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wo beormeent i on The present invention rel ates teCT/EP2008/060884
triazol opyri di ne conpounds according to Formul a}hg[)l’
TRIAGQLOBYRIDINE HIND§ AND TR IR S EuA D Adri BITORS
di sorders, inflanmmtory di seases, cardi ovascul ar
di sceases and/ or neur odegenerative di seases and a
process for their pr@&padafiennvddackgr ound of the
i nvention ASK (apoptosis signal-regul ating ki nase) has
been described as a mtogen-activated protein kinasc.
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use asphediednienk, foageathignasemiiuna siksorddri) uftaramettonpdisensésSidartliovascular

consi st of 1374 and 1380 am no acid L ectively,
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is activated by environnental stress. The stinmuli

include inter alia H202, LPS, ROS (reactive oxygen

speci es), ER st resBackendundofdlic matutionm i ons, and

vari ous cytokines such as TNF (tunor necrosis factor)

have been described to be stimuli. ASK-1 in turn

ASK (djb@pmé@@ sigh@l- fegtﬂ%tlﬁg k@RS ¥ IRSRBE @iSsdribed udiangit Oi$ht8d protein
has been described to nediate various cellular

kmaser é*s%%rli $ad ATe2utive dee Aescvbed anmeaiberseafdhe A Gmily. ASK-1 is a
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consisC a$ Cladésandﬂ%o dnlilhb QR Oi@sﬁéctlwelsr, ok Ipbf,sfe!;ﬁﬁi saSnedthreonine kinase
repressor of K-1 and al so forns part of the "ASK-1

domaig; 4Ky b%@@vate%bh F@W%}eé@é PlaESS mehcsstERpnehde mar agdl>0o. LPS,
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ros HEET I55GTA 1R0iLE, P A BNCLYGY JEDyoHaF NSl RRRRES v st

as TNFe(inode gesresiatfaoter) diaso bdear des(cebgd to ble shlaglhl ASK-&lin, tuth, induces
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Varlou'§pstreis r%s)pon% n]ﬁlﬁ]ruglngf quPg)S}Snglé(ht a3) rJPeﬂ?: é{%(&ﬂ a toomg @te various

cellul@S P&gsnseé bR din gv SRy van and’ alff&&l\ﬂaqw TAISKAZ OfsORY FrieHIbBE of the
compounds accor to Fornmula (1): WD 2009/027283

MAPRCK/ @mooaia@@osmutemhwmd pB8 RBAPNIndO @VIARK) RBscades. Trx

(thiore%giﬂll)”vgas( 1:|('1)entif\{\é1 he Ianlreplressor of ASK-1 and also forms part of the “ASK-1

signalosome”, a high molecular mass complex. ASK has been described to be involved in
various diseases associated with autoimmune disorders and neurodegenerative disorders (e.g.

H. Nagai et al., J. Biochem. and Mol. Biol., Vol. 40, No. 1, January 2007, pp. 1 — 6).

Summary of the invention

According to one aspect of the invention, are provided triazolopyridine compounds according

to Formula (I):



R, is selected from a. hydrogen; b. G -Co-al kyl; c.

C2- Co- al kenyl optionally substituted with G -C6-al kyl ;
wal200NRBR83 ; C. C3- Cs-cycl oal koxy, C -C6-al koxyPCT/EP2008/060884

C3-Cs-cycl oal kyl sul fanyl, G -C6-al kyl sul fanyl; and

g. 5 or 6-nenbered heteroaryl having at |east one

het er oat om sel ected fr N, S and sai d heteroaryl

bei ng optionall é@SUbSt iftuted with C 06 al kyl ,

hal ogen, or C - al is sel from a.

hydr ogen; b. hal ogen, c. i aIIy substituted
R12; Nand/ o 10- nenber ed

with Ro, R, and/or

het er oaryl havi het er oat om sel ect ed
fromN, S and 2andot|onally substituted with Cl-C6
al kyl; or R and RZ taken together forma -C=C C=C
group-; R3 is selectedifroma. hydrogen; b. hal ogen;
and c. G -0C6-al kyl optionalHoymsMstituted with at

| east one fluoro; R4 is selected from2 WO
20@@1@27283 PCT/ EP211118/ 0611884 a. hydrogcn, and b.5
o, het eroaryl having at | east one
h&leroa ms ccted fromN, Sand O0; R5 is selected

f mohydrogenl- C6- al kyl optionally substituted with at

I %ast o@&i the follow ng groups i. al koxycarbonyl,
i i0: Colls V%l koxy, iii. -NC(OR wherein R is aryl
gghgsﬁglah%énﬁ%ﬁl%h&lw sttt Wil éBCalaﬁéﬂ V.

d. -NRgR7;

¢. C3—Cs-cycloalkoxy, C;—Cs-alkoxy;

f. C3—Cs-cycloalkyl sulfanyl, C,—Cs-alkyl sulfanyl; and

g. 5 or 6-membered heteroaryl having at least one heteroatom selected from N, S and
O, said heteroaryl being optionally substituted with C,—Cs alkyl, halogen, or C;—Cs
alkoxy;

R, is selected from

a. hydrogen;

b. halogen;

c. aryl optionally substituted with R;, Ry and/or Ry,; and

d. 5 to 10-membered heteroaryl having at least one heteroatom selected from N, S and

O and optionally substituted with C;—Cs alkyl;

or R; and R; taken together form a —C=C-C=C- group-;
R; is selected from

a. hydrogen;

b. halogen; and

c. C1-Ce-alkyl optionally substituted with at least one fluoro;

R4 is selected from



b. aryl-CG -C6-alkyl; c. 5 or 6-nenbered
heteroaryl - G - C6- al kyl having a heteroat om sel ect ed

wa s@ooi2s5S and O optional ly substituted w th pcT/EP2008/060884
G - C6-al kyl, hal ogen or Cl-C6-al koxy; d.

C3 C6 cyclaﬁél kyl optionally substituted with phenyl;
dfagem-a€nber ed het er ocycl oal kyl having a

h%t5e5p@ (Ja%?éd.eﬁét tg[ 3?@&\% atsleﬂﬁ%ng he%%dt@lﬂasl 1 Fd from N, S and

substitute oup; aryl opti onal y

s@hstituted with at | east one of the foll ow ng groups

i. G-C6-alkyl, ii. perfluoro-C -C6-alkyl, iii. at

| east one Ci-C6-al koxy optionally substituted with

CR,@Bseddi@fomear bonyl, iv. phenyl, v. d-GC6-alkyl

sulfonyl, vi. -NHC(O C -C6-al kyl, vii.

ani ﬁoCz:Eﬂ% optiidoplly witstiglited with ablepst oge bEdicdalldwiogmzrouns,
- NHC1- C6-al k?é 1N(CI - C6- al kyl) 2,

N( O - o8- AR RYFIPeIYlos- al koxy- G - O6-al kyl ), and the two

substi tijuenics-alkoxg6- al kyl can be the same or different,

and wherein the two  substituents may forma 3 to

8- menbéit- eACHOVRT BRgreinda] ik g1yl @leaﬂlﬁéuwtwewﬂércl Caelyyl,

are attag| ﬁ%%@ and wherein the heterocycl oal kyl is

optional’ly tituted with C-C6-alkyl or with

hyodanquc,l Géia'll'tyl - N(CI CG al kyl)
5 to 6-nmenbe

h@t ér%c 8}6331@{@@ hefgrogsy réﬂﬁ?ﬂ“ﬁ’é\haﬁ’@lgaﬁ helperoR é?\LFCted from N, S

sg ;-
> EnE Pl GichAmTL Atk it C) 781 Hatdgln 8 Yl -ahol)

CHl- Ce-Calcirohoylkykoritionhldy sdpstitutagl. wish ploenyD- rrerrber ed
F Fom R -gempered BelsTieariryt G F PGB0 Aen cHaf dGER . S and O
2 ibua BTG B0 upubsti tuted wi th at T east
one of | om ng groups i. halogen, ii.
CIf- mL@ptwyally substltuted with at least one of the ollowmg groups
1. C;-Ce-alkyl,
ii. perfluoro-C;-Cs-alkyl,
iii. at least one C;-Cs-alkoxy optionally substituted with C;-Cs-alkoxy
carbonyl,
iv. phenyl,
v. C;-Ce-alkyl sulfonyl,
vi. -NHC(O) C;-Cg-alkyl,
vii. amino-C;-Cs-alkyl wherein amino is selected from -NH,, -NHC;-Cg-alkyl,
-N(C;-Cs-alkyl),, N(C;-Cs-alkyl)(C;-Cs-alkoxy-C,-Cs-alkyl), and the two
substituents C;-Cs-alkyl can be the same or different, and wherein the two
substituents may form a 3 to 8-membered heterocycloalkyl with the N to which
they are attached to and wherein the heterocycloalkyl is optionally substituted
with C;-Ce-alkyl or with hydroxy,
viil. -N(C,-Cg-alkyl) (C,-Cs-alkoxy-C;-Cs-alkyl),
ix. 5 to 6-membered heterocycloalkyl-C;-Ce-alkyl having a heteroatom
selected from N and O,
x. amido-C;-Cg-alkyl,



iii. amno-C -C6-al kyl wherein amno is selected from
-NH2, -NHC, -C6-al kyl or -N(CG -C6-al kyl)2, whcrcin the
wo vodess i tucnts Ci - C6-al kyl can be the sanme poOI/EP2008/060884
di fferent, and whcrcin the two substitucnts may forma

3 to 8- rrenbere het erocycl oal kyl with the N to which

they are Git¢atlki@¥:t 0 and wherein the heterocycl oal kyl

i's optiangldye subst ituted with G -C6-al kyl or hydroxy;

iv. -NA hycl xy G -C6-al kyl), v. -NH (5-nenbered

hgt éltco d0-yplenCicroDdretirdayy! lhlazmgmy last drethetopettamsllected iftonbN, O or S

cloa -Ci - C6-al kyl having at
I@BQ‘?H éu{’ﬁgltltg& f{hgﬁ)( ed fromoO ang N vii. ; 5 or
6-hByREARA ci)plﬁsﬁﬁry%%@tha@hw{h H3MsN¢heASf theRIbwWAEroups

het eroatom sel ected fromO and N optionally

subst i ti.utadageni t h hydroxy, -C(OOR whcrcin R is

G - C6- aI g:yl Ilogen or Cl-C6-alkyl; viii. amno; ix.

- NH( ani'n °C8-ral kyl); X, -N(Ci-Ce-alkyl)2; R6 is

sel ect gl dnii@e@- Cécélk@waérkml ar@mbh@@ale&tyd $loas INHYt NHCl Cs-alkyl

Wi th one or two hydroxy groups, b. phenyl wptl onal
subst i toarlﬁéfilmﬁiq-wkalt)z, MEIEEQN Hivet W waﬁtetumi Cokisrigksd rcé%léf‘a the same

i. hal Q¢ %&féréﬂth é%d %ef’gllF e]'ﬁf;q le[ltueﬁ:tjs r%r ?Arhlo % toC8-membered

or 6-nenbere er oc aVI ng eroatom
Sel eCt thefd’o@ﬁibﬁ)lk@h d/lﬂH theertO nahlbh/ thyb&%I dttatleell Wi blnd wherein the

- Cs- cy | oa] kyl
subst i ﬁa&e&?ymlﬁy ODHARf lstu st @F«fg ﬁéﬁm@v@#ﬁlw hydtevs
1 2 oty SNthm%QQQ_/CQ%ﬁ%@’S PCT/ EP211118 /116118 8 4

R is a. rogen or al kyl; or R6 and R7 can
form aV3—TNH &- menlbebédeﬂamaqudby@d-dhyﬂdwlvingf dshhetcaneatdint(d),

e ek B RSP A AR, LS i st on
al kyl ; heteroatom selected from O and N;
vil. 5 or 6-membered heterocycloalkyl having at least one heteroatom selected
from O and N optionally substituted with hydroxy, -C(O)OR’ wherein R’ is
C;-Ce-alkyl, halogen or C;-Cs-alkyl;
viil. amino;
ix. -NH(amino-C,;-Cs-alkyl);
x. —N(C;-Cs-alkyl),;

R is selected from
a. C;-Cs-alkyl optionally substituted with one or two hydroxy groups,
b. phenyl optionally substituted with at least one of the following groups
1. halogen
it. C;-Cg-alkyl,or
iii. C;-Cg-alkoxy;
c. 5 or 6-membered heterocycloalkyl having a heteroatom selected from O and N
optionally substituted with C;-Cs-alkyl;
d. C3-Cs-cycloalkyl optionally substituted with Rg; and
¢. =(CH;),Ro wherein n equals 1, 2 or 3;



R3 is selected from a.hydrogen, b.hydroxy; c.
C, -C6-al kyl optionally substituted wi th hydroxy;

wol2000/) 8L - C6-al kyl; and c.-NH2; RO is sel ech@gEp100860884
a. C3-C3-cycloal kyl optionally substituted with an
unsubstituted Cl-C6-al kyl; b. 5 or 6-nenbered
hé@é?ocycloalkyl havi ng a hetcroatom sel ected fromN
and tionally substituted with C-C6-alkyl; c.5 or
6?h%%%0$ﬁﬁhheteroaryl havi ng a het er oat om sel ect ed

f bo@y Nsabkyl;0 optionally substituted with Cl-C6-al kyl ;

d. phenyl; R ,,, R, and R12 are each independently

selected from a. hydrogen; b. hal ogen; c¢. hydroxy;

dor Rs-a88 18! i Iform 6 3 o 8-FRnALk@BeterodycldahdNYithdhe N to which the
O O'NH(CI - C5- al kyl) am no wherein the anino is Y

- W{eCHBcRyd togand whereiNHize hateinoy dlo@IBy l0is ppEanagRubRtated 18th C;-Cs-
/0,6,0 8 8 4 Any of the above chem cal groups can be
opt¥nal Iy substituted as laid out in the bel ow
definitions. According to another aspect of the

i nvention, are provided triazol opyridine conpound
iﬁ%é$ﬁ%%ﬁ%&%@m»A@cording to anot her aspect of the

s\ Qn, are provided triazol opyridine conpounds

Y
accggﬁgng to Fornmula (1) for use as nedi canent.

