbenzyllimidazo[1,2-alpyridine-3-carboxamide

7
{137)
VR
o 0
NH
i AN
R e

N-(4-(1H-Pyrrol-1-ylYbenzyl)-7-chloro-2-ethylimidazo[1,2-a]pvtidine-3-carboxamide

(138)
O

NH

/ﬂ\
a N

6-Chloro-2-ethyl-N-(4-(4-{4-(trifluctomethoxy)phenox
ylibenzyllimidazo-[1,2-alpyridine-3-carboxamide (139)

0,
C)m Q
Oy-NH GCF,
[#] o 4
e “‘ﬁ

7-Chloro-2-ethyl-N-(4-(4-(4-(trifluoromethoxy)phenoxy)piperidin-1-
yhibenzyllimidazo-[1,2-alpyridine-3-carboxamide (140}

skl

N-({4'-Chlorobiphenyl-4-ylimethyl)-2-ethylimidazo[1.2-alpyrazine-3-carboxamide

141
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N-(4-(4-{4-{Butyramidomethyliphenyl)piperazin-1-yl)benzyl)-7-chlioro-2-

ethylimidazo-[1,2-alpyridine-3-carboxamide (144)
C 7\ D
0 NH an HN*(O‘_\

,,&\
et N

N-{4-tert-Butylbenzyl)-2-ethyl-7-{pipetazin-1-yliimidazo(1,2-alpyridine-3-

carboxamide {145)

o
NH:E

NN

N
HN_J

6-Chloro-N-(4-cyanobenzyl

O
O _NH
N

6-Chloro-2-ethyl-N-(4-(trifluoromethylibenzyllimidazolt.2-alpyridine-3-
carboxamide (147)

o
O\ NH
mf)gw
N

7-Chloro-2-ethyl-N-{(4-(trifluoromethyl)benzylimidazof1,2-alpyridine-3-
catboxamide (148)

K@/(H’;
Oy NH
1’3‘&\
¢t =N
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2-Ethyl-6-nitro-N-(4-(trifluoromethoxy)benzylimidazol1.2-alpvridine-3-
catboxamide (149}

o°_H \’Ooc&,
C "&\
N

e

2-Ethyl-7-nitro-N-(4-{triflusromethoxy)benzyl)imidazo[1.2-a]pyridine-3-
carboxamide (150)

NN OCF,
/CN\\
ON” XN

2-Ethyl-N-(4-{trifluoromethoxy)benzyl)-6-(trifiuoromethyllimidazo[1,2-a]pyridine-3-
carboxamide (151)

O \/@_‘OCF;;
FsC AN A
N .

6-Bromo-2-ethyl-N-(4-(trifluoromethoxy)benzyvllimidazo[1.2-alpyridine-3-
carboxamide (152)

peiaandl

6.7-Dichlgro-2-athyl-N-{4-(trifluoromethoxyibenzyl)imidazo[1.2-alpyridine-3-
carboxamide (153
. H

N OCF,
o1 N N
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6-Chloro-2-methyl-N-(4-(trifluoromethoxy)benzylimidazo[1,2-alpvridine-3-

carboxamide (154}

//Ofoc:ﬁ
O\-NH

N

2-Ethyl-N-(4-(trifluoromethoxy)benzyhimidazo[1.2-alpyrazine-3-carboxamide {155}

,/O,oc&,
O\NH
mz;\
N N

2-Ethyl-3-((4-(trifluoromethoxy)benzyl)carbamoyllimidazo[1,2-alpyrazine _ 7-oxide
156

OCF,

0 NH
ol
-Q'N‘\/gN

6-Chloro-2-ethyl-N-(4-methoxyphenethylimidazo[1.2-alpyridine-3-carboxamide
(157

OMe

0,

NH
=N
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N-((4'-(Butyramidomethyl)biphenyl-4-ylmethyl)-7-chloro-2-ethylimidazo[1,2-
alpyridine-3-carboxamide (159)

NPV ¥
PeSatanlat

3:(({4'-Chloro-[1,1-biphenyi]-4-ylimethyl)carbamovl)-2-ethylimidazol1.2-alpyrazine

7-oxide (160)
FeaSh
o, NH
e
‘o'N"é&/l%N

6-Chloro-N-(4-(4-(4-chlorophenoxy)piperidin-1-yl)benzyl}-2-ethylimidazo[1,2-a]
pyridine-3-carboxamide (162)

sy ct

7-Chiloro-N-(4-(4-(4-chlorophenoxy)piperidin-1-vl)benzyl}-2-ethylimidazof1.2-a}

pyridine-3-carboxamide (163)

ot )
o e,
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6-Chloro-2-ethyi-N-(4-(4-(4-(trifluoromethyl)phenoxy)piperidin-1-yibenzyl)
imidazo[1,2-alpyridine-3-carboxamide (164)

O,
iti\ { )f”Q/
2 2\
=~ CF
or Q,

8-Chloro-2-ethyl-N-(4-(4-(4-fluoropheno iperidin-1-yl)benzyllimidazo[1,2-

pyridine-3-carboxamide (166)
' 0
0 ﬁ\’@/MO/
ey %\
AT F

7-Chloro-2-ethyl-N-{(4-(4-{4-fluorophenox
alpyridine-3-carboxamide (167)

NI ASR

ok

2-Ethyl-N-(4-{4-(4-(trifluoromethoxyiphenoxyipiperidin-1-yl\benzyl)-6-
(trifluoromethyl)imidazof1.2-alpyridine-3-carboxamide (168)

ot )

OCF,
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-2-ethvlimidazof1.2-

imidazol1 .2~a]pvridine-3~carboxamide (170)

/CCK—\\/O/ Qchs

6-Chloro-2-ethyl-N-(4-(4-(4-fluorobenzyl)piperazin-1-yl)benzyllimidazo[1,2-
alpyridine-3-carboxamide (171)

7-Chloro-2-ethyl-N-(4-(4-(4-fluorobenzylipiperazin-1-ylbenzylimidazo[1.2-
alpyridine-3-carboxamide (172)

N[/\“ '
TR
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6-Chloro-2-ethvl-N-(4-(4-(4-(tritluoromethoxy)benzyl)piperazin-1-
ylibenzyllimidazo[1.2-alpyridine-3-carboxamide (173)

"
NN

NH ~ COCF,
I
R
=N

7-Chioro-2-ethyl-N-(4-(4-(4-(trifluoromethoxy)benzyl)piperazin-1~
ylibenzyl)imidazo[1,2-a]pyridine-3-carboxamide (174)

™ w
N__J
NH OCF,
g
ci =N

6,7-Dichloro-2-ethyl-N-(4-(4-(4-fluorobenzyl)
pyridine-3-carboxamide {175}

O
i ,:

7-Chloro-2-ethyl-N-(4-(4-(4-tluorophenylpiperazin-1-ybenzyl}imidazo[1,2-
alpyridine-3-carboxamide (176)

o=l
o T

NH
,ng
e N

razin-1-yhbenzylimidazo[1,2-a




223

7-Chloro-2-ethyl-N-(4-(4-{4-fluorophenylipiperazin-1-ybenzyhimidazo[1,2-
alpyridine-3-carboxamide trihydrochloride (177)

~AT
o T

NH
~ N’lf_\ « 3HCI
=N

6-Chloro-2-ethyl-N-(4-(4-{4-{trifluoromethoxy)phenvlipiperazin-i-
yhbenzyllimidazof1,2-alpyridine-3-carboxamide (178)

Cl

~ /O,ocr-‘;

N

Dbenzyhimidazof1 2-alpyridine-3-carboxamide (179

6.7-Dichloro-2-ethyl-N-{4-(4-(4-fluorophenvl)piperazin-1-yibenzyllimidazo[1.2-a]

pyridine-3-carboxamide (180)
F
Vsstacl
C'EQ‘{\
ol XN
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2-Ethyl-N-(4-(4-(4-(trifluoromethoxy)phenyl)piperazin-1-yl)benzyllimidazof1,2-
alpyridine-3-carboxamide (181)

~ 0,0CF,

.a-N\/J

b

6-Chloro-2-ethyl-N-(4-(4-(4-tluorophenylipiperazin-1-yljbenzyl)-N-
methylimidazol1,2-alpyridine-3-carboxamide (182)

A
o S

“"M
[:]
g

N

7-Chloro-N-{4-(4-((difluocromethoxyimethylipipetidin~t-yl)benzyl}-2~
ethylimidazo[1,2-alpyridine-3-carboxamide (183)

F

o H L

/@:t\\’O’NO/‘\O F
el XN

7-Chloro-2-ethyl-N-((4'-(hexanamidomethyl)biphenvl-4-yhimethylimidazo[1,2-
alpyridine-3-carboxamide (184

O
s == HN
(o} H\/ N/
T




NN
SN OCFy

7-Chioro-2-ethyl-N-(4-{4-(trifluoromethoxy)phenoxy)benzyllimidazo[1,2-alpyridine-

3-carboxamide (186)

AR
ol =N

6-Chloro-2-ethyl-N-(4-(4-fluorophenoxyibenzylimidazo[1,2-alpyridine-3-
carboxamide (187)

i

7-Chloro-2-ethyl-N-(4-(4-fluorophenoxy)benzyllimidazo[1,2-alpyridine-3-
carboxamide (188)

FosX Q

6-Bromo-2-ethyl-N-(4-(4-fluorophenoxylbenzyllimidazol1.2-alpyridine-3-
carboxamide (189)

oM : o
or U




226

6-Chloro-N-(4-(4-chlorophenoxy)benzyl)-2-ethylimidazo[1,2-alpyridine-3-

carboxamide {190)