Abdoxieixyg t o anot her aspect of the invention, are

provi ded, phar maceutical formulations conprising
t éz-gh-&ﬂw Paﬁqu@ﬁ&éh%&aﬁﬁgwgtﬁ@wr&% to Formula (1).

Ag(C b&g_tga@gpghgr aspect of the invention, are
provi triaz I"opyri di nc conpounds

e.—NHz;

Ry is selected from

a. C3-Cs-cycloalkyl optionally substituted with an unsubstituted C;-Cg-alkyl;

b. 5 or 6-membered heterocycloalkyl having a heteroatom selected from N and O
optionally substituted with C;-Cs-alkyl;

c.5 or 6-membered heteroaryl having a heteroatom selected from N and O optionally
substituted with C;-Cs-alkyl;

d. phenyl;

Rio, Ri1 and Ry, are each independently selected from

a. hydrogen;

b. halogen;

c. hydroxy;

d. C-Cs-alkyl;

e. C;-Ce-alkoxy;

f. cyano;

g. —C(O)NH(C,-C¢-alkyl)amino wherein the amino is -N(CH3),); and
h.—NH..



according to Fornmula (1), which are able to nodul ate,
especially inhibit the activity or function of ASK,

WO toop@shgrul ar ASK-1, in disease states in Manp@I/EP2008/060884
especially in humans. According to another aspect of

t invention, are provided nethods for the preventio
Any %$ ﬁlet 41@5? ORI SEANPS conjiogabiy substifyfeq aﬁﬁﬁsdw in the below
definifibsgases, cardiovascul ar di seases and/ or

neur odegener ati ve di seases by adm nistering an

effective anount of a triazol opyridine conpounds

ccording.to Formul 1) to.a subject..in need thereof.
AccoRER0 e D ST H s PEERIh R PHSEh PG OB compound
interni¥d@¥éded met hods for the prevention or treatnent of

aut oi nmune di seases, inflammatory di seases,
cardi ovascul ar di seases and/ or neurodegenerative

.. seases adm ni steri.n n effective anpunt of. .a
Accottif 5 s A i ol falac s Bl o PP laitio g compounas
accorliifg @ Bolineg€(l) fer weeadimeber@edt. by nodul ating,

especially 1nhibiting the activity or function of
ASK. According to anot her aspect of the invention, is

. i r f . .nr e r i 0 . .
Accoffif A RloBeP 4AREE 31 B IATBRRAT i R Mefinpeguyigg] formulations
compbeihgitlied lopeadint pbinpouralls atéwedinpgvte Rvinawia (he f ol | ow ng

par agr aphs provi de definitions of the various chem ca
noi eties that make up the conpounds according to the
AccoldYERS 1.80thep q%ﬁé'c? ofthendedhtion, %Fb%))’ov'i'&@df R{a%bép%ridine compounds
t hrough- out WD 2009/ 027283 PCT/ EP211118 /0°6 0 8 8
accordinghte Epeuild i(Datwloch ared ableafonmodulhts sspaviablyhmhitiits éhe activity or
expr. set. qut finition provides a . broader, .
funct 3BT &SRy S Dot AT ap yrive afsyS Fip g gy n humans
branched saturated hydrocarbon chain; this termis
exenplified by groups such as nethyl; ethgl; n-propyl;
Accoidgngp o pyathernaspegtydf; the geysutipn.: aregroviged yncthods-fieeid prevention or

treatntIegl? é)tf sagl?%él%luglt(e:g@[igelalé l "ein zgr];lr%mglt%g)% oléiés%é%@é,l F%r go&glﬁc’ctugaa%vciiigc%sels and/or
neurod&ieattariat edlscakdsy by gidmipstdtiagi B declig@simoane ofoalbkiezolopyridine
bond and _includes both Iinear- and branched al kenyl
compgynsiggscordine o Farmlp 6 & miedt i acadythefedfupssuch as
propenyl, but-3-cnyl, pent-4-enyl. The term "C2-C6
al kenyl" refers to al kenyl groups having from2 to 6
Accoglargyanamitikrsaspddieoft the imveaarigh,” arcgirevided oncaliodar formalid prevention or
carbqgcycl.ic group havi.ng at | east one argmatic rin
treatrpegt g)?_ TUHBIBHNC o SHPPh éﬂ@ﬂlﬂl&owlmﬂse%méw&a disges andor
neuroda Miatile aisdaS@S by ORtfnih|siinkS atf GRRLVEC anfdfinB-of a triazolopyridine
napht hyl, anthryl; or phenanthryl). The term
compbimatsexcoendirlg' torlafremk {ptoaa malpedtyin ineced Heted oy owduliatbng,orspecially
. ...a bicyclic or.a tric i,c fused- ring heteroaromatic
lmnmgP%t,a%@égg{ﬁmfﬁ%l%%§$ ast one heteroat om sel ect ed
fromnitrogen, oxygen, and sulfur. C3-Cs-heteroaryl,

C3-C o-heteroaryl etc. refers to the size of the '
According to another aspect of the invention, is provided a process for the preparation of a

triazolopyridine compound according to Formula (I).

Detailed description of the invention

The following paragraphs provide definitions of the various chemical moieties that make up

the compounds according to the invention and are intended to apply uniformly through-out
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correspondi ng heteroaryl. Particul ar exanpl es of
het eroaromati c groups include e.g., 2,3- dihydro
whengeiusanyl , 1-oxi dopyridinyl, PCT/EP2008/060884
2, 3-di hydr o- 1, 4- benzodi oxi nyl, qui noxal i nyl, 2, 2-
di f 1, 3- b d | yl di nyl ., ... :
the spe![g} g.‘,%?}&t? |6E)1%2§f1§111 Ieé)si(glby}%wpgal ex&;,qsl nyézoq?%{orut cyeﬁmtlon provides a
broadPeMEREty! . [2, 3-di hydro] benzofuryl, benzoxazolyl,
gui noxa |nyI The term "cycloal kyl" refers to al kyl
groups havi ng a nDnocycIic ring, bicyclic or nultiple
The tguse @Lk%}lferrs I(,Ig Bg%:rj&l} b @c@l%g ﬁx[r%}le(& h%@g? ghUd Fi%‘ %ﬁis term is
exemﬁﬂf?édoc;}ﬁ@b }%s suel @4 AREHyY; ethﬁnﬂipwib?l |1édf3§‘opy$%ﬁut5ﬂ&' lidobMy® terr-butyl;
ring structures include €, adamant any hd
n-hexpyl. de a2’ Q- Ca-alkylé pefarsdo alk@BS@QpS havgg: U.m@ C@b@n atogfser s
to the cycle size of the correspondi ng cycl oal kyl .
The term "heterocycl oal kyl" nmeans a non-aromatic
The tBiBrﬂ OglkEhyiIC réfersnol whepmartatdd élkfr\lggt‘?aﬁg@ha\&hgl gt leagr endaet bond and

hydr ogen atons and at | east one heteroatom sel ect ed
1nc1uqse§ batnlingasgad, brepchge alkeayi grownst thiy term is exemplified by groupssuch as

propen b&é%ﬁﬂeﬁé}l@ﬁ% alkyl, C3- QO etc. refers to the

corre pondlng het er ocycl oal kyl .
The té?ar 10,60 dkergXanfire® dkenybp@upciolinatrsyl 2 @roeypson atemede
e.g. 7 WD 2009/027283 PCT/ EP211118/ 0611884
tctrahydrofuranyl, tetrahydro-2H pyranyl, norpholinyl,

The t&¥d a‘i’ill”%f@bél to aH 'a{:&ﬁdti%' Mocyghc QIOPUEVIRY hﬂbm bneCI aromftlc ring (e.g.

pi pcrazinyl. The term "hal ogen” refers to Br,
phengyft.or biffhenyle IOmI’ﬁLdM?iﬂ ebndeafar sngsoinawhiCh -aNlegstoung. ringhs drematic, (¢.g.

y IkyI" refers to a Cl-C6-al kyl group
namﬁmﬁeW&FW’éagh en atom has been replaced by a
fluoro atom The term"am no" refers to a-NRR group

wherein R and R are each independently selected from
The tegn H;@énr@@"eh refigys top-rmarasly ilyd hasgroiromaticyorgubexdlic gt e dricyclic fused-

ring Mvé%%rlparo}lna% é/fﬁg? e}gvoggrtebnmlﬁ?g%b leca)gs hetl}e{eﬁ?at%mdel%gﬂ ?rlgn%/ nitrogen,

oxyge®) ard( QuUEH. - COB5-ablyaryl This- @@-lhmer@@}\yﬂ ctel @bRFS té 0thd size of the
group cgo )R wherein Ris H, O C6- al kyl _or phenyl.

corresm@dlpsrhﬁ ergy b JPartierar exenples gt Betgroagraytiongrupiagiedene.g., 2.3-

h - SFurVE 139 Y2 Ia(ﬂﬁin Yinyl, 2,2-
dihyd o?dr% 3&819%% vv:at ﬁﬁﬁﬂgﬁﬁho \%ﬁil ?C e;c/@eélrlé&étl?}o’\ dﬂamy
difluofdre , 3-beraodiGke €5 - @iridydydmpned Iyt, eﬁmz[nylt thigphenylCasexbkolly], pyrazolyl,
ro tr.ached to the parent nplecul group through

benzodyYhP A PHiGRE Y TPy BEPKIYL Pef er s o an

am no group attached to the parent nol ecular group

t hrough a G -C6-al kyl wherein the amno group is
The temt Egytchoglifyl’ bmf@r&l}ﬂz allkyNgoupehavial kayinpnegydlic ring, bicyclic or multiple
fuseddl\ig)&méﬁskﬁw g &%a\é\pﬁ Igné]sa{pgﬁ 8}3 V\e/og Sc%ltélsopropy? cyclobutyl cyclopentyl;
cyclohexyl, cycloheptyl, cyclooctyl; and the like; such multiple ring structures include e.g.
adamantanyl; and bicyclo[2.2. 1]heptane. “Cs-Cs* ”Cs-Cio* ete. refers to the cycle size of the

corresponding cycloalkyl.

The term “heterocycloalkyl” means a non-aromatic monocyclic or polycyclic ring comprising
carbon and hydrogen atoms and at least one heteroatom selected from nitrogen, oxygen, and
sulfur. “Cs-Cs~heterocycloalkyl «Cs- Cio” etc. refers to the size of the corresponding

heterocycloalkyl.  Particular examples of heterocycloalkyl groups include e.g.

7



different, and wherein the two substitutents may form
a 3 to 8-nenbered heterocycloalkyl wth the Nto

wowiesk22bey are attached to and whi ch het er ocyednebioys 060884
may be optionally substituted with G -C6-al kyl. The

al kyl ox "al kox refers to the ¢
tetrahygr glrﬁ@flho%;rr }5@@1 o%lwyrm eﬁﬁormﬁ?%ny La| Ryrol 1‘%%3 t@mﬁﬂdmyl 2-
gqfdiﬁlll I or "cycl oal koxy" refers to a group
OxoP @@ﬂﬁycyc ohexyl oxy) wherein Ris a cycloalkyl. 8
V\D 2009/ 027283 PCT/ EP211118/ 0611884 The term
al kyl -.sul f any eferstoagroup-S—R(e.g
ThetWiq@fP Eﬁlﬁ??%g él rei n Ris a cycloal kyl. The
term "cycl oal kyl - O 06 al kyl" refers to a cycl oal kyl
Thet&hﬂ%a@é*r@&'ﬂ@% J-@J}hgrolﬁﬁr ent nol ecular group through

-C6-alkyl. The term"aryl-C -C6-al kyl" refers to
an aryI group attached to the parent nol ecul ar group

K b
The t&ljﬁ{ y}"@@‘.\@r&g C]?@allﬁ}éx¥éfer{s§ glrgl téo%g& goapgxrf%eg% Cel} lé}ldro%en atom
has bem raplg¢ed@y-{Buablaydm.(e. g. benzyl oxy). The term
"heteroaryl -G -C6-al kyl" rcfcrs to a heteroaryl group
attached to the parent nol ecul ar group through a

The tgm %BB’YRferIQ@ AL QR ordfup DBk ancPROajlre ce}agl independent] Ly selected

koxycar bonyl ' rcfcrs to a group -C( wher ei n
from |as) lyd@genCh) dl1k§d- akyhepn@mﬁvcafommpdm w1t1acln3cdro>e>f ersCt-alkoxy, ¢)

- . Ih d
neter G uFER PEYER TP o Btemhd fr ik § -co0c:
Cs-alkynet erocycl oal kyl -G - C6-al kyl " refers to a

het er ocycl oal kyl group attached to the parent
nol ecul ar group through a Cl1-C6-al kyl. The term

The terppfasyle ﬁe%wp'a greyrerdOpR veherrin Bps &k ;Cll Qeeallgy | 9m @hg‘lml
substltuted by a hal ogen (e.g. 4- chl oro-phenyl,

The t 1ch‘13' fs t04a %Ilogﬁ mg@;‘?\ﬂﬁi \f/?ergﬁmnﬁ)l?@%fé independently H or

ch or o- p enyl, The ter
C-Ce-dlkylCndamky forsid dyaieyvith tkmﬂé te whahahgyr oe pttaced) 2- R
wherein Ris Ci-CG-aIkyI. The term
"acyl ami no-C - Co-al kyl" refers to an acyl am no group

The t&ht 8ched a9 dnhifo PaiteRto aNOLESHIkST 0B URadHIH QY G lecul
4 -Co{l ?Lak? O aoe] G aoes T PRy shactol 3% Parent molecular
group through an amino.

The term “amino-C;-Ce-alkyl” refers to an amino group attached to the parent molecular
group through a C;-Ce-alkyl wherein the amino group is selected from —NH,, -NHC,;-Cs-
alkyl, and -N(C;-Ce-alkyl), wherein the two substituents C;-Cg-alkyl can be the same or
different, and wherein the two substitutents may form a 3 to 8-membered heterocycloalkyl
with the N to which they are attached to and which heterocycloalkyl may be optionally
substituted with C;-Cs-alkyl.

The term “alkyloxy” or “alkoxy” refers to the group —OR (e.g methoxy, ethoxy) wherein R is
alkyl.

The term “cycloalkyl-oxy” or “cycloalkoxy” refers to a group -O-R (e.g cyclohexyloxy)

wherein R is a cycloalkyl.



The term "acyl am no" refers to a group -NH acyl group

which may al so be defined as - NHC(OR wherein Ris a
wERo090228Kyl . The above defined residues can beCT/EP2008/060884

substituted or unsubstituted; the term "unsubstituted

or substituted" or "optionally substituted" neans

t hat unl ess ot herw se constrained by the definition

The tginoﬁ%@b'a{k?l( yﬁl%‘?t’ éfépsc'{o'ef Stﬂlﬁe %P}&‘I’ ﬁ%ul%nﬁry)l wherein R 1s a

cyclodlkglt er oaryl ", cycloalkyl "heterocycloalkyl" et c.
can be substituted with at | east one substituent
sel ected fromthe group consisting of "Ci - C6-al kyl ",
The tcfrd “Ge-alk q'eﬂ’,lrsk)fﬁyal ‘¢ cl@é(l‘k attached to the parent
"hetgﬁgcycloal il ")@bl C al kyl gtyl ?§&¥galkyl P
moledyddr gr@gr thiough'a 1-%a1hylkyl cycl oal kyl ", "G -C6-al kyl
heterocycloalkyl , "am no", "ammoniunf, "acyl"
"acyl oxy", "acylam no", "am nocarbonyl",
The te@h kﬁ&&%@@@@ﬂww refeﬁéftﬁlatﬂoaryl gro@Fydttached to the parent molecular group
O) OCl- C6-al kyl", "heteroary sul fonyl"
throughyg “alkyl fe. pdihzddl ar " C1- 06- al koxy”, "sul fanyl”
“hal ogen", "carboxy", "trihal omethyl”, "cyan",
"hydroxy", "nmercapto”, "nitro", "halogen-aryl",
The téinaCtgivC; -Aerulipdesty”cidteas to' ¥ —ICaRt @oiip evhetei® R &cirainC;-Caadkyl (e.g.
he |i ke. "Pharmaceutically acceptable salts or
benzy, 1 exes" refer to salts or conplexes of the
conmpounds di scl osed herein. Exanples of such salts
i nclude, but are not limted to, salts which are
The feonniltbtevoardyl-Cnéisgdinil’t raferdgo (& .hgteréardr @ohiporitachadi ), the parent

obr o c uric acid, phosphoric acid,
nK”ﬂW%F@?&Hh@%H%ﬁéﬁg ?ﬁﬂqﬁlke), as well as salts forned

Wi th organic acids such as acetic acid, oxalic acid,
tartaric acid, succinic acid, malic acid, fumaric =
The term GC(Pakyl” gei‘dkoxypgthonpl tefersitela ghamzdi(©)dRdwherein R is a C;-
Ce-a annlc acid, palnmoic acid, alginic acid, polyglutamc
64 akld naphthalene sulfonlc acid, nethane sul fonic
aci d, naphthal ene di sul fonic aC|d and pol y-
galacturonlc acid, as well as salts formed with basic
The t@ ssbaaliggcidueisrsde af<@H- or arginine. Additionally,
salts of conpounds containing a carboxylic acid or
ot her acidic functional group(s) can be prepared by
The terenttyidroaxyve +-Gs-alkglrirtfebd to d0@s€q-alBycdubatitptedrbyecteudioxgadl | y
acceptable salt may be made with a base which affords
a pharmaceutically acceptable cation, which includes
& Les C t
The hkShlcEid BALL SCLSROPCIR | Yo SRR RAIBYARS) el 1o e
pmenmmghesMugympamuu@nmﬁaéhkmsdand ammoni um salts, as wel |
as salts nmde frontphysiologically acceptable organi c
The t?}%}? aé(ﬁgge% Cari’?'ls’ rF:treas tﬁ & g%)uB earrﬁ o(leﬁ ephes% g}%ns]ﬁlgtﬁéd by a halogen (e.g. 4-
chlor(dbﬁéi@/'l Othlmnme 4-Mad¥o -pli DR N 2 WBrehbiphemadB akldie-phenyl, 2-bromo-
2- hydr oxyet hyl am ne, bi s-(2-hydroxyethyl)am ne,
phenyl}.i - (2- hydr oxyet hyl ) ani ne, procai ne,
di benzyl pi peri di ne, N—benz yl - (3- phenet hyl am ne,

Thet%ﬁ#%%ﬁ%i%%g %%@%&ng& eé@ﬁ %lct §%$§%5C1C6amyl

gl ucam ne, N—nethylglucantne collldlne qui ni ne,
The gunnGicylamineafdCs-alkyl” refers to an acylamino group attached to the parent

molecular group through a C;-Cg-alkyl.



basi ¢ am no acid such as |ysine and argininc.
According to one aspect of the invention, are provided

wo tioaaohepyri di ne CO”DOUHdS according to FornetaEfb)s/oc0sss
R_4NO R3/ NR5 NNOH R2R Fornula(l) vvherein

IS selected from a. hydroge -al kyl ; ¢
The t@?m CBLAPREAY TS5} 100h reup slﬂb‘s%qyr Gr @“@h 0 dejdgfined as —

NHCOR-MWREELR & @)CC§ ycl oal koxy, G -C6-al koxy f.
@CS cycl oal kyl 8 ﬂk?anyl G -06-al kyl sul fanyl: and

g. 5 or 6- rrenbered heteroaryl havi ng at | east one

o O B L T B, B R et o

substlﬂ%d’g%f‘a“oﬁflolﬁlllycﬁlbsﬁﬂuwymeﬁ?s it SRIQS taRerfiRMoitrained by the
hydrogen; "b. halogen; c. aryl optionally substltuted

definifipn rpfRhe, mclhmdualn euhstfltumtz thfalablo‘d: S& qup grogpsdifbe &@1” “alkenyl®,

alky?ﬁg,%[al%ﬁr‘ y‘L Pegga{ ¢ at c oa Y, ’hg % gpogfyj%g@ﬁ}l [re]éc(:sj eclal(le S&Ps_n&%ted with

at leagt! doglsib@ftudnit sﬁBdecR?rohﬁﬂhe @r&@g@inbl@tﬁng of ‘l‘ElaC6-€H§SZP ‘C=Cs-Cs-alkenyl*,
roup R3 is selected from 11 WO 2009/ 027283

“Cr-Chines)

b111'ewglomlnnlgas hejcropycdeadigen; 1o 1-harbybnarding “Ci-Co-alkyl
heteroaryl”, “C;-Cs-alkyl cycloalkyl“, “C;-Cg-alkyl  heterocycloalkyl”, ‘“amino”,

EE 19

“ammonium”, “acyl®, “acyloxy*,

[N 19 Y1

acylamino®, “aminocarbonyl, “alkoxycarbonyl®, “ureido”,

“aryl®, “-C(O)OC;-Cs-alkyl”, “heteroaryl®, “sulfonyl”, “alkoxy”, in particular “C;-Cs-

Yh NS SN 19 YN TS Yh NS

alkoxy”, “sulfanyl”, “halogen”, “carboxy”, “trihalomethyl”, “cyano”, “hydroxy”, “mercapto”,

“nitro”, “halogen-aryl”, “lactam”, in particular “y-lactam” or “6-lactam”, and the like.

“Pharmaceutically acceptable salts or complexes” refer to salts or complexes of the
compounds disclosed herein. Examples of such salts include, but are not limited to, salts
which are formed with inorganic acids (e.g. hydrochloric acid, hydrobromic acid, sulfuric
acid, phosphoric acid, nitric acid, and the like), as well as salts formed with organic acids such
as acetic acid, oxalic acid, tartaric acid, succinic acid, malic acid, fumaric acid, maleic acid,
ascorbic acid, benzoic acid, tannic acid, palmoic acid, alginic acid, polyglutamic acid,
naphthalene sulfonic acid, methane sulfonic acid, naphthalene disulfonic acid, and poly-

galacturonic acid, as well as salts formed with basic amino acids such as lysine or arginine.

Additionally, salts of compounds containing a carboxylic acid or other acidic functional
group(s) can be prepared by reacting with a suitable base. Such a pharmaceutically acceptable
salt may be made with a base which affords a pharmaceutically acceptable cation, which
includes alkali metal salts (especially sodium and potassium), alkaline earth metal salts
(especially calcium and magnesium), aluminum salts and ammonium salts, as well as salts
made from physiologically acceptable organic bases such as trimethylamine, triethylamine,
morpholine, pyridine, piperidine, picoline, dicyclohexylamine, N,N’-dibenzylethylenediamine,
2-hydroxyethylamine,  bis-(2-hydroxyethyl)amine,  tri-(2-hydroxyethyl)amine, procaine,
dibenzylpiperidine, N-benzyl-B-phencthylamine, dehydroabietylamine, N,N’-

10



c. Ci-C6-alkyl optionally substituted with at | east
one fluoro; R4 is selected from a. hydrogen, and b.5

wobobnrgder ed heteroaryl having at | east one pCT/EP2008/060884
het eroatom sel ected fromN, Sand O R5 is selected

. froma. G -0C6-al kyl, optional substityted with at |
blsdelps@é%étbl%ﬁlémé?e,tﬂacaﬁap?,owrmst%g{%{fﬁgnnq, .CO!'JvCﬁ%%y@am@snw{nohne, and
ic binincAa Gl dnldlareif OR wherein R is aryl
basic bhvind e oS Wi it argin M X el kyl v,
benzyl oxy; b. aryl-G-C6-alkyl; c. 5 or 6-nenbered

oD S B S R B L A5 oo

to Fofawl&Ppal kyl, hal ogen or Cl - C6-al koxy; d.
C3- C6-cycl oal kyl optionally substituted with phenyl;
e. 3 to 8-nmenbered het & ocycl oal kylOhavi ng a
het eroatom sel ected fram N, S and O\\optionally
substituted witR;an a , f. apylpoptionally
substituted with at folY owi ng groups
i. O-Co-alkyl, ii. al kyl, iii. at
| east one Cl - C6- al bstituted with
a _C6-al koxy c v. G -C6-al kyl
sul fonyl, wvi. HC(O |G - C6-al kyl, vii.
am no- Cl - C6-al kyl wher&;n amino is selected from -NH2,

- NHC1- C6- al kyl, -N(Cl - C6-

N(Cl - C6- al kyl ) (G - C6- al kox_\?{"@“{%@al kyl), and the two

swhstdi uents G - C6-al kyl can be the same or different,
and wherein the two substituents may forma 3 to

g Rrenddsdd Mer ocycl oal kyl with the N to which 12 WO
2Q0RV4J/483 PCT/ EP211118/ 0611884 they are attached to

and whctrcin the hetcrocycl oal kyl is optionally
sbb€iiGsttled with Cl-C6-al kyl or with hydroxy;

c. C,-Cs-alkenyl optionally substituted with C;-Cg-alkyl;
d. —NR6R7;
¢. C3—Cs-cycloalkoxy, C;—Cs-alkoxy;

f. C3—Cs-cycloalkyl sulfanyl, C,—Cs-alkyl sulfanyl; and

g. 5 or 6-membered heteroaryl having at least one heteroatom selected from N, S and
O, said heteroaryl being optionally substituted with C,—Cs alkyl, halogen, or C;—Cs
alkoxy;

R, s selected from

a. hydrogen;

b. halogen;

c. aryl optionally substituted with R;, Ry and/or R;,; and

d. 5 to 10-membered heteroaryl having at least one heteroatom selected from N, S and

O and optionally substituted with C;—Cs alkyl;

or R; and R; taken together form a —C=C-C=C- group-;

Rj; is selected from

11



viii. -N(d-C6-al kyl) (Cl-C6-al koxy-d -C6-al kyl), ix.
5 to 6-nenbered heterocycl oal kyl -G - C6-al kyl having a

waheleppasom selected fromN and 0; x. PCT/EP2008/060884
am do- C1- C6-al kyl, xi. G -C6-al koxy, xii. halogen; g.

5

to 10-menbered heteroaryl having at |east one

hét A¢d9m sel ected fromN, O or S optionally

S

%bﬁélbééﬁtgﬁdv"i th hal ogen; and h. pyridinyl optionally

substitufed with at | east one of the follow ng groups

c. GalCegthy] optianally s@tialtéd/vith iat leastant floefd] - C6- al kyl

whcrcin amno is selected from-NH2, -NHCL-C6-al kyl

or -N(Cl-C6-al kyl)2, wherein the two substituents

ClR, @Bscdddiod fre@n be the same or different, and wherein
the two substituents may forma 3 to 8-nenbered
hethedmgyelandl kyl with the N to which they are attached

d, wh [ h . [ kyl, i [ |
gﬁ}bi?ﬁ ?-al%e(jggo%:ﬁndt ltﬁel'%%ogﬁbg{lﬁaég Leosa{hoy rhgi[(efl;?é%grtnl s%pe%ledyfrom N, S and

V.

- I hydr oxy- G- C6- al kyl ), v. -NH (5-nmenbered
heteroaryl - G - C6- al kyl having as heteroatom0), vi. 5
or 6-nenbered hctcrocycl oal kyl - C1- C6- al kyl havi ng at

eroatom sel ected fromO and N, vii. 5 or
eﬁﬁéﬁ%&&?%i tﬁ@%er ocycl oal kyl

ere having at | east one

hat €r-0gtatkyl spliceatiedubstinned Ritandlchbtopt bdthalfbYowing groups
substituted with hydroxy, -C(OOR wherein R is

C1- C6- &I MKAXYCHRP®Yen or G -C6-al kyl; viii. amino; ix.