7-Chloro-N-{4-(4-chlorophenoxy)benzyl)-2-ethylimidazol1.2-alpyridine-3-
carboxamide (191)

2-Ethyl-N-(4-(4-(trifluoromethoxy)phenoxylbenzyllimidazo[1,2-alpyridine-3-
carboxamide (192)

« ?VOCZ

7-Chloro-2-ethyl-N-((6-(4-tluor
alpyridine-3-carboxamide {193)

6-Chloro-2-ethyl-N-((6-(4-{trifluoromethoxy)phenoxy)pyridin-3-
Dmethyllimidazol1.2-alpyridine-3-carboxamide (194

o rQOO

NH
v OCF,
=N
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Z-Chloro-2-ethyl-N-((6-(4«(trifluoromethoxy)phenoxy)pyridin-3-
yhmethyllimidazo[1,2-alpyridine-3-carboxamide (195}

6-Chloro-2-ethyl-N-(4-(4-{trifluoromethoxy)phenylamino)benzyllimidazo[1.2-a]
pyridine-3-carboxamide (198)

e T
[ \N

ridine-3-carboxamide (189

: H
o) ﬁ \/@,N
oM
o NN OCF,

6-Chloro-2-ethyl-N-(4-(4-(trifluoromethyl)benzyloxy)benzyllimidazo[1,2-alpyridine-
3-carboxamide (200) ’

OCF,
V) ;
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7-Chloro-2-ethyl-N-(4-(4-(trifluoromethyl)benzyloxy)benzyllimidazo[1,2-alpyridine-
3-carboxamide (201)

/Q% N\/ @ \/@,ocl’s

6-Chloro-2-ethvi-N-(4-(4-fluorobenzvioxyibenzyllimidazoli.2-alpyridine-3-
carboxamide (202}

o H 0\/@4
TN

7-Chloro-2-ethyl-N-(4-(4-flucrobenzyloxy)benzyl)imidazo[1,2-alpyridine-3-
carboxamide (203}

F
o |

6-Chloro-2-ethyl-N-({2-(4-(triflucrometho henyh)-1H-benzo[dlimidazol-5-
yhimethyl) imidazo]1.2-alpyridine-3-carboxamide (204)

cl ' P
@‘\/K‘\ “ocp,
NN

yhimethyl) imidazof1,2-alpytidine-3-carboxamide (205}

O //\...-NH
OK—\ )\Q\OC&
T



imidazol1,2-alpyridine-3-carboxamide (206

shenylibenzo[dloxazol-5-
yhmethyllimidazo[1,2-alpyridine-3-carboxamide {207)

o H
PPN | “/)@
NS #/ ~OCF,

7-Chloro-2-ethyl-N-({2-(4-{trifluorometho henyllbenzoldloxazol-5-
Nmethvhimidazol1.2-alpvridine-3-carboxamide (208

= QCF.
cl X 3

6-Chloro-N-(4-(2 6-dimethylmorpholinolbenzyl}-2-ethylimidazo[1,2-alpyridine-3-
carboxamide (209)
//(o

oI
O




230

7-Chloro-N-(4-(2.6-dimethylmorpholinolbenzyi)-2-ethvlimidazol1,2-alpyridine-3-
carboxamide (210)

6-Chloro-2-ethyl-N-(4-(4-methylipiperidin-1-yl)benzyllimidazo[1,2-alpyridine-3-
carboxamide (214)

o1 O

7-Chloro-2-ethyl-N«(4-(4-methylpiperidin-1-yl)benzyllimidazo[1.2-alpyridine-3-
cartboxamide (215)

6-Chloro-N-{4-{3.5-dimethvipiperidin-1-yhbenzyl-2-ethylimidazol1.2-alpvridine-3«
carboxamide (216)

r}\

7-Chloro-N-(4+(3,5-dimethyipiperidin-1-yhbenzyl)-2-ethylimidazo[1,2-alpyridine-3«
carboxamide (217)
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Z-Chloro-2-ethyl-N-(4-(4-hydroxypiperidin-1-yl\benzylimidazo[1,2-a]pyridine-3-
carboxamide (218)

OO

Oyt
o N

~(4~((6-Chloro~2-ethyumidazoﬁ 2-alpyridine-3-

7-Chloro-N-{4-(3a 4-dihydro-1H-isoindol-2(3H.7H.7aH)-vl)\benzyi)-2~
ethylimidazo[1.2-alpyridine-3-carboxamide (223}

ot

N-(4-(1H-isoindol-2(3H,3aH.4H,5H,6H.7H,7aH)-yl)benzyl)-7-chloro-2-
ethylimidazo[1.2-alpyridine-3-carboxamide (224)

7-Chloro-2-ethyl-N-(4-(4.5,6,7-tetrahydro-2H-isoindol-2-yl)benzyllimidazo[1.2-
alpyridine-3-catboxamide (225)

o X @,N@
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6-Chloro-2-ethyl-N-((1-(4-{trifluoromethoxylbenzyl)piperidin-4-
yhimethylimidazol1 2-alpvridine-3-carboxamide (226)

6-Chloro-2-ethyl-N-((1-(4-fluorobenzyl)piperidin-4-yl)methyllimidazof1,2-
alpyridine-3-carboxamide (227

7-Chloro-2-ethyl-N-({1-(4-{trifluoromethoxy}benzyl)piperidin-4-
methyhimidazo[1,2-alpyridine-3-carboxamide (228

N Rey
c'@:;{‘\ OCF,

6-Chloro-2-ethyl-N-(1-(4<(trifluoromethoxyibenzylpiperidin-4-yllimidazof1.2-
alpyridine-3-carboxamide (229)

Cl
o) O/O
N
/ ﬁ OCF,
N

0
OCF,

(6-Chloro-2-ethylimidazol1,2-alpyridin-3-v}{4-(4-{triflucromethoxvy)benzyloxy)
iperidin-1-ylimethanone (230

o NO/OVQ/OC&
" "‘K\
2 \N
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6-Chloro-2-ethyl-N-((1-(4-(trifluoromethoxy)phenyl)-1H-pyrazol-3-ylimethyl)

imidazoj1,2-alpyridine-3-carboxamide (231

OCF,

midazo[1,2-alpyridine-3-carboxamide (232

OCF,

0 g‘( N~N
y oy
f 4
cl XN

6-Chloro-2-ethyl-N-((1-(4-(trifluoromethyhphenyl)-1H:
[1.2-a]lpyridine-3-carboxamide (233)

i

pyrazol-3-ylimethyl)imidazo

razol-3-ylimethvl)imidazo
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6-Chloro-2-ethyl-N-({(1-(4-fluorophenyl}-1H-pyrazol-3-yhmethylimidazo[1,2-a]
pyridine-3-carboxamide (235)

1-Chloro-2-ethyl-N-((1-(4-fluorophenyl)-1H-pyrazol-3-ylimethyllimidazol1,2-a]
pyridine-3-carboxamide (236)

F
N
\/@
/N\
\ y

6-Chloro-2-ethyl-N-((1-(4-(trifluoromethoxy)phenyl)-4.5.6,7-tetrahydro-1H-indazol-
4-yhmethyhimidazo[1,2-alpyridine-3-carboxamide (237}

H
Q N
Ci
<~ —
NN N 3

6-Chloro-2-ethyl-N-{{1-{4-fluorophenvyl)-4.5.6. 7-tetrahydro-1 H-indazol-4-yhmethyl)
imidazo[1.2-alpvridine-3-carboxamide {238

N
Cl.
W@iw s
7-Chlotro-Z-ethyl-N-({4 {trifluoromethoxy)biphenyl-3-ylimethylimidazo1.2-
alpyridine-3-carboxamide (248)

OINH
Z NN O

o AN OCF4
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2-Ethyi-7-methyl-N-(4-(trifluoromethoxyibenzyllimidazo[1,2-a]lpyridine-3-
carboxamide (249)

OCF,

\\N

7-Bromo-2-ethyl-N-(4-(trifluoromethoxy)benzyl)imidazo[1,2-alpyridi

carboxamide (250)

OCFy

O
NH

/N\

Br\ N

2-Ethyl-8-fluoro-N-(4-(triflucromethoxyibenzyllimidazo[1,2-a]pyridine-3-
carboxamide(251)

rO,m:ﬁ,
0

NH

/N\
A \N
£

7-Chloro-2-ethyl-N-({4'-formylbiphenyl-4-ylimethyl)imidazo[1,2-alpyridine-3-
carboxamide(252)

X

Cl
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2-Ethyl-6-fiuoro-N-(4-(4-(triflucromethoxy)phenoxy)benzyl)imidazof1,2-alpyridine-

3-carboxamide {253)

2-Ethyl-6-methyl-N-{4-{4-(trifluoromethoxy)phenoxyibenzyllimidazo[1,2-
alpyridine-3-carboxamide (255)

rQ' °
PSS
7 &{_\ OCF4
N \N

2-Ethyl-7-methvi-N-{4-(4-{trifluoromethoxy)phenoxy)benzvllimidazo{1,2«
alpyridine-3-carboxamide (256)

r@ °
i Y
XN

2-Ethyl-8-fluoro-N-{4-(4-(triflucromethoxy)phenoxy)benzyl)imidazo[1,2-alpyridine-
3-carboxamide (257)