- NH( amﬁn@-_@_g(ﬁgo%,!(yl ); X -N(G -C6-alkyl)2; R6 is
selected froma. "G -C6-al kyl optionally substituted

wi t h onie -DIC(OW Whceiox®/ igrol pptionally phiestyhted ptithdhald-alkyl,
substituted with at | east one of the foll ow ng groups

hal &gef"F1'9%¥¢- C6- al kyl , or 13 WO 2009/ 027283

PETASPR]LL 180611884

c. 5 or 6-membered heteroaryl-C;-Cg-alkyl having a heteroatom selected from N, S
and O optionally substituted with C;-Cs-alkyl, halogen or C;-Ce-alkoxy;
d. Cs-Cs-cycloalkyl optionally substituted with phenyl;
¢. 3 to 8-membered heterocycloalkyl having a heteroatom selected from N, S and O
optionally substituted with an acyl group;
f. aryl optionally substituted with at least one of the following groups
1. C1-Ce-alkyl,
ii. perfluoro-C;-Cs-alkyl,
iii. at least one C;-Cs-alkoxy optionally substituted with C;.Cs-alkoxy
carbonyl,
iv. phenyl,
v. C;-Ce-alkyl sulfonyl,
vi. -NHC(O) C;-Cg-alkyl,
vii. amino-C;-Cs-alkyl wherein amino is selected from -NH,, -NHC;-Cg-alkyl,
-N(C;-Cs-alkyl),, N(C;-Cs-alkyl)(C;-Cs-alkoxy-C,-Cs-alkyl), and the two
substituents C;-Cs-alkyl can be the same or different, and wherein the two

substituents may form a 3 to 8-membered heterocycloalkyl with the N to which

12



iii. Cl-C6-al koxy; c. 5 or 6-nenbered heterocycl oal kyl
havi ng a heteroatom sel ected fromO and N optionally

wobdespres ed with O -C6-al kyl; d. C3-Cs-cycl oapkiykr2008/060884
optionally substituted with Rs; and c.

( c2) tlggy\l\% ragqli 0 {i] toe gp(? Wgergmjt %re&egwygfﬂalhy}il%oﬁt@nal?y suqastltuted

8 rrerrbcg,&1 dch@% gfkgp%xc\]v th the N to which they
are attac er e| n e het erocycl oal kyl is

opt i onafil. yN§UbE- alicyt)eéﬁlJﬁataﬂi(o@y—CGGC6-dkklyJ Rs is
| ected f a. hydr C
2& ang’f | Qrg ﬁ‘{lﬁ}e j\]n eﬁ“ﬁ(ﬁ@%ﬁ?{géy ‘Ce- a(fkyl l1iaV1ng a Meteroatorn

d. C(O)@el@te@ﬁba{ﬂq)éhdgand e.-NH2; R9 is selected from
a. C,-Cs-cycloal kyl optionally substltut ed with an

unsubstxi tmtdeeCcCs-@byhl kyl ; b. 5 or 6-nmenbered
heterocg&‘(t @ k]]% havi ng a heteroatom selected fromN
and 0 1Al Py substituted with Cl-Cs-alkyl; c.5 or
6- rrenbedleldalbggngr oaryl having a heteroatom sel ected
fromN and Q optionally substituted wth G -C6-al kyl ;

d 2 phehgmentesd heferoagplchaming a4 feastenethetckepipranelssier ;lfrom N,OorS
3%?ﬁ%&%ﬁ%ﬁﬂe&YA%[O%§%27222| Pt EP211118/ 0611884
c h. plridibyladpkionally substytased;with at least one of the following groups
1. halogen,
it. C;-Cg-alkyl,
iii. amino-C;-Cs-alkyl wherein amino is selected from -NH;, -NHC;-Cg-alkyl
or -N(C;-Cs-alkyl),, wherein the two substituents C;-Cs-alkyl can be the same
or different, and wherein the two substituents may form a 3 to 8-membered
heterocycloalkyl with the N to which they are attached to and wherein the
heterocycloalkyl is optionally substituted with C;-Cs-alkyl or hydroxy;
iv. -NH(hydroxy-C;-Cs-alkyl),
v. —NH-(5-membered heteroaryl-C;-Cg-alkyl having as heteroatom O),
vi. 5 or 6-membered heterocycloalkyl-Ci-Cgs-alkyl having at least one
heteroatom selected from O and N;
vil. 5 or 6-membered heterocycloalkyl having at least one heteroatom selected
from O and N optionally substituted with hydroxy, -C(O)OR’ wherein R’ is
C;-Ce-alkyl, halogen or C;-Cs-alkyl;
viil. amino;
ix. -NH(amino-C,;-Cs-alkyl);
x. —N(C;-Cs-alkyl),;

R 1s selected from

a. C;-Ce-alkyl optionally substituted with one or two hydroxy groups,

b. phenyl optionally substituted with at least one of the following groups
1. halogen

it. C;-Cg-alkyl,or

13



g. -C(ONH(Cl -C6-al kyl )am no wherein the amno is

-N(CH3)2); and h.-NH2. Any of the above chem ca
w@t@ups28an be optionally substituted. The conpoOiRPH08/060884

according to the invention advantageously inhibit ASK,

preferabké ASﬁi. The inventors could achi eve good

| 50 val-fesCoy eRe particul ar design of the conpounds

accaqr

oo nae b RE ENE Ay T SRR, e g O end N

poptedillysubsituted Mith(adC4-alkylhe experi ments is 30 11M or

|l ess, preferab 20 p.Mor. | ess, re preferably 15 pM

o(la' ﬁé’ggjcy%]\% Y @nﬁ‘ﬁ)%?l@lséwffgi wigh Rg\aﬁ}dor | ess, still

mRr &M S ReRakln B cBMIOT, 4 55, and nore  preferablyl M

or less. It was found by the inventors that by

refining the design of the conpounds in particular

pzéLtions with a selection of chem cal groups as wll

be’&Vi dent fromthe bel ow descri ption advantageous

| GoRydr@danes i n t he nanonol ar range coul d be achieved.

Preferred conpounds of the invention exhibit an | C50

vat GeCofalkyd, g. 900nM or | ess, 700nM or |ess, 500nM or

| ess, 200nMor less, I OOnMor |ess, 50nMor |ess.

The conpounds according to the invention are al so

c lvaRa cihe IR, zad foyn & ietor 8-praibbiedehctarbidyioldatkyy withf the N td Which they

the Li popol ysaccharid LPS) -i nduced TNFa rel ease .

a@?a%ﬂaicﬁe adashagschs é@archlo% ¥l %@Pawéfw@g%t%ﬁﬁégfﬁh Ci-Co-

sgaLi.on. Preferrably the conpounds of the invention

exhi'bit an inhibition of 30%or nore, preferably 40%

or nore, and nore preferably 50% or nore. The dosage

of, a c ound according to the invention applied in

t %ésﬁgg%y‘*§nusually between 10 and 80ng/ kg body

WRighfogenot her dosage that nay be used is between 20

and 60, preferably between 30 and 40ng/ kg. O her in

vibthydraxyd in vivo assays known to the person skilled

in the ant be applied, t show the positive

efngiéagﬁlgﬁénggﬁﬁgﬁ%&Ea%wﬁ?ﬁgmpﬁxéntion and their

r l@Oce,-Coalkvahgus di seases. These nodel s are

apparent and well known to the person skilled in the

f iceNH2: 15 WO 2009/ 027283 PCT/ EP211118 /116118 8 4 In

the foll ow ng, conpounds and conpound groups according

to the invention are described characterized by

p&otis saldcard fsémmuct ural and functional features. Each of

t hese conpound grou xhi bits al so properties ki ng
t Retrbeey Pﬁg&opﬁﬁpglf%m%a?tu&&mm%& }Hb@HES,tR@.ea.CI-C&BﬂWl;
PRI t5i GUbRheniRAL L ﬁ&terdc?abaﬁw Q%gowe@&oyvbhﬂ &RV g@lﬁm and O

by normal experinmentation available to the skille
pepsanlly siibsttuted enthddiGealkyl, he i nvention relates to a

fNFfI rérioéfo e%{ﬂegeldnheete%gar&gf)ﬂqung g%%{egola?oq[ntsgleclzztgcri %lnia NTand O optionally
substituted with C;-Cs-alkyl;
d. phenyl;

Rio, Ri1 and Ry, are each independently selected from
a. hydrogen;

b. halogen;

c. hydroxy;

d. C;-Ce-alkyl;

14



Rl is selected from a. hydrogen; b. G -C6-al kyl; c.
C2- C6- al kenyl optionally substituted with G -C6-al kyl ;
wal2000MR68% ; e. C3-Cs-cycl oal koxy; f C3-Cs-cyclpat/kidoos/nc0ss4

sul fanyl; and g. 5 or 6-nenbered heteroaryl having at

| eagt one heteroatom selected fromN, S and O

oft U§a1aﬁ§?><¥ubstitut ed with O-Cs-alkyl; R is

sglgghged from a. hydrogen;, b. d or Br; c. aryl

opt 1 onal ly substituted with Rlo, R11 and/or R12; and

d.g. 5C(@NH((Q-Gyeaitydjapd ndnethercoathy Ianfman/isn@J (&H:).gaat one

hglbg\h?atom selected fromN, S and O and optionally
Yuted with C1-C6 alkyl; or RL and Rz taken

together forma -C=C-C=C- group-; R3 is selected from

bro and d. CF3;

hl X . jret hyl ; .
Any SFh o386 B eis a9 Peerh ERoRETy NPRGRS 8 4  Ra i s
selected froma. hydrogen; and b. furanyl; R5 is
The G RSh RO S e SRR PR Yty st
The 1ﬁb&f%’r¥%ﬁﬁpwleve| oodqcsg:@'aﬁieg%ythe'ﬁakﬁcu‘ldﬁ"&@@l%f the compounds

wherein R is aryl optionally Substituted wi th
accor@ing @sthglikyantion v. benzyl oxy; b. aryl-Ci-C6-al kyl ;

The 1Csq value of the compounds of the invention measured according to the procedure as
outlined in the experiments is 30 uM or less, preferably 20 uM or less, more preferably 15 uM
or less, even more preferably 10 uM or less, still more preferably 5 uM or less, and more

preferablyl uM or less.

It was found by the inventors that by refining the design of the compounds in particular
positions with a selection of chemical groups as will be evident from the below description
advantageous ICsy values in the nanomolar range could be achieved. Preferred compounds of
the invention exhibit an ICsy value of, e.g. 900nM or less, 700nM or less, 500nM or less,
200nM or less, 100nM or less, 50nM or less.

The compounds according to the invention are also characterized by their positive inhibitory
effect in the Lipopolysaccharide (LPS)-induced TNFa release assay in mice as described in
the below experimental section. Preferrably the compounds of the invention exhibit an

inhibition of 30% or more, preferably 40% or more, and more preferably 50% or more.

The dosage of a compound according to the invention applied in this assay is usually between
10 and 80mg/kg body weight. Another dosage that may be used is between 20 and 60,
preferably between 30 and 40mg/kg.

Other in vitro and in vivo assays known to the person skilled in the art may be applied to
show the positive effects of the compounds of the invention and their relevance for various

diseases. These models are apparent and well known to the person skilled in the field.
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c. 5 or 6-nmenbered heteroaryl-Ci -C6-al kyl having a
het eroatom sel ected fromN, S and O optionally

wo blwsiorgd ed with G -C6-al kyl, hal ogen or C - Geerkim¥3/060884
d. C3-C6 cycloal kyl optionally substituted with
phenyl; e. 3 to 8-nenbered heterocycl oal kyl having a
het eroatom sel ected fromN, S and O optionally

In the:fé Shid b6 I‘%dE aﬁ@ c bu&{ %%8§ Ecc%Fdi%%%f’{ﬂeFlﬂ%nlt%n are described

stitute st one t he OW ng groups
charad:teru@d K%paa{tldnydtr stnulcturqj enﬂ furstiondl-f&Bu@b Kiydch afithese abrnpound groups

eXhlbttf a]g% pLg 1&}&7 m%g}%@%@lyusgﬁ Ifoornalét}f%lasr %Bﬁltl I glteg %£ p%'tlcular medical
indica¥eh§, Qith w1ll/be cvileplt B Gorki-cRpdé¥thentiidn available to the skilled person.
am no- C1- C6-al kyl whéerein amno is selected from - NH2,

- NHC1- C6- al kyl, -N(Cl-C6-al kyl) 2,

i on o PR R e S R S TS s PR BB

Form@lad wikesigi n the two substituents may forma 3 to
8- nenbered heterocycloalkyl with the Nto which they
are attached to and wherein the heterocycloal kyl is

tituted with O -06-al kyl th
dlg%s%&%qf?%s-ll\l(ée%mkyl) alkyl or w

@lhﬁe@nﬁ(oxy G -C6-alkyl), ix. 5 to 6-nenbered
hgtérocy Salkyl C - C6-al kyl having a heteroatom
etedom N and 0, x. amido-G -C6-al kyl, 17 WO

2Q0g/ @%%ﬁéﬁ%lpﬂ{oﬁﬁ%l&é%%@%ﬁ%l ﬁ'alkgpl C6- al koxy,

xi1. hal oge to 10- nenbered roaryl having at
| dasNRghe heteroaton1se|ected fromN optionally

substitute t h hal ogen; and h. pyridinyl optionally
sib fﬁ%dpgg’&#Fﬁ at | east one of the follow ng groups

|f'@ﬁtgg aodk 1 suin@6a@ kyl optionally substituted
with a ? Gynenbégid het er ocycl oal kyl  havi ng at

| gagtor @rﬂ@embwed detererd dlasmgad |dapiopnethetgrdatin selected from N, S and
O optionally substituted with C;—Cg-alkyl;

R, is selected from

a. hydrogen;

b. Cl or Br;

c. aryl optionally substituted with R;, Ry and/or R;,; and

d. 5, 6 or 9-membered heteroaryl having at least one heteroatom selected from N, S

and O and optionally substituted with C,—Cs alkyl;
or R; and R; taken together form a —C=C-C=C- group-;

Rj; is selected from
a.hydrogen;
b.chloro; bromo;
c.methyl; and
d.CFs;
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iii. 5 or 6-ntnbcred heterocycl oal kyl having at | east
one heteroatom selected fromO and N, iv.

wo Mdobydsoxy- C- C6-al kyl ), v. -NH (5-nmenmbered PpCT/EP2008/060884

heteroaryl G -C(,-al kyl having as heteroatom0), vi. 5
nbered het er ocycl oal kyl - C1- C6- al kyl having at

I @aé% r% d f5iPer oat om sel ected from0 and N. vii. 5 or

6-, gfﬁdmggterocycloalkyl havi ng at | east one

hét er oat om sel ected from 0 and N optionally

sbbétrartylit ed wi th hydroxy, -C(O OR wherein R is

Cl- C6- al kyl, hal ogen or G -C6-al kyl, viii. amno, is.