NH
NN A OCF,
R \N
F
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2-Ethyl-6-fluoro-N-(4-{4-(trifluoromethoxy)benzyloxy)benzyllimidazo[1,2-
alpytidine-3-carboxamide (258

r'®/ 0\@/0%
ON—NH
" N \
XN

6-Bromo-2-ethyl-N-(4-(4-(trifluoromethoxyibenzyloxyibenzylimidazof1,2-
alpyridine-3-carboxamide (259)

~r oL
° NH _

r ”{—\
N N '

2-Ethyl-N-(4-{4-(trifluoromethoxyv)benzyloxybenzyllimidazo[1,2-alpytidine.3.
carboxamide (260)

S

NH
N y

(E)-7-Chloro-2-ethyl-N-(4-((4-

trifluoromethoxy)benzylidenelaminolbenzyhimidazol1,2-

catboxamide (261)
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2-Ethyl-N-(4-(methyl(4-(irillucromethoxy)benzyllamino)benzyljimidazof1,2~
alpyridine-3-carboxamide (263

Mo
//O,N \’@,oca
O\-NH

i

7-Chioro-2-ethyi-N-(4-(hexahydropyrrolo[1,2-alpyrazin-2(1H)-
yhbenzylhimidazo[1,2-a]pyridine-3-carboxamide (265)

Ibenzyllimidazo[1.2-alpvridine-3-carboxamide (266

‘\N
,5;‘:: -
. k ;}”N"ww"\ |
R g
- NH
Cle rou, d
\f/ ?. \§:"w-¢
e T

6-Chloro-2-ethyl-N-{4-{octahydroisoquinolin-2(1H)-ylibenzyl)imidazof1,2-
alpyridine-3-carboxamide (267)
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7-Chloro-2-ethyl-N-(4-(octahydroisoquinolin-2(1H)-yl)benzylhimidazof1,2-

alpyridine-3-carboxamide (268)

o

cl

7-Chloro-2-ethyi-N-(4-(4-oxopiperidin-1-yl}benzyhimidazo[1,2-alpyridine-3-
carboxamide (269)

/ﬂ\
e 1

Z-Chioro-2-ethyl-N-(4-(4-0x0-3 4-dihydropyridin-1(2H)-yl)benzyhimidazo[1.2-
alpyridine-3-carboxamide (270}

/Nl\;\
NN

7-Chloro-2-ethyl-N-(4-(4-methylenepiperidin-1-ylibenzylimidazo[1.2-alpyridine-3-

carboxamide (271)
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6-chloro-2-ethyl-N-(4-(2-methyipiperidin-1-yl)benzyDimidazo[1,2-alpyridine-3-
carboxamide (272)

o0

7-chloro-2-ethyl-N-(4-(2-methylipiperidin<1-yl)benzyllimidazof1,2-alpyridine-3-
carboxamide {273}

50

NH

O

o N

7-Chloro-N-(4-(4,4-dimethylpiperidin-1-yl}benzyl}-2-ethyl-1.8a-dihydroimidazo[1.2-
alpyridine-3-carboxamide (274}

OO

o XN

6-Chloro-2-sthyl-Au(4-(4-(trifluoromethylipiperidin-1-yl)benzyl)imidazof1,2-
alpyridine-3-carboxamide (275

O

\~NH

\\N

]
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7-Chloro-2-ethyi-Ne(4-(4-{ttifluoromethylpiperidin-1-ylibenzyllimidazo[1,2-
alpyridine-3-carbioxamide (276)

et

NH

XN

6-chloro-N-(4-(4,4-difluoropiperidin-1-yl}benzyl}-2-ethylimidazo[1,2-a]pyridine-3-
carboxamide (277)

F
F@—O%
0 NH

r ”§\
[N

7-Chloro-N-(4-(4,4-difluorapiperidin-1-yl)benzyl
carboxamide (278)

-2-ethylimidazo[1,2-a]

ridine-3-

6-Chloro-2-ethyl-N-(4-(4-{hydroxymethyl)piperidin-1-yl)benzyl)imidazo[1.2-
alpyridine-3-carboxamide (279)

O
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7-Chioro-2-ethyl-N-(4-(4-(hydroxymethyl)piperidin-1-yl)benzylimidazof1,2-

alpyridine-3-carboxamide (280

/N\

c NN

6-Chioro-2-ethyl-A-(4-(4-(methoxymethyhpiperidin-1-ylibenzyllimidazofi,2-

alpyridine-3-carboxamide (281)
KQ,NO/\QM
NH

0
; /”{1
NN

alpyridine-3-carboxamide (282

r@ ”ND/\O“
NH
“ N \

imidazo[1,2-

i

7-Chloro-2-ethyl-N-(4-(4-phenylpiperidin-1-yl)benzyl)imidazo[1,2-alpyridine-3-

carboxamide (283)
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6-Chloro-2-ethvl-N-(4-{4-phenylpiperidin-1-yl)benzyllimidazo[1,2-alpyridine-3-
carboxamide (284)

2-Ethyl-N-(4-(4-(4-fluorophenyl)pip
carboxamide(285)

F
@’N
o NH
\\N

6-Chloro-2-ethyl-N-(4-(4-(4-fluorophenyl)piperidin-1-yhbenzyllimidazof1.2-
alpyridine-3-carboxamide (286

1-ylibenzylimidazo[1,2-alpyridine-3-
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2-Ethyl-N-(4-(4-{4-(triflucromethoxy)phenyl)piperidin-1-yl)\benzyl)imidazo[1,2-
alpyridine-3-carboxamide(288)

yhibenzylimidazo[1.2-alpyridine-3-carboxamide (289)

F@/NQ,@(OCFQ

7-Chloro-2-ethyl-N-{4-{4-{4-(trifluoromethoxvy)phenyl)piperidin~1-
Wbenzyllimidazo[1,2-alpyridine-3-carboxamide(290

I/ONO/@,OCF:;

6-Chloro-2-ethyl-N-(4-{4-{isopropoxymethyl)piperidin-1-yl)benzvl)imidazof1,2-
alpyridine-3-carboxamide(291)

0 bf:(\:)/NQ/\O/{

o &
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7-Chloro-2-ethyl-N-(4-(4-(isopropoxymethyl)piperidin-1-yl}benzyl)imidazo[1,2-
alpvridine-3-carboxamide(292)

o I

N \N.

6-Chloro-N-(4-(4-{cyclopentyloxymethyl)piperidin-1-yl)benzyl)-2-ethylimidazo[1,2-
alpyridine-3-carboxamide(293)

avepte

N-{4-(4-Benzylpiperidin-1-yl)benzyl)-7-chloro-2-ethylimidazo[1,2-a]pyridine-3-
carboxamide (294)

2-Ethyl-N-(4-(4-{{4-fluorophenoxy)methyl)piperidin-1-yl\benzyl)imidazo[1,2-
alpyridine-3-carboxamide (295)

e

Q\’?__, "I;; \1 -

Q"k‘, - ‘?N N
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6-Chloro-2-ethyl-N-(4-(4-((4-fluorophenoxy)methyl)piperidin-1-
yhibenzyhimidazol1,2-alpyridine-3-carboxamide (296)

ey e

T N" N .,;»'"F
N, i!/». Nee? 0 §.~—’f
o 7\
N NH
[l ~ lf,““\N V’f‘{'\\\ym
\\://L“TN)‘ ‘\\

7-Chloro-2-ethyl-N-(4-(4-((4-fluorophenoxy)methyl)piperidin-1-
ylibenzyllimidazof1.2-alpyridine-3-carboxamide (297)

N e ONF
NN o
o {”‘J\I‘,\ _/; o e
NoNH T
.
[ s

6-chloro-2-ethyl-N-{(4-(4-((4-(trifluoromethoxyiphenoxyimethylipiperidin-1-
yhibenzyhimidazo[1,2-alpyridine-3-carboxamide {298)

sl

7-Chloro-2-ethyl-N-(4-(4-({4-(trifluoromethoxy)phenoxyimethylpiperidin-1-
ylibenzylimidazo[1,2-alpyridine-3-carboxamide (299)

OCF
o’@ !

f”'/'\wN
o/M\’J

NH
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Ethyl 1-(4-((6-chloro-2-ethylimidazof1,2-alpyridine-3-carboxamidoimethyl)phenyl)
piperidine-4-carboxylate (300)

Q

NH

Ethyl 1-(4-((7-chloro-2-ethylimidazof1,2-alpyridine-3-carboxamido)methyl)phenyl)
iperidine-4-carboxylate (301

0
NQ/QOEt
Oy—NH
/N{-\
SN

1-(4-((7-Chloro-2-ethylimidazof1.2-alpyridine-3-carboxamido)methyi)phenyl)
diperidine-4-carboxylic acid (302

O
f@ NO/QOH
© NH

AN \N

2-Ethyl-N-(4-(4-(4-fluorophenyl)piperazin-1-yi)benzyliimidazo[ 1. 2-alpyridine-3-

carboxamide (303)

OO

O
\\N
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8-(Difluoromethoxy)-2-ethyl-N-(4-(4-{4-fluorophenylpiperazin-1-
yhibenzyllimidazo[1,2-alpyridine-3-carboxamide (304)

o

N\/j

0
NH

TN
OCHF,

8-Bromo-2-ethyl-N-(4-(4-(4-tluorophenyhpiperazin-i-ylibenzyDimidazol1.2-
alpyridine-3-carboxamide (305)