-NH(ami no- G- C6-al kyl), X -N(G -C6-alkyl)z; R6 is

s@.e¢tddidd @ema. C - C6-al kyl optionally subst ituted
with one or two hydroxy groups, b. phenyl tionally

s @bst-Crutkerd omlcmallmsubs@agcd with ableastione fo)thIe(f lowging igoeHps

i halo% ho Co-al kyl, or iii. G -C6-al koxy; c.

5 o0r 6 é’?%g Wéter ocycl oaI kyl having a heteroatom
sel ect eldcf]mmu{bxgnd N optionally substituted with is
Cl- C6- al k&ﬂ Csah];d(cl oal kyl optl onal ly

subst i tlit-BEIGHODR’ Rbercinly is@ryl.optiepally SR@%ﬁ@tﬁéwhrCI -Ce-alkyl,
equal s , is a. hydrogen or 18 WO

2009/ oé‘%i‘?ﬁz’g@@znns /116118 8 4 b. Cl - C6-al kyl ;

oib. ayl-B6-GarudkyR7 can forma 3 to 8-nenbered

het er oc cIoIkI Wi th which they are

At ACHCTEEOSHY %@P@WEM A L dpyioga E%IPWOH? gelected from N, S
OQE& fo)‘lal%“gﬁ)"sﬁttu%gde\gltl‘l‘c oA gﬁ(ﬁmalc%ehﬂr kS '11§0xy;

sel ect from a.hydrogen;
d. C3-Cs cycloalkyl optionally substituted w1th phenyl

¢. 3 to 8-membered heterocycloalkyl having a heteroatom selected from N, S and O
optionally substituted with an acyl group;
f. aryl optionally substituted with at least one of the following groups
1. C1-Ce-alkyl,
ii. perfluoro-C;-Cs-alkyl,
iii. at least one C;-Cs-alkoxy optionally substituted with C;-Cs-alkoxy
carbonyl,
iv. phenyl,
v. C;-Ce-alkyl sulfonyl,
vi. -NC(0)C,-Cs-alkyl,
vii. amino-C;-Cs-alkyl wherein amino is selected from -NH,, -NHC;-Cq-alkyl,
-N(C;-Cs-alkyl),, N(C;-Cs-alkyl)(C;-Cs-alkoxy-C,-Cs-alkyl), and the two
substituents C;-Cs-alkyl can be the same or different, and wherein the two
substituents may form a 3 to 8-membered heterocycloalkyl with the N to which
they are attached to and wherein the heterocycloalkyl is optionally substituted
with C;-Ce-alkyl or with hydroxy,
viil. -N(C,-Cg-alkyl) (C,-Cs-alkoxy-C;-Cs-alkyl),
ix. 5 to 6-membered heterocycloalkyl-C;-Ce-alkyl having a heteroatom
selected from N and O,
x. amido-C;-Cg-alkyl,
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c.unsubstituted or substituted G -C6-al kyl wherein the
substitucnt is hydroxyl; d.C(OO G -C6-alkyl; and

we200loiZ283 RO is sel ected froma. C3-Cs-cycl oal kyt/EP2008/060884
optionally substituted with an unsubstituted

G - C6-al I<q34I ., b, 5 or 6-nenbered heterocycl oal kyl

havi ng *& Stetlb@tom sel ect ed from N and 0 optionally

substi tuted wth G -C6-alkyl; c.5 or 6-nmenbered

het er oaryﬁ %%Ill’ng a heteroatom selected fromN and O

ot iSomallDymersbdrsd httatoadylwWiavimeCat Cstabhky Iheteaspdom selected from N

d.phenyl. R o, /[R.1.and R12 are each independent]l
SQBE%‘%%ESPP%HWG%W@HFO@@%;&H%. fluoro, brgm); c.y
h)hdf)%()iﬁ(ri)hyl tiofd 1ty Rbgtlidet witheat 1 st SR AtikOM o wirg groMFNo;

g D) NH(Ci - Co-al kyl )am no wherein the amno is
- N(CH3)-Malogsnd h.-NHZ. I n anot her embodi nent the

i nventi.op rel ates t.0 triazaglopyri.dine ¢ ounds

e 1850} B TSR LS of BB hetcrcycioat
2009/ 02483 aPleddt bR hdtkdRtdd® d1EH84 frffh. NandRS, O Rz \

NNNN Il R R NFormula T-1 wherein R2 is hydrogen or

br ono; 1ii.RB0F §-nagambeegcebetetopyhlenl kv Biget lcashormheigfoatom selected
and from O and N,
iv. -NH(hydroxy-C;-Cs-alkyl),
v. —NH-(5-membered heteroaryl-C;-Cg-alkyl having as heteroatom O),
vi. 5 or 6-membered heterocycloalkyl-Ci-Cg-alkyl having at least one
heteroatom selected from O and N;
vil. 5 or 6-membered heterocycloalkyl having at least one heteroatom selected
from O and N optionally substituted with hydroxy, -C(O)OR’ wherein R’ is
C;-Ce-alkyl, halogen or C;-Cs-alkyl,
viil. amino,
ix. -NH(amino-C,;-Cs-alkyl),
x. —N(C;-Cs-alkyl),;

R is selected from
a. C;-Cs-alkyl optionally substituted with one or two hydroxy groups,
b. phenyl optionally substituted with at least one of the following groups
1. halogen,
it. C;-Cg-alkyl, or
iii. C;-Ce-alkoxy;
c. 5 or 6-membered heterocycloalkyl having a heteroatom selected from O and N
optionally substituted with is C;-Cg-alkyl;
d. Cs-Cs-cycloalkyl optionally substituted with Rg; and
¢. =(CH;),Ro wherein n equals 1, 2 or 3;

R7 i

a. hydrogen or
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c.Ci -C6-al kyl optionally substituted with at |east one
fluoro; R5 is selected froma. Cl-C6-alkyl optionally
woiashrtzg ed with at | east one of the follow ngcyERPS060884

i. O -C6-al koxycarbonyl, ii. G -C6-al koxy, iii.
- R wherein R is aryl optionally substituted
bt}_ﬁ(g) c-alglitkyl ,  iv. benzyloxy; b. aryl-G -Cs-al kyl :

c. 5 or 6-nembered heter oaryl - Ci - C6-al kyl having a
het eroatom sel ected fromN, S and O optionally
s l@bi?tgiandﬂ%d:awifbﬂm @i3- 1os-alcknpkredHetagerlcatkyChtBeha Ncaxyhich they

oitigfachet v BB e ratleR B bt R Mg avin o

hgfgr.0at om sel ected fromN, S and O optionally
substituted with an acyl group; f aryl optionally
substituted with i. C-C6-alkyl optionally substituted

vvlg1 %/Ce 1%amor 5-lactam ii.

rszfl(% X6-alkyl, iii. at |east one G -C6-al koxy
ogtﬁy@fb@bﬁ,y substituted with G - C6-al koxycar bonyl, iv.
phenyl, V. Cl-C6-al kyl sulfonyl, vi. -NHC(O
Clbh@éfQ%Ikal vii. am no-GCi -C6-al kyl wherein amno is

N?é%ﬁ%ﬂtl{ticp{%s&lwgggd @IH%6 a(ﬁ@y %@ém hke ﬁ%ﬂtugg fllﬁ%i}f }%Ré
2@.0H0)20 0H QA8 3artdCT/ EP211118/ 0611884 substitucnts
Cl- C6-al kyl can be the sane or different, and whcrcin
t ke XYW substitucnts may forma 3 to 8-ncmbercd
het er ocycl oal kyl with the Nto which they are
attached to and wherein the heterocycl oal kyl is
oRviiosedddted Sarbsti tuted with G -C6-al kyl or with

hd , Viid. -N(Cl-C6-alkyl) . :

4 € o Vsopdl bR R eitan yrsybottpigd Caf ool
h%t 8r Y HhdRbefyd héterdeheldalleyl hi\@ryg RGheRerbAbAT QM@ from N and O
selected fromN and 0, x. am do-Ci -C6-al kyl, xi.

Coptisnalylsokspituted with Ci-Cs-alkyl;

c.5 or 6-membered heteroaryl having a heteroatom selected from N and O optionally
substituted with C;-Cs-alkyl; and
d.phenyl.

Rio, Ri1 and Ry, are each independently selected from

a. hydrogen;

b. fluoro, bromo;

c. hydroxyl;

d. C;-Ce-alkyl;

e. C;-Ce-alkoxy;

f. cyano;

g. —C(O)NH(C,-Cg-alkyl)amino wherein the amino is -N(CH3),); and
h.—NH..

In another embodiment the invention relates to triazolopyridine compounds according to the

following Formula I-1
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xii. halogen; g. 5 to 10-nenbered heteroaryl having at

| east one heteroatom selected from N optionally
wolsiorgd ed with hal ogen; and h. pyridinyl opbimredobsocosss

substituted with at | east one of the foll ow ng groups

i. halogen, ii. Cl-C6-alkyl_optionally substituted

wth a 5 or 6-nenbered hegfereocycl oal kyl having at

| east one heteroatomgel ected frorg0 and N, iii. 5 or

6- menmber ed het er ocycl galfKyINh Vi | east one

het er oat om sel ect ed r I V.

- NH( hydr oxy- G- C6- al kyl3), v. -NH (5-nenbered

het er oaryl - G - C6- al kyl hayi n la% het eroatom 0), vi. 5

or 6-ntrbered het er ocycl ohP M &L cs-al kyl having at

| gastei®@ne heteroatom selected fromO and N, R6 is

selected froma. Cl-C6-alkyl optionally substituted

wiRz s laydlsogen or\meerhgidr oxy groups, b. phenyl optional ly

substituted with at | east one of the foll ow ng groups

i. halogen, ii. G-C6-alkyl, iii. Cl-C6-alkoxy; c. 5

OIR;6s satsvael fesinhet er ocycl oal kyl havi ng a het er oat om

selected fromO and N optionally substituted with is

cie- oglragdey| ; d. C3- Cs-cycl oal kyl optional |y

S [ Kt with Rs; and c. -(CH2)"R9Owherein n equals

15}59%16%{{’3%&21 WO 2009/ 027283 PCT/ EP211118/ 0611884 R,

i £.@-Chyidylageiondiy substitGCled Gathadtdydst ohanflagrot her

enbodi nent the invention relates to triazol opyridine

conmpounds according to the followng Formula 1-2 HN

R@g% Lele PR,

a. C1-Ce-alkyl optionally substituted with at least one of the following groups

1. C;-Cg-alkoxycarbonyl,
it. C;-Cg-alkoxy,
iii. -NHC(O)R” wherein R’ is aryl optionally substituted with C;-Cg-alkyl,
iv. benzyloxy;
b. aryl-C;-Cs-alkyl;
c. 5 or 6-membered heteroaryl-C;-Cg-alkyl having a heteroatom selected from N, S
and O optionally substituted with C;-Cs-alkyl, halogen or C;-Ce-alkoxy;
d. C3-Cs cycloalkyl optionally substituted with phenyl;
¢. 3 to 8-membered heterocycloalkyl having a heteroatom selected from N, S and O
optionally substituted with an acyl group;
f. aryl optionally substituted with
1. C;-Ce-alkyl optionally substituted with a y-lactam or 6-lactam,
ii. perfluoro-C;-Cs-alkyl,
iii. at least one C;-Cg-alkoxy optionally substituted with C;-Cs-alkoxycarbonyl,
iv. phenyl,
v. C;-Ce-alkyl sulfonyl,
vi. -NHC(O) C;-Cg-alkyl,
vii. amino-C;-Cs-alkyl wherein amino is selected from -NH,, -NHC;-Cg-alkyl,

-N(C;-Cg-alkyl);, N(C;-Ce-alkyl)(C,-Cs-alkoxy-C;-Cs-alkyl), and the two
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R N Formula 1-2 wherein R, is selected from a.
hydr ogen; b. hal ogen; and c. Cl-C6-al kyl optionally
woweshrihei ed with at | east one fluoro; R5 is sel/Eri068060884

froma. Cl-C6-alkyl optionally substituted with at

I t f the foll i

a - C6- kiRt Uﬁ%am"yﬁ“cgr? BB PR, different. pdopbyigin the two

V\’”ere' it tarﬁ ?ﬂﬂt' [Het 1oMKy N with the N to which
@}ﬂg deﬁs enz '{f)oxy gﬁ)lé% }16 & o HSIEVW Ce.N 0 whic

or 6 rrmlmyeiredtt&ftélbé lt(mancj/hvh@reuc&edieb]bcyhhmlhyg 1saopt10nally substituted

het er oat. S dfro S and O optionally

substlﬁﬂggg &P?%yﬁ? W%hg}ﬁ%F% hal ogen or Gi - C6- al koxy;

d. C3- GHi. CN§¢ oel- m&nqeﬁm&ﬁw -Subshikiyted with

phenyl ; nbered hcfcrocycl oal kyl havi ng a

het er oat.ohm é@l@me@daefedorhewrocscm& Ci-6ptallgdahying a heteroatom
substltqr y group; f. aryl optionally

subst i ttt'ed dwofnn and - C6- al kyl opt| onal Iy substituted
wi th axyamﬁt@t@pchau(§}l actam 22 WD 2009/ 027283

PCT/ EP211118/ 0611884 ii. pcrfluoro-C -C6-alkyl, iii.
at | eadt Corfes-@koxB- al koxy optional |y substitut ed with
Cl1- C6- gl:k tbonyl, iv. phenyl, v. G -C6-al kyl
sulfon;%:l R‘)ﬁ%@% HC(O) G - Co6- al kyI, Vii.

amg motdllo%rabéwd hwiaﬁfa etlnhaingnat st ehe dicetbdtsranscidstdd, from N
- NHC1 - h{(} 06 aI kyl) 2,
NORToreEY 1 F‘)‘t%Wl gﬁ%»@;? G- o al kyl), and the two

S lﬁbﬁm A oﬁ%ltﬁ%b&hhﬁéh it B&st fife oﬁﬁ@fo% sgf %I%ﬁﬁsm

and erei substituents may forma
8- rrerrbearlmd:bghe,t er ocycl oal kyl with the N to which they

glrote i g;ga@%g % llop Pléadglrs%'bg}ltute V\?lﬁlt £ goo o OaL k1’\éd heterocycloalkyl

having at least one heteroatom selected from O and N,

iii. 5 or 6-membered heterocycloalkyl having at least one heteroatom selected
from O and N,

iv. -NH(hydroxy-C;-Cs-alkyl),

v. —NH-(5-membered heteroaryl-C;-Cg-alkyl having as heteroatom O),

vi. 5 or 6-membered heterocycloalkyl-Ci-Cg-alkyl having at least one

heteroatom selected from O and N;

R is selected from
a. C;-Cs-alkyl optionally substituted with one or two hydroxy groups,
b. phenyl optionally substituted with at least one of the following groups
1. halogen,
it. C;-Cg-alkyl,
iii. C;-Cg-alkoxy;
c. 5 or 6-membered heterocycloalkyl having a heteroatom selected from O and N
optionally substituted with is C;-Cs-alkyl;
d. C3-Cs-cycloalkyl optionally substituted with Rg; and
¢. =(CH;),Ro wherein n equals 1, 2 or 3;
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with O -C6-al kyl or with hydroxy; viii.
-N(G -C6-al kyl) (G -C6-al koxy-G -C6-alkyl), ix. 5to
wo20mebased het erocycl oal kyl - G - C6-al kyl havi necBEP2008/060884
het eroatom selected fromN and 0; x.
am do-C - C6-al kyl, xi. G -C6-al koxy, xii. hal ogen; g.
58735 10- nenbered heteroaryl having at |east one
het sel ected fromN optionally substituted
w%tﬁﬁa %geén; and h. pyridinyl optionally substituted
wibt 61-&-alledist one of the follow ng groups i. hal ogen,
ii. C-C6-al kyl optionally substituted wwth a 5 or
6- menbered heterocycl oal kyl having at | east one
In an$iBErNARIIAR i ehEiat &fioh o1l tadzNopiridine oo SBAREdiRE to the
het erocycl oal kyl having at | east one heteroatom
folloveiag &otreela I2r om 0 and N, iv. -NH(hydroxy-G - C6-al kyl ),
V. -NH (5-nmenbered heteroaryl -C -C6-al kyl having as
heteroatom 0), vi. 5 or 6-nenbered
het er ocycl oal kyl - G - C6- al gXILR‘baVi ng at | east one
hctcroatom sel ected fromO0jand N. R is selected from
a. Cl-C6-al kyl optionally-guQstjtutikd with one or two
hydroxy groups, b. phenyl|_opiio ”I y Bubstituted with
at | east one of the foR}fo NroUps i. halogen 23 WO
2009/ 027283 PCT/ EP211118/ 0611884 ii. Ci-GC6-al kyl,
iii. Cl-C6-al koxy; c. 5 or 6-nenbered heterocycl oal kyl
havi ng a heteroatom sel ected fr 0 and N optionally
substituted with is O -%kﬁm??@d. C3- C8- cycl oal kyl
optionally substituted with R8; and c.
-(CH2) "ROwherein n equals 1, 2 or 3. R8 and R9 are as
alydeecitlef i ned. Conpounds according to Fornula 1-2 as
d?{i.neq (E\t()iofve exhibit an 1C50 of 20M or
3 €CLC

1S S€ rom

a. hydrogen;
b. halogen; and
c. C1-Ce-alkyl optionally substituted with at least one fluoro;

Rs is selected from
a. C1-Ce-alkyl optionally substituted with at least one of the following groups
1. C;-Cg-alkoxycarbonyl,
it. C;-Cg-alkoxy,
iii. -NHC(O)R” wherein R’ is aryl optionally substituted with C;-Cg-alkyl,
iv. benzyloxy;
b. aryl-C;-Cs-alkyl;
c. 5 or 6-membered heteroaryl-C;-Cg-alkyl having a heteroatom selected from N, S
and O optionally substituted with C;-Cs-alkyl, halogen or C;-Ce-alkoxy;
d. C3-Cs cycloalkyl optionally substituted with phenyl;
¢. 3 to 8-membered heterocycloalkyl having a heteroatom selected from N, S and O
optionally substituted with an acyl group;
f. aryl optionally substituted with
1. C;-Ce-alkyl optionally substituted with a y-lactam or 6-lactam,
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| ess, preferably 15 pMor less, nore preferably 10 N1
or less, even nore preferably 5 p.Mor |ess and even

wonvoeopnes erably 1 LM or |ess. Preferred enbodpanb®09660884
t he above Fornula 1-2 arc: 1. wherein R3is d, Br,

-CH3 or, -CF,; 2, vvheg<e|n R3is d, Br, -CH3 or -CF3.
R5 is sePediaw-€rbms Yhpheny! optl onal |y substituted

wi th atl 1 a%?éaét dR&, oéﬁ LIEGXJ %Bt Og\c,i,\ﬂ}pgﬂg ﬁlEleSwuﬁ C% -Co- a]lToxgcarbonyl

G -C6 -a Ky east” one CI™-Co oxy optiona
subst i tutpbenydi t h Ci - C6- al koxy carbonyl, iii. -NHC(O

Cl - C6- al kyl - C6-al kyl) 2, v. 5to 6- menber ed
het er ocy FgéTahéVlsﬁlf\l -al kyl having a heteroatom

sel ect g4 N andy@yloptional |y substituted with
O - C6- al kyl G{%l égen]%yr Cl - C6- al koxy Vi .

Ci - C6- alikarino- CNCB -alkirhivbereny anaimd ipsclpgred &pmHNH,, -NHC,-Co-alkyl,

7ol 1 ow B et oimep ! NG By SaanaRi g cbBlhs cppedhe ovo

Wi th asﬁbs}ﬁltueﬁtsnerf%faﬂ@l leeh eeody Gamal dfrydilffe'fb@‘tfl ad &herein the two
| east one heteroatom selected fromO and N, ii.

5
6- menberRitysalSEPBLiPEN el toyd-meabcrrg heteroeysipelighwith the N to which
het
) ﬁlH—e E g n‘&?bé ?1 é[%&%g goe Fl%(g Wl%&?ﬁl%é@tﬁfé&)}}cbﬁlk\yl 18 optlonally substituted

het er oatithnd QY- aﬂ@ﬂoﬁNﬁtRﬁQ&bﬁ)ﬁ?ZSB PCT/ EP211118 /O 6 0
884y, r _6- red hctcr cl oal kyl - C1- C6- al kyl

havi ng Vat Né(gls?6 éﬁm&r rag% %lgi"éd fromO and N.

R6 is sel eCtedstioefed %&u@%uta ed, €z ahithg £ hotoroat
phenyl optionally suebst itute v?/i 't.k? 6ea§§i one % e croatom
f ol | owselgctgd GopsN and Chal ogen, preferably F, O, ii.

Cl-C6-al kyl, ij.i. - C6- al koxy, c. 6-nenbered
hctcr o&‘y%‘%lﬁiﬁr(ﬁvp'ﬁ]ﬁa’ng a heteroatom selected fromO

and N i C,-Cs-alkoxy,
xii. halogen;
g. 5 to 10-membered heteroaryl having at least one heteroatom selected from N
optionally substituted with halogen; and
h. pyridinyl optionally substituted with at least one of the following groups
1. halogen,
ii. C;-Cs-alkyl optionally substituted with a 5 or 6-membered heterocycloalkyl
having at least one heteroatom selected from O and N,
iii. 5 or 6-membered heterocycloalkyl having at least one heteroatom selected
from O and N,
iv. -NH(hydroxy-C;-Cs-alkyl),
v. —NH-(5-membered heteroaryl-C;-Cg-alkyl having as heteroatom O),
vi. 5 or 6-membered heterocycloalkyl-Ci-Cgs-alkyl having at least one

heteroatom selected from O and N;

R 1s selected from
a. C;-Ce-alkyl optionally substituted with one or two hydroxy groups,
b. phenyl optionally substituted with at least one of the following groups

1. halogen
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optionally substituted with G -C6-al kyl; d.
C3-Cs-cycl oal kyl optionally substituted with

wéheodo228Xyl . 3. wherein R3 is O, Br, -CH3 OpCHEPBIS/060884
R5 is selected from a. phenyl optionally substituted

W|th am no Gq@ al kyl wherein amno is selected from
- NH2 - il'l6 31- C6-al kyl, iii.-N(Ci-C6-alkyl)2, and
|v 5 ¢ & O};ed hetcrocycl oal kyl havi ng as
het er oat om ; b.pyridinyl, c.and
pyr |5domé(ﬁadﬁﬂaeaéd@d:tprocﬁﬁoalkylsmw echetaroatom. selected from O and N

| k ptlon A tituted wwth i.hydroxy, or
i |°p@@yaﬁv1{%%§‘§zt dWE)t ?Zé % @Vé’l oal kyl; c. -CH2R9
W'aecgog ck8loh ?rg’pt%al Gy GltRadukadl with Rgsa%dpr eferred

enmbodi ments of the invention preferably exhibit an

| €50((dh)Ropilictsin hegeals Igtefrably | Mor |ess, nore
preferably 0.9 pMor |ess, even nore preferably 0.5 M
or |less, even nore preferably 0.3 pMor less and

SRslahd R @fcdsabye Qeflne@M or | ess. 25 WO 2009/ 027283
PCT/ EP211118 /116118 8 4 I n another enbodi nent the

invention relates to triazol opyridine conpounds

a

SRR KRolffy i SLER9 EOUI g S ey g 200 o
f nem) praferdbyy i Hg®Nor less, more preferably 10 uM or less, even more preferably 5

uM or less and even more preferably 1 uM or less.

Preferred embodiments of the above Formula I-2 are:

1. wherein Rj is Cl, Br, -CH3 or —CF;;,

2. wherein Rz is Cl, Br, -CHs or —CFs;.

Rs is selected from

a. phenyl optionally substituted with at least one of the following groups
1. C1-Ce-alkyl,
ii. at least one C;-Cg-alkoxy optionally substituted with C;-Cs-alkoxy carbonyl,
iii. -NHC(O) C;-Cg-alkyl,
iv. -N(C;-Cg-alkyl),,
v. 5 to 6-membered heterocycloalkyl-C;-Cs-alkyl having a heteroatom selected
from N and O optionally substituted with C;-Cg-alkyl, halogen or C;-Cs-
alkoxy
vi. C;-Cs-alkoxy,
vii. halogen; and

b. pyridinyl optionally substituted with at least one of the following groups
1. C;-Cs-alkyl optionally substituted with a 5 or 6-membered heterocycloalkyl
having at least one heteroatom selected from O and N,
ii. 5 or 6-membered heterocycloalkyl having at least one heteroatom selected
from O and N,
iii. -NH-(5-membered heteroaryl-C;-Cs-alkyl having as heteroatom O),
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b. unsubstituted G -C6-al kyl; c. C2-C6-al kenyl
optionally substituted with G -C6-alkyl; d. NR6R-,;

w@200003upst i tut ed C3- C8-cycl oal koxy, f. unsubspdt/EbR0s/060884
C3- Cs-cycl oal kyl sul fanyl; and g 5 or 6 nmenbered

het er oaryl havi ng | east one roaf o sel ect ed
from NIV-S3aRg © @%@%qr% thO%B@flfﬁ 1dar-4kylh heyyinggat least one

aI kyI é%aqa% gggag(@ﬁoﬁog[l@@g R5 is selected from

optional Iy substituted with at |east
oﬂ?e méeletdtmi ﬂrmhl owi ng groups i. O -C6-al koxycarbonyl,
ii. G -C6-al Y, i NHC(O R wherein R is aryl
o&iwaﬁ9&§§§x196t%‘fyéd with G-Ce-alkyl, iv.
begn ZMieﬁ%Vopt%nal%Mib‘s@ute@Gmﬁ{ Kebast 6ne Sf tBE fcﬁl‘o%ﬁ? BFRPs

het er oar yl al kyl having a heteroatom sel ect ed

f rom Ni I8loggncprofeebly br@l. | y substituted with

G - C6- Zi1| §yIC Iogen or Cl-C6-al koxy; d. C3-C6

cycl oal'kyl 6pt Yonal | y substituted with phenyl; e. 3 to
8- menbeii &t - oéealgﬁgeycl oal kyl having a heteroatom
selected fromN, S and O optionally substituted wth

aﬁ ayrentresndp heteragygloalsst ﬁmﬁ@& § Beprentopyselgcigit flome O and N
1 11884 i. Cl-C6-al kyl
opt | %Q%PW%H?%B{J\EE%&w@ 3 y- 1 act alm or 5-1 a?t a¥n

Iid. @eChdcudoak @ opbonallkyubstituted .with C|-Egatkybne

C- C6-al koxy optionally substituted with
G - C6- al koxycarbonyl, iv. phenyl, V. d-C6-alkyl

syl mgﬁé CfGI\éICI B}\Il—@f{p))r Cefp-al kyl, vii.

am no- Cl al kyl” wherein amno is selected from - NH2,
- R seCBtaal kg, - N(Gi - C(, - al kyl ) 2,

Sty aiobed Sehstied W B -l b gy plign S selocted

apdmvherein the two substituents may forma 3 to
8- menber ed heterocycl oal kyl with the N to which

1.-NH,,

i1.-NHC;-Cg-alkyl,

1i1.-N(C;-Cg-alkyl),, and

iv. 5 or 6-membered heterocycloalkyl having as heteroatom N or O;
b.pyridinyl;
c.and pyridin-C,-Cs-alkyl;

R is selected from

a. C;-Ce-alkyl optionally substituted with
L.hydroxy, or
11.C;-Cg-alkoxy;

b. Cs-Cs-cycloalkyl;

c. —CH3Ro wherein Ry is C3-Cs-cycloalkyl.