B
o - :\W,f Nty
N S
i S
N N o

2-Ethyl-6-fluoro-N-(4-(4-(4-tiuorophenylipiperazin-1-yhbenzyllimidazo[1,2-

alpvridine-3-carboxamide (306
=N F
r@ "CNO

NH

)
“Cx

N
6-Bromo-2-ethvi-N-(4-(4-{4-fluorophenypiperazin-1-yNbehzylimidazo]1,2-
alpyridine-3-carboxamide (307)

ool

NH
BT\CNL
=N
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2-Ethyl-N-(4-(4-(4-flucrophenyl)piperazin-1-yl)benzyl)-6-methylimidazo[1,2~

alpyridine-3-carboxamide (308)

A

N\,J

2-Ethyl-N-(4-(4-(4-fluorophenyl)piperazin-1-yl)benzyl)-7-methylimidazo[1.2-
alpyridine-3-carboxamide (309)

Neguass

NH

=N

2-Ethyl-8-fluoro-N-(4-(4-(4-fluorophenylipiperazin-1-yl)benzyhimidazof1,2-
alpyridine-3-carboxamide (310

O

N\/j

7-Bromo-2-ethyl-N-(4-(4-(4-fluorophenyl)piperazin-1-yljbenzyllimidazo[1,2-
alpyridine-3-carboxamide (311)

AT
o T
7NN

Br
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2-Ethyl-N-(4-{(4-(4-fluorophenyl)piperazin-1-yl)benzyl)-8-(pyridin-4-yl)imidazo[1,2-
alpyridine-3-carboxamide (312)

2-Ethyl-7-(4-phenylpiperazin-1-y})-N-(4-(trifluoromethyl)benzyl)imidazo[1,2-
aljpyridine-3-carboxamide {330)

NH

7-Chloro-2-ethyl-N-(4-(morpholine-4-carbonyl) benzyllimidazo[1,2-alpyridine-3-
carboxamide (333)
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2-Ethyl-N-((2-{4-fluorophenylibenzoldloxazol-5-yhimethylimidazo[1,2-alpyridine-3-

carboxamide (334)

\}.» O

SN s
e \\N."% - \Ni ~‘l
O O

alpyridine-3-carboxamide (335)

Q. ey
7«,&{\ ,f: ;1\?“0
o g ﬁf\N e, Sy ,K&,N /“?d::,t

[N MO

7-Chloro-2-ethyl-N-((2-(4-fluorophenylibenzo[dloxazol-5-yhmethyDimidazo[1,2-
alpyridine-3-carboxamide (336)

Q . H ,;::S\\
<N O
.‘f \.,..—Jf\\:' f/\ ,f}\«.‘ e ™
\5 2] .

6-Chloro-N-(4-(4-(4-chlorophenyl)piperidin-1-ybenzyl)-2-ethylimidazof1,2-
alpyridine-3-carboxamide (337)

K@g&@m

alpyridine-3-carboxamide (338)

K@.«Q‘@' )
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6-Chloro-A-{{2-cyclohexylbenzofd]oxazol-5-yl)methyl)-2-ethylimidazof1,2-
alpyridine-3-carboxamide (339)

o H
LIS
NG sz “/)@
™ "“N

7-Chloro-N-{{2-cyclohexvibenzold]oxazol-5-yI)methyl}-2-ethylimidazo[1.2-
alpyridine-3-carboxamide (340)

e T
e MG

6-Chloro-2-ethyl-A-{4-(4-{4-tluorophenvi)-4-hydroxypiperidin-1-
yhibenzyllimidazo[1,2-a]lpyridine-3-carboxamide {341)

OH
o ;} \/@N
S \N F

7-Chloro-2-ethyl-N-(4-(4-{4-fluoropheny)-4-hydroxypipetridin-i-
ylibenzyl)imidazo[1.2-a]pyridine-3-carboxamide (342)

OH
"{}@C )
Z N N\
-~ F
c]/Q\N

-1-ylbenzyl)-6-chloro-2-ethylimidazol1.2-alpyridine-3-
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N-(4-(4-Carbamoylpiperidin-1-yhbenzyi)-7-chloro-2-ethylimidazo| 1,2-alpyridine-3-
carboxamide (344)

0
KO'NO/(NHZ
ON-NH
= N{_\
XN

6-Chloro-N-(4-(4-(dimethylcarbamoyhpiperidin-1-y)benzyl)-2-ethylimidazo[1,2-

alpyridine-3-carboxamide {345)

O
//O,NO’([N,
Q NH

. /&j
_n =N

7-Chloro-N-(4-{4-(dimethylcarbamoyl)piperidin-1-yl)benzyl)-2-ethylimidazo[1,2-

alpyridine-3-carboxamide (346)
o}
O
o NH

TN
6-Chloro-2-ethyl-N-(4-(4-{4-fluorobenzyloxy)piperidin-1-yhbenzylimidazo[1.2-

alpyridine-3-carboxamide (347)

O

i ”‘%—\
RN
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7-Chloro-2-ethyl-N-(4-(4-(4-fluorobenzyloxy)piperidin-1-yl)benzyl)imidazo[1,2-
alpyridine-3-carboxamide (348)

e athnsy

/N{\
N

6-Chloro-N-(3-chloro-4-morpholinobenzyl)-2-ethylimidazo1,2-alpyridine-3-
carboxamide (349)

o
S

\.\N

Cl

7-Chloro-N-(3-chloro-4-morpholinobenzyl}-2-ethylimidazo[1,2-alpyridine-3-
carboxamide (350)

o
KQ/NVJ
Oy -NH Ci
/N\
I

6-Chloro-2-ethyl-N-(4-(4-formyipiperidin-1-yl)benzyliimidazo[1,2-alpyridine-3-
carboxamide {351}

O

WA
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7-Chloro-2-ethyl-N-{4-(4-formyipiperidin-1-yl)benzyvllimidazo{1,2-alpyridine-3-
carboxamide (352}

O
ASACA
° NH
Z "N N\
o N

or a pharmaceutically acceptable salt thereof.

4. The compound according to claim 3, having one of the formulae 47, 54, 177 and 185,
or a pharmaceutically acceptable salt thereof:

N-(Biphenyl-4-vimethyl}-2-ethylimidazo[1,2-alpytidine-3-carboxamide (47)

ot O

2-Ethyl-N-(4-phenoxybenzyllimidazo[1.2-alpyridine-3-carboxamide (54)

Y0
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6-Chloro-2-ethyl-N-(4-{4-(trifluoromethoxy)phenoxy)benzyl)imidazof1,2-alpyridine-
3-carboxamide (185)

ok M
Ay OCF,

5. A pharmaceutical composition comprising a compound according to claim 2, and a
pharmaceutically acceptable carrier.

6. A compound that competitively inhibits the specific binding of a compound according
to claim 2.
7. The compound, according to claim 3, having a formula selected from formulae 15, 16,

44, 45, 47, 49, 54-57, 60-67, 70-73, 75-78, 81-87, 92-103, 106, 107, 110, 111, 113, 116-135,
137-141, 144, 147, 148, 152, 154, 157-159, 162-167, 171-182, 184-193, 198, 199-202, 209,
210, 214-218, 223-227, 231, 248-260, 262, 263, 267-269, 271-274, 280-293,

295-312 and 330:

2-Methyl-N-(4-phenoxybenzyllimidazof1,2-a]pyridine-3-carboxamide (15)

N-(Biphenyl-4-yimethyl)-2-methylimidazo[1,2-alpyridine-3-carboxamide (16)
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N-(Biphenyl-4-yimethyl)-7-chloro-2-methylimidazof1,2-alpyridine-3-carboxamide

N-(Biphenvi-4-vimethvl)-2-ethvlimidazol1,2- itidine-3-carboxamide (47

R )

N-{Biphenyl-4-yimethyl)-2-propylimidazo[1,2-alpyridine-3-carboxamide {49)
0 NH
= N%_/‘
B \N

2-Ethyl-N-(4-phenoxybenzyl)imidazo[1,2-alpyridine-3-carboxamide (54)

Siane

2-Ethyl-N-((1~-methyl-1H-indol-5-yl)methyl)imidazof1.2-a]pytidine-3-carboxamide

{56)
O& g
2 \N




N-(Biphenyl-4-ylmethyl)-2-ethyl-6-methylimidazo[1,2-alpyridine-3-carboxamide
(62)
0
\ ﬁ ASes
\
N
2-Ethyl-6-methyl-N-(4-phenoxybenzyl)imidazo[1,2-alpyridine-3-carboxamide (63)

AV~ 73 Q
§ ,Nﬁ N A o

N\

N

N-(4-tert-Butvibenzyl)-2-ethyl-6-methylimidazo[ 1,2-alpyridine-3-carboxamide (64)

_ O /.\
\ “ﬁﬁ ~
\Y
N
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2-Ethyl-6-methyl-N-(4-(trifluoromethoxy)benzyljimidazo[1,2-a
carboxamide (65)

-2-ethylimidazof1.2-alpyridine-3-carboxamide

6-Chloro-2-methyl-N-{4-phenoxybenzvllimidazo[1.2-alpvridine-3-carboxamide

1)

Q

NH
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6-Chloro-2-methyl-N-(4-(trifluocromethoxylbenzyl}imidazofi,2-alpyridine-3-
carboxamide (72}

ﬁ©/oc1:3

O
/tﬁ\
cl
2 N
\Q)*N

N-(4-tert-Butylbenzyl)-6-chloro-2-methylimidazo[1.2-alpyridine-3-carboxamide
(73)

1»
NH
9] .
TN

6-Chloro-N-(4-isopropoxybenzyl)-2-methylimidazo[1,2-alpyridi

(75)
2/
o NH
Cl e A
N

ridine-3-carboxamide
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6-Chloro-2-methyi-N-((1-methyi-1H-indol-5-vimethyl)imidazo[1.2-alpyridine-3-
carboxamide (77)

6-Chloro-2-methyl-N-{(1-methyl-1H-indol-6-ylimethyl)imidazo[1.2-alpyridine-3-
carboxamide (78)

FQ@
O\ —NH ;
G /N*K\
R \N

N-(Biphenyl-4-ylmethyl)-6-¢chloro-2-methylimidazol1,2-alpvridine-3-carboxamide
(81)

carboxamide (82)

o

~NH
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6-Chloro-N-((4"-chlorobiphenyl-4-ylimethyl)-2-ethylimidazo[1,2-alpyridine-3-
carboxamide (83)

K@*Q‘
c‘/u%_/

XN

6-Chloro-2-ethyl-N-({2'-methyibiphenvi-4-vlimethyllimidazo]1.2-alpyridine-3-
carboxamide (84)

carboxamide (86)

Y/
NH
¢l NN

NN
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7-Chloro-N-(4-chlorobenzyl)-2-ethylimidazo[1,2-alpyridine-3-carboxamide (87)

N«(Biphenyl-4-yimethyl)-7-chloro-2-ethylimidazo[1,2-alpvridine-3-carboxamide

(93)
> “
A9

7-Chloro-N-((2'-chlorobiphenyl-4-yimethyl)-2-ethylimidazo[1,2-alpytidine-3-
carboxamide {94}

Z-Chloro-N-((4'-chlorobiphenyl-4-yl)methyl)-2-ethylimidazo[1,2-alpyridine-3-
carboxamide (95)

oot
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7-Chloro-2-ethyl-N-{{2'-methyibiphenyl-4-yimethyllimidazo]1.2- ridine-3-

carboxamide (96)

oI Hac
P Sl

7-Chloro-2-ethyl-N-((3*-methylbiphenyl-4-y)methvl)imidazo[1.2-alpyridine.3-

carboxamide {97)

CH;
Q. H
/&N
e A

7-Chloro-2-ethyl-N-((4"-methylbiphenyl-4-ylimethyl)imidazo[1,2-a]pyridine-3-

carboxamide (98)

ridine-3-

carboxamide (99)

O\ NH
cl
4 Ng‘cﬁ
=N

\

N-(4-tert-Butylbenzvl)-6-chloro-2-(trifluoromethyllimidazol1,2-alpytidine-3-

carboxamide {100}

-

N\
NH

(o]
¢ NKCFa
N \N

Q
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f/&

2-Ethyl-6-fluoro-N-(4-{triflucromethoxy)benzyl)imidazof1,2-alpyridine-3-

carboxamide (103)
oK OCF;

Z-Chloro-2-ethyl-N-(4-(propylamino)benzylimidazo[1,2-alpyridine-3-carboxamide
106

Z-Chloro-2-ethyl-N-(4-(pentylamino)benzyllimidazof1.2-alpyridine-3-carboxamide

107
m/J
0 NH
N N
\ —

o1 3
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7-Chloro-2-ethyl-N-(4-(4-isopropyipiperazin-1-vl)benzyhimidazo[1,2-alpyridine-3-
carboxamide (110)

O

ONH

G
o NN

7-Chloro-2-ethyl-N-(4-(4-phenylpiperazin-1-yl)benzyhimidazo[ 1 2-alpyridine-3-
carboxamide (111)

O
er@,n\’j‘
/Ng\
o N

6-Chloro-2-ethvl-N-(4-(4-(4-fluorophenyl)piperazin-1-yl)benzylliimidazo[1,2-
alpyridine-3-carboxamide (11

ez acl

M

NH

7-Chloro-2-ethyl-N-({4'-fluorobiphenyl-4-ylimethyhimidazo[1,2-alpyridine-3-
catboxamide (116}

o _H Q E
oot

N-({4"-tert-Butylbiphenyl-4-ylmethyl)-7-chloro-2-ethylimidazo[1,2-alpyridine-3-
carboxamide (117}

O g v.,’/i t8u
ﬂ{‘\
o N

7-Chloro-2-ethyl-N-{{(4'-methoxybiphenyl-4-ylmethyhimidazo[1,2-alpyridine-3-
carboxamide (118)




o n ' O OMe

7-Chloro-2-ethyl-N-{(4'-(trifluoromethoxy)biphenyl-4-yl)methyhimidazo[1,2-
lpytidine-3-carboxamide (119)

s

Z-Chloro-2-ethyl-N-((4'~(trifluoromethyl)bipheny!-4-ylymethyl)imidazo[1.2~
alpyridine-3-carboxamide (120)

carboxamide {121)

reata

Cl 7 u{__/
M \N .

Z-Chloro-N-({4'-cyanobiphenyl-4-ylimethyl)-2-ethylimidazo[1,2-alpyridine-3-
carboxamide (122)

) :{i cu

o X

6-Chloro-2-ethyl-N-((2'-(trifluoromethyl)biphenyl-4-yl)methyhimidazof 1,2~
alpyridine-3-carboxamide (123)

£4C
0 NH
N N’\t_/

NN
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7-Chloro-2-ethyl-N-((2-(trifluoromethylibiphenyi-4-ylimethyl)imidazo[1,2-
alpyridine-3-carboxamide (124)

ot F’c

G

6-Chloro-N-{{2'-cvanobiphenvl-4-ylimethyl}-2-ethylimidazo[1,2-alpyridine-3-
carboxamide (125)

OO o0

,@
W \N

7-Chloro-N-((2'-¢yanobiphenyl-4-ylymethyl)-2-ethylimidazo[1,2-alpyridine-3-

carboxamide (126}

-2-ethylimidazo[1,2-alpyridine-3-

carboxamide (128)

j @
o XN



alpyridine-3-carboxamide {129

.

Q NH
N
\ o~

N

1-Chloro-N-{(4'-chloro-2'-{trifluoromethybbiphenvl-4-vlimethyi)-2-ethytimidazo[1.2-
tidine-3-carboxamide (130

o 8 e o)
oo

§-Chloro-N-((4'-cvano-2'-methylbiphenyl-4-ylimethyi)-2-ethylimidazof1.2-
alpyridine-3-carboxamide (131)

o CN
NH
P

7-Chloro-N-({4'-cyano-2'-methylbiphenyi-4-yiimethyl)-2-ethylimidazo[t,2-
alpyridine-3-carboxamide (132)

H,C,
e Sanh

7-Chloro-N-((2"-chloro-4"-fluorobiphenyl-4-yl)methyl)-2-ethylimidazo[1,2-
pyridine-3-carboxamide (133




7-Chloro-2-ethyl-N-{4-(5-methoxypyridin-2-yl)benzyllimidazo[1,2-alpyridine-3-

carboxamide (135)

N=
H OMe
° "W ’
A
N

7-Chioro-2-ethyl-N-(4-(furan-2-yhbenzyllimidazo[1,2-a]pytidine-3-carboxamide
137

7\

6-Chloro-2-ethyl-N-(4-{4-(4-(trifluoromethoxyiphenoxyipiperidin-1-
yhbenzyl)imidazo-[1,2-alpyridine-3-carboxamide (138)

TN-0
° ﬂ - ror,

NH
cl A N A
™ \N'




N-{(4’-Chlorobiphenyl-4-yl)methyl)-2-ethylimidazo[1.2-alpyrazine-3-carboxamide

141
y c:

N-(4-(4-(4-(Butyramidomethvl)phenylpiperazin-1-yl)benzyl)-7-chlorg-2-
ethylimidazo-[1,2-alpyridine-3-carboxamide (144)

o N/;*@WNC&"@ 2 0
fad

e XN

6-Chioro-2-ethyl-N-(4-(triflucromethylibenzyllimidazo[1,2-alpyridine-3-
carboxamide {147)

//O,crf,
O _NH
N

1-Chloro-2-ethyl-N-(4-(trifluoromethylibenzyllimidazo[1,2-alpyridine-3-
carboxamide {148)

O
o NH
)@K\
cl =N
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6-Bromo-2-ethyl-N-(4-(trifluoromethoxy)benzyllimidazo[1,2-alpyridine-3-
carboxamide (152)

oM OCF,
Br N
7N \
0

6-Chloro-2-methyl-N-(4-{trifluoromethoxy)benzyhimidazof1,2-alpyridine-3-
carboxamide (154)

c.ﬂg;

N

6-Chloro-2-ethyl-N-(4-methoxyphenethyhimidazo[1 2-alpyridine-3-carboxamide
{157)

OMe

O _NH
C'Cg\
N

6-Chloro-N-{4-chlorophenethyl)-2-ethylimidazol1.2-alpyridine-3-carboxamide (158
ci

e}
S,

AN

NH
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N-((4'-(Butyramidomethyl)biphenyi-4-ylimethyl)-7-chloro-2-ethylimidazo[1,2-
alpyridine-3-carboxamide (159)

o 1 Oy AL
P Satauia

6-Chioro-N-(4-(4-(4-chlorophenoxy)piperidin-1-yl)benzyl})-2-ethylimidazo[1,2-a]
pyridine-3-carboxamide (162)