These preferred embodiments of the invention preferably exhibit an ICsq of 5 uM or less,

preferably 1 uM or less, more preferably 0.9 uM or less, even more preferably 0.5 uM or less,
even more preferably 0.3 uM or less and still preferably 0.1 uM or less.
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they are attached to and wherein the heterocycl oal kyl
is optionally substituted wth G -C6-alkyl or with
woyawoxpss viii. -N(Cl-C6-al kyl) PCT/EP2008/060884
(Cl - C6-al koxy-Cl -C6-al kyl), ix. 5 to 6-nmenbered
In an(ggqt:rer otéé?r{n&g klﬁll(q)gng%ioggel%eb | rggglle{)]gr ng%{;}]go%%tdgégcording to the
ﬁﬂk“ﬁﬂggﬁﬁﬁ&gﬁxy, xii. halogen; g. 5 to 10-nenbered
eteroaryl having at | east one heteroatom sel ected
fromN optionally substituted with hal ogen; and h.
pyridinyl optionally substituted with at |east one of
the follow ng groups _i. fial ogen, Gii. Cl-C6-al kyl
optional Iy substitutef: A 5 ol 6- menber ed
het er ocycl oal kyl  havin at\Jéﬁ$$ offe het er oat om
selected fromO and N, iiY¥. B or 6-ncnbered
het er ocycl oal kyl havi ng at | east one het eroat om
selected fromO and N, iv. -NH(hydroxy-C C6-al kyl),
V. -NH (5-nmenbered het er ogphul£l3C(, - al kyl havi ng as
hetergatom 0), vi. 5 or 6-nenbered
hetherdeycl oal kyl - C1- C6- al kyl having at |east one
h ected fromO and N. In another
eﬁ%g%%%%%¥f¢ﬁ% invention relates to triazol opyridi ne
canpaliogts; according to the followng Fornula 1-4 27
Mg 2009/ 027283 PCT‘ P211118 /116118 8 4 R Ol NR5
FBROptEuted £1- in Rl is selected froma
unspbgt | i - 08~ : . - 6~ enyl optionally
SRt LS e, B el

substi

ituted wt
d. —NR6R7;

¢. unsubstituted Cs—Cs-cycloalkoxy;
f. unsubstituted Cs—Cs-cycloalkyl sulfanyl; and
g. 5 or 6 membered heteroaryl having at least one heteroatom selected from N, S and

O optionally substituted with C,—Cs alkyl;

R; is hydrogen or bromo;

Rs is selected from
a. C1-Ce-alkyl optionally substituted with at least one of the following groups
1. C;-Cg-alkoxycarbonyl,
it. C;-Cg-alkoxy,
iii. -NHC(O)R” wherein R’ is aryl optionally substituted with C;-Cg-alkyl,
iv. benzyloxy;
b. aryl-C;-Cs-alkyl;
c. 5 or 6-membered heteroaryl-C;-Cg-alkyl having a heteroatom selected from N, S
and O optionally substituted with C;-Cs-alkyl, halogen or C;-Cs-alkoxy;
d. C3-Cs cycloalkyl optionally substituted with phenyl;
¢. 3 to 8-membered heterocycloalkyl having a heteroatom selected from N, S and O
optionally substituted with an acyl group;

f. aryl optionally substituted with
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d. unsubstituted C3-Cs-cycloal koxy, e. unsubstituted
C3-Cs-cycl oal kyl sulfanyl; and f 5 or 6 nenbered

whedoenpasy! having at | east one het eroat om sel get/£p2008/060884
fromN, S and O optionally substituted with Cl-C6

al kyl; R, 1s selected froma. G -C6-alkyl optionally

subst | tl-JE1e96-akf<vL01&1onﬁlésa§%%SB%¢doWﬂh ﬁéﬂ%@m@ﬁﬂ@ct@%ups

. C - 6658lkexyearhg , 1. C-0C6-al koxy, iii.

- NHC( O Rpé{ﬂher eleﬁl E( ﬂ(?ﬁi aryl optionally substituted

wi t h Ciii.G8labtkone,Ci-Caralkrenantiooxly substiauted wil CCEsallkoxlycarbonyl,
c. 5 or._ 6-nenbered heteroaryl -Cl- C6-al kyl having a

het cr oAY- %% ected fromN, 'S and O optionally

subst i tuted Wik sode- al kyl, hal ogen or G - C6- al koxy;
d. C3-C6 cycloal kyl optionally substituted with

phenyl| vi.eNHE(O0 (B-Greathadr ed het er ocycl oal kyl having a

hct croat.om sel ected from N, S and 0 kona

subst § ol B EREERIL Sl ip B0 SR RGN pNHC-Cenliy
subst i tN{@dCWalkRl)i,. NOC7CR=aM KN, -0ptall@rgld yCsuRsl), tantiedhe two
wth a y-lactamor 6-lactam ii

per f | uskstigentssCalCeplkyl jcan begthe |samst orodiEfersnt. gBidawkergip the two

b enyl Ui GRRIRBE IS, Bl BB H I KE RGN Wi ihd Ko which
Cl - C6- ahdgydre atthdhodyd and iwherch-bic Getetbdoloalldyy is, optionally substituted
arl\rlll—Eg ggthgakak&lyl%?\%f&]drggyﬂa |)2 sel ected from - NH2,

N( G - it akfer 4Gy Qe calck el G-kl ) . and the two
substitlljl%:nt g(ylmg CG-yglqks:décanX e 't he sglgr’e or different,

and whex.eidSn t¢ hentembersiulistarsayclobbyily-Gsaallkmlah8ving a heteroatom
8- nenbere tergcycloal kyl with the N to which they

are at ?%lgﬂggﬁpgﬂgr%gﬂaer ein the heterocycloal kyl is

optional llﬁ,ﬁcﬁ,l.@lscg_gﬂé?,gd wth G -C6-alkyl or with
hydroxy, viii. -N(ClI-C6-alkyl)
(Cl - CoxallGudxyalpxycs- al kyl ), ix. 5 to 6-nmenbered
het er ogy.c| gal kyl - O - G6-al kyl having a heteroatom
x11.”haloger,
g. 5 to 10-membered heteroaryl having at least one heteroatom selected from N
optionally substituted with halogen; and
h. pyridinyl optionally substituted with at least one of the following groups
1. halogen,
ii. C;-Cs-alkyl optionally substituted with a 5 or 6-membered heterocycloalkyl
having at least one heteroatom selected from O and N,
iii. 5 or 6-membered heterocycloalkyl having at least one heteroatom selected
from O and N,
iv. -NH(hydroxy-C;-Cs-alkyl),
v. —NH-(5-membered heteroaryl-C;-Cg-alkyl having as heteroatom O),

vi. 5 or 6-membered heterocycloalkyl-Ci-Cg-alkyl having at least one

heteroatom selected from O and N.

In another embodiment the invention relates to triazolopyridine compounds according to the

following Formula I-4
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sel ected fromN and 0, x. am do-C -C6-al kyl, xi.
Cl- C6- al koxy, xii. halogen; g. 5 to 10-nenbered

whedoenpasy! having at | east one het eroat om sel get/£p2008/060884
fromN optionally substituted with hal ogen; and h.
pyridinyl optionally substituted with at |east one of

the followi ng groups i. Halogen, gi. C -C6-alkyl
optionally substituted w N5 orll 6- nenber ed
het er ocycl oal kyl  havi ng_at 1 Sasi” orf het er oat om
selected from0 and N, iV HNor '6-nenbered

het erocycl oal kyl having at | east one heteroatom

selected fromO and N, iv. -NH(hydroxy-C C6-al kyl),
V. -NH (5-nmenbered heteroaryl -G -C(, -al kyl having as

heteroatom 0), vi. 5 or 6EW§5_?d

het er ocycl oal kyl - C1- C6- al ng at | east one

het eroatom sel ected from 0O and N, Preferably these
conmpounds exhi bit an 1C50 of 20 [LM or | ess,

prefEtbl yI 5 Mor less, nore preferablylO RMor |ess,

evens M gdrhgherably 5 pMor less. A preferred
enbodi ment of the above Formula 1-4 is where Rl is an

ursussbstituicd €1 X-sradllier ed het er oaryl havi ng at | east

20067 5o 70na) PP EHBT WPt BIEC s W ims 'S col ect ed

f comNR,Rphenyl optionally substituted with at | east
one of the follow n roups i. C-C6-alkyl, ii.
pé ﬂmaylbﬂﬁw@rif%camgwa, koxy} i . C1- C6-al koxy; iv.

G .- Co- M. X pyridinyl optionally

sﬁb‘g?slu?%tﬁgtéé{vcft% %{L%a(ggg?mcf)%gﬂoagdt he fol | owi ng groups

I £G or 6 meBibered heteroaryl having at least one heteroatom selected from N, S and O
optionally substituted with C,—Cs alkyl;

Rs is selected from
a. C1-Ceg-alkyl optionally substituted with at least one of the following groups
1. C;-Cg-alkoxycarbonyl,
it. C;-Cg-alkoxy,
iii. -NHC(O)R” wherein R’ is aryl optionally substituted with C;-Cg-alkyl,
iv. benzyloxy;
b. aryl-C;-Cs-alkyl;
c. 5 or 6-membered heteroaryl-C;-Cg-alkyl having a heteroatom selected from N, S
and O optionally substituted with C;-Cg-alkyl, halogen or C;-Ce-alkoxy;
d. C3-Cg cycloalkyl optionally substituted with phenyl;
¢. 3 to 8-membered heterocycloalkyl having a heteroatom selected from N, S and O
optionally substituted with an acyl group;
f. aryl optionally substituted with
1. C;-Cs-alkyl optionally substituted with a y-lactam or 6-lactam,
ii. perfluoro-C;-Ce-alkyl,
iii. at least one C;-Cg-alkoxy optionally substituted with C;-Cs-alkoxycarbonyl,
iv. phenyl,
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iii.-NH(hydroxy-GC -C6-al kyl). Preferably these
conpounds exhibit an 1C50 of 15 pMor |less, nore

wor@besakd yl O | uM or | ess, even nore preferabpyr/brpbiocosss
or |less, even nore preferably 1 pMor less, and still
nore pr feraﬁ% 0,9 Mor less. In another enbodi nent
the i n\YeErﬂC@ﬁ‘ eyl o triazol opyri di ne conpounds

accor divpg}\]fgtl(fjg@lﬁg{ugﬁyvi ng Formula 1-5 O F22 NON N

R, Fornu erein R2 is selected froma. phenyl
opt i onaiil ymewkSt-Ct-atketwhetem aminatis bdaged tnm -NH,, -NHC,-Cs-alkyl,

unsubstjtuted C- C6- I . unsubstituted

G - o aibag i NG aonyciBE gy Gigtian. and the wo

2009/ 03¢BiuRisT: CEE%R%l%g@g)‘éltggdsam\g oﬂq&%ﬂé@ﬁga andl wherein the two

cyano, or Vii. - ; "an : or 9-nenbere

hgt er oanstitugatsimay @rinat etoohembsesiddstaseryiclogyhwits thady to which
- i f : i tuted, C-Co-al kyl : :

8’ arR§ ltlllegz pa{sr? lélﬁ%%hl%g t%lrejoc? W%F{ﬁ’ung %%Se%e:;ioc%cﬁoalk% 1S optlaonal¥y Substituted

i . am navif ¢ CBz-alkkybr whilehgdrox@m no i s sel ected from

-NH2, - NHCl - Coal @%L’ or -N(Cl-C6-al kgl%Z, and the two

subst i ViibntV6Cicte-ah: HI(QVICH\”‘&SPXV&ln?(aal yPo 8- nenbered

P gt st AR A0, o o

subst i seltedd WotriNGhd G- al kyl, or ii.5 or 6-nmenbered

het er ocycl oal kyl - @g, C6-al kyl ; and c. pyridinyl

opti ondt Mdechistreli¥ed with at | east one of the

fol | owi,NG UrQMRSxy,- C - C6-al kyl optionally substituted

with a 5 or 6-neribered heterocycl oal kyl
xii. halogen;

g. 5 to 10-membered heteroaryl having at least one heteroatom selected from N
optionally substituted with halogen; and
h. pyridinyl optionally substituted with at least one of the following groups
1. halogen,
ii. C;-Cs-alkyl optionally substituted with a 5 or 6-membered heterocycloalkyl
having at least one heteroatom selected from O and N,
iii. 5 or 6-membered heterocycloalkyl having at least one heteroatom selected
from O and N,
iv. -NH(hydroxy-C;-Cs-alkyl),
v. —NH-(5-membered heteroaryl-C;-Cg-alkyl having as heteroatom O),
vi. 5 or 6-membered heterocycloalkyl-Ci-Cg-alkyl having at least one

heteroatom selected from O and N;

Preferably these compounds exhibit an 1Csy of 20 uM or less, preferablyl5 uM or less, more
preferably10 uM or less, even more preferably 5 uM or less.