Ny ¢

ridine-3-carboxamide {163

o e
o,

6-Chloro-2-ethyl-N-(4-(4-(4-{trifluoromethyl)phenoxy)piperidin-1-yl)benzyl)

imidazof1.2-alpyridine-3-carboxamide (164)
2 H\,@’ ND,Q
Y "‘Z;\
sy CFy

7-Chloro-2-ethyl-N-(4-(4-(4-{triflucromethyl)phenoxy)piperidin-1-yl}benzyl)
imidazof1.2-alpyridine-3-carboxamide (165

kfg;@fq&"t
o /Q\/L“ , CFs
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8-Chloro-2-ethyl-N-(4~(4-(4-fluorophenoxy)pipetidin-i-yl)benzyl)imidazo[1,2-a]
pyridine-3-carboxamide (166)

o H N/30
o R

7-Chloro-2-ethyl-N-(4-(4-(4-fluorophenoxy)piperidin-1-ylibenzyl)imidazof1,2-
alpyridine-3-carboxamide (167)

NaiaShe

o

6-Chloro-2-ethyl-N-(4-{4-(4-fluorobenzyl)piperazin-1-ylibenzylimidazo[1,2-
alpyridine-3-carboxamide (171)

Oy N N//\N
o O,

7-Chloro-2-ethyl-N-(4-(4-(4-fluorobenzyl)piperazin-1-yl)benzyl)imidazo[1,2-
alpyridine-3-carboxamide (172

estas

6-Chloro-2-ethyl-N-(4-(4-(4-(trifluoromethoxy)benzylpiperazin-1-
yhbenzyhimidazo[1,2-alpyridine-3-carboxamide (173)




1-Chloro-2-ethyl-N-(4-(4-(4-(t thoxy)benzylpiperazin-1-
yhibenzyllimidazo[1,2-ajpyridine-3-carboxamide (174)
[
,/O NS
Oy NH OCF,

piperazin-1-ylibenzylimidazo[1,2-a]

O H
OO
N

S F

Ct

7-Chloro-2-ethyl-N-(4-(4-(4-fluorophenylpiperazin-1-yl)benzyimidazo[1.2-

alpyridine-3-carboxamide (176)

7-Chloro-2-ethyi-N-(4-(4-(4-fluorophenyl)piperazin-1-yl)benzyl)imidazo[1,2-
alpyridine-3-carboxamide trihydrochloride (177

I"\Nf@, )

NS

O

NH
Z N’Kj “ 3HCH
N

cl
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6-Chloro-2-ethyl-N-(4-(4-(4-{trifluoromethoxy)phenyl)piperazin-1-
yhibenzyl)imidazo[1,2-alpyridine-3-carboxamide (178)

— C) _-OCF,
S

7-Chloro-2-ethyi-N-(4-(4-(4-(trifluoromethoxy)phenyl)piperazin-1-
Nbenzyllimidazo{1.2-alpyridine-3-carboxamide (179

A
N
NH

N .t
6,7-Dichloro-2-ethyl-N-(4-(4-{4-fluorophenyl)piperazin-1-ylibenzyliimidazo[1,2-a]

pyridine-3-carboxamide {180)
AT
N
° g\/@* N\,J
o NN

2-Ethyl-N-(4-(4-(4-(tritluoromethoxy)phenyl)piperazin-1-yl)benzyllimidazof1,2-
alpyridine-3-carboxamide (181)

o Ng@/ ~ OCF:x

N
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6-Chloro-2-ethyl-N-(4-(4-(4-fluorophenylipiperazin-1-ylibenzyl)-N-
methvlimidazo[1,2-alpyridine-3-carboxamide (182

~
OO

. N‘M
@
R

7-Chloro-2-ethyl-A-((4'-(hexanamidomethyl)biphenyl-4-yhmethyl)imidazo[1,2-
alpyridine-3-carboxamide (184)

o i~

N
1 SN

6-Chloro-2-ethyl-N-(4-{4-(triflucromethoxy)phenoxy)benzyllimidazo[1.2-alpyridine-
3-carboxamide (185)

O

7-Chloro-2-ethyl-N-
3-carboxamide (186)

//O/ >
SaSRe
¢l N

carboxamide (187)

eyt A

henoxylbenzyllimidazo[1,2-alpyridine-
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7-Chloro-2-ethyi-N-{4-(4-fluorophenoxy)benzyl)imidazof1,2-alpyridine-3-
carboxamide (188)

8-Bromo-2-ethyl-N-(4-(
carboxamide (189)

° ﬁ\/@" °
o M
e TN E

6-Chloro-N-(4-(4-chlorophenoxy)benzyl)-2-ethylimidazo[1,2-a]pyridine-3-
carboxamide (190

A
O\ —NH D
Ci
N
7-Chloro-N-{4-(4-chlorophenoxy)benzyl
carboxamide (191

2-Ethyl-N-{4-{4-(trifluoromethoxy}phenoxy)benzylimidazof1,2-alpyridine-3-
carboxamide (192)

1\@
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7-Chloro-2-ethyl-N-({6-(4-fluorophenoxy)pyridin-3-ylymethybimidazo[1,2-

alpyridine-3-carboxamide (193)

phenylamino)benzylimidazof1,2-a

ridine-3-carboxamide (198

3-carboxamide (200)

° g\/@,o\/@“’c"’
a /&\
N “"N

Z-Chloro-2-ethyl-N-(4-(4-(trifluoromethyl)benzyloxyibenzyllimidazo[1.2-alpyridine-
3-carboxamide (201)
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8-Chloro-2-ethyl-N-(4-(4-fluorobenzyloxv)benzyllimidazol1.2-alpyridine-3-

carboxamide (202)

oA \/@,o\/@ F
0 \N

6-Chloro-N-{4+(2 6-dimethylmorpholino)benzyl)-2-ethylimidazo[1,2-alpyridine-3-

carboxamide {209}

oA
“Crb

7-Chloro-N-(4-(2,6-dimethylmorpholino)benzyl)-2-ethylimidazo[1.2-alpytidine-3-

carboxamide (210)
F(o
I/O N\/k
Oy _NH
cl N

6-Chloro-2-ethyl-N-(4-(4-methylpiperidin-1-yhibenzyhimidazof1.2-alpyridine-3~
carboxamide (214)




Z-Chloro-2-ethyl-N-(4-(4-me

carboxamide (215)

OO
/C"k{\
o XN

6-Chloro-N-{4-(3,5-dimethylpiperidin-1-vl)benzyl)-2-ethylimidazof1,2-alpyridine-3-
carboxamide (216)

7-Chloro-N-(4-(3.5-dimethylpiperidin-1-yl)benzyl)-2-ethylimidazo[1,2-a]pyridine-3-
carboxamide (217)

O Oron
° NH

7-Chloro-N-(4-(3a 4-dihydro-1H-isoindol-2(3H,7H.7aH)-vlYhenzyl)-2-
ethylimidazo[1,2-alpyridine-3-carboxamide (223)

Yo
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N-(4-{1H-isoindol-2(3H,3aH 4H,5H.6H,7H. 7aH)-y)\benzyl)-7-chloro-2-
ethylimidazo[1,2-alpyridine-3-carboxamide (224)

° QVO»CQ
a N

7-Chloro-2-ethyl-N-(4-(4.5,6,7-tetrahydro-2H-Iscindol-2-ylibenzyl)imidazo[1,2-
alpyridine-3-carboxamide (225)

o ﬁ\/@,n@
N/
fi{\
NN

6-Chloro-2-ethyl-N-{(1-(4-(trifluoromethoxy)benzyl)piperidin-4-
yimethyllimidazo[1,2-alpyridine-3-carboxamide (226)

8-Chloro-2-ethyl-N-((1-(4-(triflucromethoxy}phenyl)-1H-pyrazol-3-ylimethyl)
imidazo[1.2-alpyridine-3-carboxamide (231)
OCF,

G l;} N-N
"/
.
NS "“N
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Z-Chloro-2-ethyl- N-((4"-{trifluoromethoxy)biphenyl-3-ylimethyllimidazo[1,2-
alpyridine-3-carboxamide (248)

Og—NH '
Z NN O

- OCF
cl X N 3

2-Ethyl-7-methyl-N-{4-(trifluoromethoxy)benzyllimidazof1.2-a]pyridine-3-
carboxamide (249)

OCF,

7-Bromo-2-ethyl-N-(4-(trifluoromethoxy)benzyllimidazol1,.2-alpvridine-3-
carboxamide (250)

//@ ocrs
[8)

NH

Be” X N

2-Ethyl-8-fluoro-N-(4-(trifluoromethoxyibenzyllimidazo[1,2-alpyridine-3-
carboxamide(251)

~OCF;
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7-Chloro-2-ethyl-A:((4'-formylbiphenyl-4-yl)methyl)imidazo[1.2-alpyridine-3-
carboxamide(252)

H

2-Ethyl-6-fluoro-N-(4-(4-(trifluoromethoxy)phenoxyibenzylimidazo[1.2-alpytidine-
3-carboxamide (253)

e ey

6-Bromo-2-ethyl-N-{4-(4-{trifluoromethoxy)phenoxy)benzyl)imidazo[1,2-alpyridine-~
3-carboxamide (254)

henoxylbenzyhimidazo[1.2-

ridine-3-carboxamide (255

&0

2-Ethyl-7-methyl-N-(4-(4-{trifluoromethoxy)phenoxylbenzylimidazo[1,2-
alpyridine-3-carboxamide (256}

0O
f)g b
N \N ~\



285

2-Ethyl-8-fluoro-N-(4-(4-(trifluoromethoxy)phenoxy)benzyllimidazo[1.2-alpyridine-
3-carboxamide {(257)

. //@OQ

NH
N N\ OCFy
NN
F

2-Ethyl-6-fluoro-N-(4-(4-(trifluoromethoxy)benzyloxy)benzyl)limidazof1,2-
alpyridine-3-carboxamide (258

OO
(jz»NH
E _
= INTN
oAy \

N

6-Bromo-2-ethyl-N-{4-(4-{trifluoromethoxyibenzyioxy)benzyl)limidazof1,2-
alpyridine-3-carboxamide (259

Q

NH

TN
\N'N

Br

g:_gt’hvl-N-M-M«(trmgoromethoxv)behzylgxg benzyllimidazo[1,2-alpyridine-3-
carboxamide (260) |

OO
0 NH
X \N

7-Chloro-2-ethyl-N-(4-{(4-(trifluoromethoxy)benzyllamino)benzyl)imidazo[1,2-
alpyridine-3-carboxamide (262

© NH
o
o SN

N
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2-Ethyl-N-(4-(methyl(4-(trifluoromethoxy)benzyllaminojbenzyl)imidazof1.2-

alpyridine-3-carboxamide {263
Me

OO
O

ol

6-Chloro-2-ethyl-N-(4-(octahydroisoquinolin-2(1H)-yl)benzyhimidazo[1,2-

alpyridine-3-carboxamide (267

K@ Ni
ON-NH
. \N

7-Chloro-2-ethyl-N-(4-(octahydroisoguinolin-2(1 H)-ylbenzyhimidazo[ 1,2~
alpyridine-3-carboxamide (268)

o

7-Chloro-2-ethyl-N-(4-(4-oxopiperidin-1-ylibenzyhimidazo[1.2-alpyridine-3-
carboxamide (269)

)=
Q NH \
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6-chloro-2-ethyl-N(4-(2-methyipiperidin-1-yl)benzyllimidazo[1,2-alpytidine-3-
carboxamide (272

7-chloro-2-ethyl-N-(4-(2-methylpiperidin-1-y)) benzylimidazo[1,2-a]pyridine-3-
carboxamide (273)

7-Chioro-A-(4{4.4-dimethyipiperidin-1-yl)benzyi}-2-ethyi-1,8a-dihydroimidazo[1,2-
alpyridine-3-carboxamide (274

NH

/N\

o TN
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7-Chloro-2-ethyl-N-(4-(4-(hydroxymethyl)piperidin-1-yl\benzyhimidazo[1,2-
ajpyridine-3-carboxamide (280)

OH
/O NO)
' 0
~NH

7 N{A\
X \N

6-Chloro-2-ethyl-A-(4-(4-(methoxymethylpiperidin-1-yhbenzyl)imidazof1.2-
alpyridine-3-carboxamide (281)

oS

Cl

7-Chloro-2-ethyvi-Ne(4-(4-{methoxymethyhpiperidin-1-yhbenzyllimidazo[1,2-
alpyridine-3-carboxamide (282)
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6-Chloro-2-ethyl-N-(4-(4-phenylpiperidin-1-yhbenzyl)imidazo[1.2-alpyridine-3-
carboxamide (284)

o]
o ,,&\
N \N

2-Ethyl-N-(4-(4-{4-fluorophenyl)piperidin-1-ylibenzyhimidazof1.2-alpyridine-3-
catboxamide(285)

6-Chloro-2-ethyl-N-(4-(4-(4-fluorophenyl)piperidin-1-ybenzyl)imidazof1,2~
glpyridine-3-carboxamide (286)

Fesoacy

Q

SN \N
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2-Ethyl-A-(4-(4-(4-(trifluoromethoxyiphenylipiperidin-1-yhbenzyllimidazo]1 .2-
alpyridine-3-carboxamide(288

- N
@
| NH

Q
RN \N

6-Chloro-2-ethyl-A-(4-{4-(4-(trifluoromethoxy)phenyl)piperidin-1-
ylibenzyl)imidazo[1,2-alpyridine-3-carboxamide (289}

7-Chloro-2-ethyl-N-(4-{4-(4-(triflucromethoxy)phenylpiperidin-1-
yhbenzylimidazo[1,2-alpyridine-3-carboxamide(290)

ﬁOND/O,QCFa

6-Chloro-2-ethyl-N-(4-(4-(isopropoxymethylipiperidin-1-yl)benzyllimidazo[1,2-
alpyridine-3-carboxamide(291)

o /OIND/\O{

x> \N

&
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7-Chloro-2-ethyl-N-(4-(4-(isopropoxymethyl)piperidin-1-ylibenzylimidazo[1,2-

alpvridine-3-carboxamide(292)

£
i

6-Chloro-N-(4-(4-{ cyclopentyloxymethyl)piperidin-1-ylibenzyl)-2-ethylimidazof1.2-
alpyridine-3-carboxamide(293)

KO/O/\

2-Ethvl-N-(4{4-((4-fluorophenoxy)methyl\piperidin-1-yl}benzylimidazo[1,2-
glpyridine-3-carboxamide (295)

Ci

6-Chloro-2-ethyl-N-(4-(4-((4-tluorophenoxy)methyl)piperidin-1-
Nbenzylimidazo[i,2-alpyridine-3-carboxamide (296

e

7-Chloro-2-ethyl-N-(4-(4-({4-fluorophenoxy)methyl)piperidin-1-
yhibenzyhimidazo[1,2-alpyridine-3-carboxamide (297)

>" J' ‘0”( yr

\,Jem

TR ‘{
g
c*-‘” SR M 5
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6-chloro-2-ethyl-N-(4-(4-((4-(trifluoromethoxy)phenoxy)methvl)piperidin-1-
yi}benzyllimidazof1,2-ajpyridine-3-carboxamide (298)

. )@oc&,
ety

NH

/N\
X BN

Ci

7-Chloro-2-ethyl-A-(4-(4-({4-(trifluoromethoxviphenoxvimethylipipetidin-i-
ylibenzylimidazo[1,2-alpyridine-3-carboxamide (299)

/@»ocr-‘a

ez

W "“N

Ethyl 1-(4-({6-chloro-2-ethylimidazol1 2-3]pvridine~3~¢arboxamido)mathy!)ghengl)
ipetidine-4-carboxylate (300

O

reath

ONH

Cl/N\
N

Ethyl 1-(4-((7-chloro-2-ethylimidazo[1,2-a]pyridine-3-carboxamido)methyliphenyl)
piperidine-4-carboxylate (301)

)
FONQJ%H
NH

N N\

Cl
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1-(4-((7-Chioro-2-ethylimidazo[1,2-a]pyridine-3-carboxamido)methyl)phenyl)
piperidine-4-carboxvlic acid (302)

ﬁ@»f:}’%a

2-Ethyl-N-(4-(4-(4-fluorophenyl)piperazin-1-yibenzyl)imidazo[1,2-alpyridine-3-

carboxamide (303)
F
A

N_J

8-(Difluoromethoxy)-2-ethyl-N-(4-(4-(4-fluorophenyl)piperazin-1-

OCHF,

8-Bromo-2-ethvl-A-(4-{4-(4-fluorophenylipiperazin-1-yl\benzyl)imidazo[1,2-
alpyridine-3-carboxamide (305}

G
2T

0 H o
\;;t&\/( N
N )«._‘.\

&

SN
[
Br
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2-Ethyl-6-fluoro-N-(4-(4-{4-fluorophenyl)piperazin-1-yhbenzyllimidazo[1,2-
alpyridine-3-carboxamide (306)

Negoach

N

g-Hromo-2-ethyil-N-(4-{4-(4-fluorophenylipiperazin-1-yhibenzylimidazol1.2-
alpvridine-3-carboxamide (307)

N//\”’OVF
Wises
Br.
o

2-Ethyl-N-(4-(4-(4-fluorophenyl)piperazin-1-yl)benzyl}-6-methylimidazof1,2-
alpyridine-3-carboxamide (308)

2-Ethyl-N-(4-{4-(4-fluorophenyl)piperazin-1-yl)benzyl}-7-methylimidazof1,2-
alpyridine-3-carboxamide {309)

oo
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2-Ethyl-8-fluoro-N-(4-(4-(4-fluorophenylipiperazin-1-yhbenzylimidazo[1,2-
alpyridine-3-carboxamide (310)

Feztacd

2-Ethyi-7-{(4-phenylpiperazin.1-yl)- N-(4-(triflucromethylibenzylimidazof1,2-
alpyridine-3-carboxamide (330)

CFy
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8. The compound according to claim 1, having a formula selected from formulae 5, 8,
13, 14, 17, 18, 20, 21, 23-43, 46, 48, 50, 51, 53, 59, 68, 69, 74, 79, 80, 89-91, 142, 143, 196,
211-213, 219, 221, 222, 243, 247, 313-329 and 331:
2-Methyl-N-{pyridin-4-yliimidazol1,2-a]pyridine-3-carboxamide (5)
R o) 2

vy

\ N

N H

N-Benzyl-2-methylimidazo[1,2-a]pyridine-3-carboxamide (8)

O H
N5
A
R \"N

2-Methvl-N-!pvridin-3-vlmethvl)imidazo[1 2-alpyridine-3-carboxamide (13)

N-((1H-Indol-5-yl)methyl)-2-methylimidazo[1,2-alpyridine-3-carboxamide (17)
o _H \/@q
N-(Cvclohexylmethyl)-2-methylimidazo[1,2-alpyridine-3-carboxamide (18)

= O
5
i¢he




wridine-3-carboxamide (20)

2-Methvl-N-{2-phenoxyethyl)imidazo[1,2-alpyridine-3-carboxamide {23)
S, s
Q“ T
ST

N-(2-{Benzvloxylethvi)-2-methylimidazo[1.2-alpvridine-3-carboxamide (24

(25)
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N-Benzyl-8-chloro-2-methylimidazoft,2-alpyridine-3-carboxamide (27)

N-Benzyl-7-chloro-2-methvlimldazo[1,2-alpyridine-3-carboxamide (28

N-Benzvl-2 8-dimethylimidazo[1.2-alpyridine-3-carboxamide (30
o
e
NS
N
N-Benzyl-2,7-dimethylimidazo[1,2-a]lpyridine-3-carboxamide (31)
0
= N,\Q
“Q
N
N
H-Benzyl-2.6-dimethylimidazol1.2-alpyridine-3-carboxamide (32}
o)
\ Nﬁ ﬁ/\©
N\
N
N-Benzyl-2 5-dimethylimidazo[1,2-a]pyridine-3-carboxamide (33)

Stels
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N-Benzyl-6-fluoro-2-methylimidazo[1,2-alpyridine-3-carboxamide (34)

N-Benzyl-7-cvano-2-methylimidazo[1.2-alpyridine-3-carboxamide (35

N-Benzyl-2-methyl-7Z-phenviimidazof1.2-alpyridine-3-carboxamide (37}

YO

\\N

N-Benzyi-2-methyl-6-phenylimidazo[1,2-alpyridine-3-catboxamide (38)

N-Benzyl-8-fluoro-2-methylimidazof 1,2-alpyridine-3-carboxamide {39)

Qi
F N
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N-Benzyl-2-methyl-8-(trifluoromethyhimidazo[1.2-alpyridine-3-carboxamide (40)
0
e f?’th
F N
¢ F
N-Benzyl-8-methoxy-2-methylimidazo[1,2-alpyridine-3-carboxamide (41)
o)
=\, N,—O
g\ ;\ fH
— N

N-Benzyl-8-cyano-2-methylimidazof1,2-alpyridine-3-carboxamide (42)

N-Benzyl-2-propylimidazof1.2-alpyridine-3-carboxamide (48)

Q NH
/&/g_/'
XN
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N-Benzyl-2-phenylimidazof1,2-a]pyridine-3-carboxamide (53)

o

2-Ethyl-N-(4-{trifluoromethoxy}benzyllimidazof1,2-alpyridine-3-carboxamide (59)

o H
N N/
N A

\\

2-Ethyl-7-methyl-N-(4-morpholinobenzyl)imidazo[1.2-a]pyridine-3-carboxamide
(68)

o. H o
N .1: ? N\,J
/@\/i_\

2-Ethvil-7-methyl-N-(naphthalen-2-yimethylimidazo[1.2-alpyridine-3-carboxamide
(69)




302

6-Chloro-2-methyl-N-(4-morpholinobenzyl)limidazo[1,2-a]pyridine-3-carboxamide

(74)

{89)
O H o //\ o
y“\_/@(N\‘J
_ ”J\>f\
o XN

7-Chloro-2-ethyl-N-{4-(piperidin-1-yhbenzylimidazo[1,2-alpyridine-3-carboxamide
(90)
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oA )

7-Chloro-2-ethyl-N-(naphthalen-2-yimethyl)imidazo[1,2-alpyridine-3-carboxamide

(91)

4-Phenoxybenzyl 6-chloro-2-ethylimidazol1.2-alpyridine-3-carboxylate (196
e
Oy 0 D
m\QiL
N
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6-Chioro-2-ethyl-N-(4-(pyrrolidin-1-yl)benzyl)imidazo[1,2-ajpytidine-3-
carboxamide (211}

S

7-Chiloro-2-ethyl-N-(4-(pyrrolidin-1-yl)benzyl)imidazo[1,2-alpyridine-3-
carboxamide (212}

7-Chloro-N-(4-(5 6-dihydropyridin-1(2H)-y)benzyl}-2-ethylimidazof1,2-alpyridine-3-
carboxamide (213)

o

2-ethyl-6-methyl-N-{4-morpholinobenzyllimidazof1,2-a]pyridine-3-carboxamide
219

SN
N

N-(4-{Azepan-1-yl)benzyl)-6-chloro-2-ethylimidazo[1,2-alpyridine-3-carboxamide
(221)

° ﬁ\/O’NQ
c" "%w
DN \N
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N-(4-(Azepan-1-yl)benzyl}-7-chloro-2-ethylimidazol1,2-alpyridine-3-carboxamide
222

5-(6-Chloro-2-ethylimidazo[1,2-alpyridin-3-yl)-3-(4-(trifluoromethoxy)benzyl)-1,2.4~
oxadiazole (243)

ﬂ«\@\
O OCF,
L

6-Chloro-2-ethyi-N-isobutylimidazo[1,2-alpyridine-3-carboxamide (247)

A

o f -

"
Gl N

L™

2-Ethyl-6-fluoro-N-{4-morpholinobenzylimidazof1.2-alpyridine-3-carboxamide
313

™ o
N \,J
Q NH

MeO/N\
e Y|

2-Ethyl-7-methoxv-M-{4-morphalinabenzyllimidazof 1,2-alpvridine-3-
carboxamide(314)

™o
N\J
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6-Bromo-2-ethyl-N-(4-morpholinobenzyllimidazo[1.2-alpyridine-3-carboxamide

315
‘,::-1\, M 4 9
»j i SR
N ”
O}.-ﬂu A
Br. AT 1
\{/f»f § ‘é\},__‘,,\
Lon v M;{ N
, ridine-3-carboxamide
316
—
.ﬁ"\,w‘ N . }
O £ -,i), e
N -HH
;\‘{{)’{‘N'NM‘\\“ .
i\‘\\,/)‘[")ﬂf Y
2-Ethyl-8-fluoro-N-(4-morpholinobenzyl)imidazo[1,2-alpyridine-3-carboxamide
317
I
)]:f;\ p “ﬁ.\ JO
N ”
07\“ NH
,}:f»“xﬂ‘«-\,\l
PN
}', 14
F

2-Ethyl-8-methoxy-N-{4-morpholinobenzyl)imidazo[1,2-alpyridine-3-carboxamide
{318)

O

NH

/‘“N/\&_\
RN \N

OMe
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8«(0iﬂuoromethoxv)-2-ethyl-N-(d-morpholinobenzvl)imidazoﬁ,2-algyridine-3-
carboxamide (319)

N[/\o

NI
o)
Z N N\
XN
HF,

8-Bromo-2-ethyl-N-(4-morpholinobenzyllimidazo[1,2-alpyridine-3-carboxamide
{320)

O H e “[(w kel
?«»«N‘ / }‘f’ e J
DS - R ‘\\\_’_f;
N
SN

¥

Bt

2-Ethyl-N-(4-morpholinobenzyl}-6-(trifluoromethyllimidazo[1,2-alpyridine-3-
carboxamide (321)

N/
9 NH
FyC AN
™ \N

2-Ethyl-N-(4-morpholinobenzyh)-7-(tritiuoromethyllimidazo[1.2-alpyridine-3-
carboxamide (322)
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2-Ethyl-N-(4-morpholinobenzyl}-8-(trifilucromethyllimidazo[1,2-alpyridine-3-
carboxamide (323)

o

o T

NH
N \N

CF,

7-Bromo-2-ethyl-N-(4-morpholinobenzyllimidazo[1,2-alpyridine-3-carboxamide
324

Br

2-Ethyl-M-{4-morpholinobenzyl)-7-(pyridin-4-vl)imidazo[1,2-alpyridine-3-
carboxamide (325)

™o

o I

NH

2-Ethyl-N-(4-morpholinobenzyl)-7-(pyridin-3-vllimidazo[1,2-a]pyridine-3-
carboxamide (326}
™o

o T

2N NH
2 N A\
N XN

l

b
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yllimidazo[1,2-alpyridine-3-

TN
¢} s ! [
S & N
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D
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Co
o
Sy

2-Ethyl-7-(4-methylpiperazin-1-yl)-N-{4-morpholinobenzyllimidazo[1.2-alpyridine-
3-carboxamide (328)

o
N\//




310

2-Ethyl-7-{4-(4-fluorobenzylpiperazin-1-yl)-N-(4-morpholinobenzylimidazo[1,2-
alpyridine-3-carboxamide (331}
—~ [ o
AN
N

9. The compound according to claim 1, having a formula selected from formulae 161,
239-242 and 264:

I1,1"-Biphenyl]-4-vlmethyl _ 6-chloro-2-ethylimidazo[1,2-alpyridine-3-carboxylate

161
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N-{(6-Chloro-2-ethylimidazo[1,2-alpyridin-3-yl)methyh)-4-{trifluoromethoxy)aniline

OCF,
N” i

{240)

Cl

_ v ridin-3-ylmethyl)-4-(4-(4-
fluorophenylipiperazin-1-yhaniline (241

4-fluorophenoxylaniline

7-Chloro-2-ethyl-N-(4-(4-fluorophenoxylbenzyllimidazo[1,2-alpyridine-3-
carboxamide (264)

O
Fes s Q
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10. A pharmaceutical composition comprising a compound according to claim 8, and a

pharmaceutically acceptable carrier.

11. A pharmaceutical composition comprising a compound according to claim 9, and a
pharmaceutically acceptable carrier.

12. A compound that competitively inhibits the specific binding of a compound according
to claim 8.

13. A compound that competitively inhibits the specific binding of a compound according
to claim 9.