A preferred embodiment of the above Formula 1-4 is where
R, is an unsubstituted 5-membered heteroaryl having at least one heteroatom selected

from O, S and N;
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havi ng at | east one heteroatom sclcctcd fromO and N,
ii. 5 or 6-nmenbered heterocycl oal kyl having at |east
wo@okehes oatom sclcctecd fromO and N, iii. PCI/EP2008/060884

NH- ( 5- menber ed heteroaryl -G - C6-al kyl having as

heteroatom 0), iv. 5 or 6-ntnbcrcd

het er ocycl oaI kyl - C1- C6- al kyl having at |east one

het er Qat ected fromO and N. Preferably these

cormpounds Ibit an 1C50 of 20 Mor less, nore

praef greapl g»ptlbﬁalm arbstitessl, witlestdeashoneoithe faloabhy ghbOpp M

or less,.and even nore preferably 5 Mor less. A

preferrle(EI1 @ﬁﬁ@?ﬁfnent of the above Forrmula 1-5 is where

R2 is %19}3&%6% -Er-epapyphenyl optional Iy subst ituted

with at least one of the foll ow ng groups .at | east

one unsiiistCeatkexy;C - C6-al kyl, ii. unsubstltut ed

Cl1- C6- al 83%(68 iii.fluoro, iv. bronmo, v. hydroxy, 31

WO 200932798337/ EP211118 /116118 8 4 vi. cyano

vii. -NHilogdn; g anyl; and c. thi enyl R5 is sel ected

froma, unsubstltutedCl C6-al kyl; b. phenyl

0Bt PWHERY hPPSaRal by substEricdivih 4t 1%@1%1 oS- q_fzthfcf@ﬂawmg groups

wher ei ?:gqnm no is selected from-NH2, -NHCLl-C6-al kyl or

-N(Cl - ‘al kyl)z, or ii.5 or 6- menber ed

het er oéiy®t, oal kyl - C- C6-al kyl ; c. pyridinyl optionally

substltuted th at |east one of the follow ng groups

i . Cl- &5} der%‘ﬁf bﬁalaﬁv)substltut ed with a 5 or

6- menber ed heterocycl oal kyl having at |east one

het eroatom sel ected fromO and N, ii. 5 or 6-nenbered
Prefetablyethesymingmiukgd cxthaivi aglGh off é a3tM onéeshanercqatiombly10 pM or less,

even rnolre %ree erabf l\c/i or ?ess even more preferably 1 uM or less, and still more

preferably 0,9 uM or less.

In another embodiment the invention relates to triazolopyridine compounds according to the

following Formula I-5

R 0
oA N’N\>_N)J\R
~=N H 5

Formula I-5

wherein

R, s selected from

a. phenyl optionally substituted with
1. at least one unsubstituted C;-Cs-alkyl,
ii. unsubstituted C;-Cs-alkoxy,
iii. fluoro,

iv. bromo,
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iii. -NH(5-nmenbered heteroaryl - Cl- C6-al kyl having as

heteroatom 0), iv. 5 or 6-nenbered
wahaloeppeys! oal kyl - C1- C6-al kyl having at | east POEEP2008/060884

het eroatom sel ected from 0O and N. Preferably these

conpoundﬁ xhi bit an 1C50 of 20 pMor |ess, nore

pref erab Wﬁﬁgﬂpwlor | ess, even nore preferably 10 | 1M

or less,; d ? Fnre preferably 5 Mor |ess, and even

more preferably 1 hMor less. In another enbodi nent

t he i nwentNHp andl ates to tri azol opyri di ne conpounds

according to the follpw.n ormula 1- N

S 95 B oshored Beroioh FOURT wbPom Flgrohiangn S

wherein R4 is furanyl; R5 is selected from

unsubstituted phenyl; and 5 or 6-nenbered heteroaryl

h&siingglegtedfegrar oat om sel ected from N, S and O A

pref er nt. of the above Forrmula 1-6 is

mﬁewgm‘ﬁggﬁgkpq% lsd from phenyl and 5-nenber ed

het efypapidnahpviigtacheiter oat om sel ected from N, S and

O I n_one enbodinent Rl is hydrogen, furanyl,

pr ef ef-@Bing- %Gaﬁkzl‘yherewmr@nwwgwmfyom uNém -BH( 1~ Coadkyl or

;)rI\EEEZa%&ﬁ%Ik% azol t@lﬁ t9vr0 %H%th F?)é}gilygrrqﬁéiﬂyh f?rrn & 3 to 8-

or Br meR¥beies H&;edm@gbatkyR&lthsthsu b\Ehhdht ﬂié}eﬁke(mttached to and wherein
substlt ted py ne where n t he substjt [

hal ogé¥, e&r%qyekaﬂﬂyysc)pﬂa}la  Subgfit{pd gty hCr-Cialil,”

4- bengpdi oxi n-6-yl, 3, 5-bis (nethoxy) phenyl;

phenyl ; or 4-(nnrpho|oin-4-y| nmet hyl ) phenyl; Either

of RGiidnut mehlberedyldteccg:&nbakkybl(bﬁﬂ?d@lkyl prcef er abl y

YRR Sy PLT SPr PUSLRST s e et

pr ef er aht Y Cj-amUbyionaRY 8HbsIRIEd aﬁtﬁfaes dblYmerhB&B BB¥tocycloalkyl
The remai ning chem cal groups are as earlier defined.

These dovipgahlesstaoe betdiaatpm scledied fromed tand)N ar e
preferabl aract eri

or ef er a]bl ({' ﬂegrhel ergcg%bflﬂ%’ll %Sn%m% er%ltst onef fle%eroatorn selected
Fornul@gnloxmdlez 1-3, 1-4, 1-5 and 1-6 and the

enbodi ments thereof described as preferred my

in fur thetNin(@mambseedhmearieh Loakyd dering ﬁ%h@t@r@atom 0),
i ety , SUbg E‘) by erap %ge\?géﬁ%ﬂﬂl—%lzé%-algﬁf 'h%'hgogts least one

regardlng substituents
heteroatom selected from O and N.

Preferably these compounds exhibit an ICsq of 20 uM or less, more preferably 15 uM or less,

even more preferably 10 uM or less, and even more preferably 5 uM or less.

A preferred embodiment of the above Formula I-5 is where
R, s selected from
a.phenyl optionally substituted with at least one of the following groups
i.at least one unsubstituted C,-Cs-alkyl,
it.unsubstituted C,-Cs-alkoxy,
iii.fluoro,
iv. bromo,

v. hydroxy,
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It was found by the inventors that the conbination of

t hese specific chem cal groups leads to
wé bioanphepyri di ne conpounds exhibiting very gopd/EP2008/060884

i nhibition properties to its target, i.e. the ASK
target, in particular to ASK 1. One structure of the
conpthG%mgbcording to the invention is characterized
by cy {oqhﬁyl aryl —or heteroaryl groups for Rl or R2

and R5 mhereln t he remai ni ng chem cal groups are as
déffureegll; abdve. Yet another structure is a substituted
cyc%& | kyl, a substituted aryl or a substituted

ryI group for RL or R2 and a substituted aryl

or heteroaryl group for R5 wherein the substituent is
defi ned as above. 33 WO 2009/ 027283
P®$Mﬁﬁkmkﬁﬁgﬂ0611884 These structures of the

ou to the invention exhibit good
n? uﬁgﬁﬁmggpé% rflgBf]'arget ASK, in particul ar ASK1,

wm,l plenybogtvna Dy sufstigned Wigh advant ageous | CSO val ues as
exenplified in the experinental section bel ow

Mor eobiinostichs-elsipthieiald amaevipisiactedyeom riHyl NHCjrCgalkyl or
i nhi bi n_vivo assays as cxenplificd by the
LPS-lggg #%Eg rglease assay. In this assay it
coulduban&h@mmmmhdmcmﬂnpohumgl@oé@&ﬁgmg to the

|nvent as d d in this section ch racterlzed by

¢ et paNal bsbyiitued o4 rRg AR 01 B FIEFP U

in vive ¢ngibi Q@tlongfl @Ebétﬁﬁ% w@tlﬂodug oflg(yﬁlerHB&E@ 'h@tk%l@égcloalkyl
at |east about50% tlcu arly good results coul
achlevé@vmgahbaﬂmmohnwsmuﬁnsﬁenuhﬁemﬂbamdhkcord|ng to

Formul a. 1- nd For t hi eve

Vv i i B i dalah bohe Fest wiailglofipm sclected

| east aRWD 4%, nore preferably at |east about 45%

and even nore prcfcrably at |east about 48% A

parti cui. aﬁ\Iijﬁmth@redchﬂmowHQHCs -afiydhavng ps heteropipm O),

- NR6R7 . mn h

menber &4 RetSy 8 %/Iijlbel‘%(fl ;%eg?r??ygﬁoa%@l?%/ lqujx{a/l %avmgl at least one

posi t i aBtcRAatdrhaélc@dhirbhitOand Nn vi vo |nh|b|t|on of at

| east about 43% preferably at |east about 48% The

structural notif as described in the above section may

e

Prefe Rk BRAP I, 2 SNEORek Py pRTEHES SR or less.
even pairt ipeaftrablyatly aM ageeuss cven mope plcfaraslo T vy br dessund even more

Rg and/or a furanyl for Rl and/or a pyridine for R5.
preferahlynl WYiRSdeds are preferably characterized by

positive I C50 values of e.g. 10More |less, preferably

5Mor less, preferably 1Mor |less, nore preferably of
In an@hdr dvhlordimegstbe amgneee relaros ® prredlepwridiye odmpPoudds Mearding to the
foll ? ]g i tageously, it was found by the inventors
0‘”¥ﬂ% t&?above characterized positions play a

significant role in the positive inhibition effects of

the inventive conpounds to t he target ASK The

invention is further cxe rJ'C Oy the foll owi ng

triazol opyridi ne conpogfidd” s»-N/u\

N

R,

Formula I-6
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N-[5-(3-furyl)[1,2,4]triazol o[1,5-a] pyridin-2-yl]-2-ph
enyl acet am de;
woNdodntBs uryl ) [ 1, 2, 4] tri
i nam de; N-[5-(3-furyl)
,5-alpyridin-2-yl]-4-(tr
etHigfein
SRLiortandi ryl)[1,2,4]triazol o[ 1, 5-a] pyridin-2-yl]amn
o) -3-oxgﬁropanoatc;
N-[5-(3-furyl)[1,2,4]triazolo[1,5-a]pyridin-2-yl]-2-nme

Lgﬁé@%&%{@%@gT&%}éﬁt\{‘g‘[eﬁo&%{lgﬁégg % or 6-membered heteroaryl having a
6-hefakgaidin elb&ed ﬁ’oM)’ftS %]ﬁ(?—@ia ]fr] triazolo[ 1, 5-a] pyridin-2
nmet ny -

zol o[ 1, 5- a] pyri di n- 2p¢yi/EPi009b60884
1,2,4]ttiazol o[ |
fl uoronet hyl)benzam de;

a
[
i

-yl ] ni coti nam dc;
[5-(3-furyl)[1,2,4]triazolo[1, 5-a] pyridin-2-yl]am no]-

- but t.c; . . .
A e RRO Shsatoye oyt ss s whervin Rsd eftieted Sppyphenyt and
s-melﬁbaeahytbx}o_a@&m{amga;hetezomh_@@lwtedblﬁbﬁr N1Skh@prrol -2-yl) [
| ,2,4]triazolo [1,5-a]pyridin-2-yl]benzam de;
N-[5-(1Hpyrrol-2-yl)[1,2,4]triazol o[ 1, 5-a] pyridin-2-y

I ony KSR PR SR RTINS, vty e s Bpa Pl et

or -NRsBgnRa bigdrogen, or methoxy-hydroxy-phenyl, preferably 1H pyrazol-4-yl; Rs is

perﬂt%q[rgé;@:ﬁf )éélg%,(iﬁlﬂ:l? i;g(lér)f%elﬁ; %sdi]s hlgslu%gtcl)tlu‘?e[dlo'r %ﬁl?s]tl?l}ltgé g}llr?d-n%e- wherein

the sibsBlehPls %aDéF%l{ol Q}ef%}atb{\; T4 QlOBL, indddVT, | AbBiAddklME ST 3, 5-bis
I nam de; N-[5-(2-furyl)[1,2,4]triazol o[ 1,

(methbxp)| phyaniyti phedyly | drbetmenphdiein-4-yl methyl) phenyl; Either of Rs and Ry is

hydro%x{[i?cézg]g%t(%n%g%’grg%@cl(y)é{oéi:é)ﬁﬁr{mr&%%gfjelgl[o%f csy_c?o]h%X}rrli; gglcrfo_ﬁzekgl Ci-Ce-
alkyl;&l_ C C%ldllf}il,aﬁ)%f)@r[aﬂ)lﬁ TR in%rle' %relféralﬂﬂr CREBAAM AR more preferably

' 6-(3-furyl)[1,2,4]triazolo[ I

isopropy .él]h,gypmg{lmmgzgvm}cml gupH angiad sarlicr defined.
N-[6-(3-thicnyl)[1,2,4]triazolo[1,5-a]pyridin-2-yl]nic
ot i nam dc;

These’\li]dn@cgﬁﬁ b)d’c)bgdl{lﬁ- to2thd |ib¥on@id @ laed refera]lPyhrddtbrizEdydy] an3HI¥E of SpM
t hoxybcnzam dc;

or lespypreferablyrqfryM puless.4) t ri azol o[ 1, 5- a] pyri di n-2-yl]-2-(2
-thienyl)acetamde; N [5-(3-furyl)[1,2,4]triazolo
1,5-a] pyridin-2-yl]cycl opent anecar boxam de;

The dhtjddirgi@ts of Foyrhdla2 14, tIrl, dzl 164, 11-5-aad gy ke the2enibddithents thereof

t hoxybcnzanij dc; . . : :
descrRyg 85 @é@%ﬁﬁ%ﬁ)ﬁﬁheﬂf 1) firthay gredericdserabosiments it sagh phrgypgl moiety
substFRints"NBWeblibed in the definitions regarding substituents above. _

N B-(3-furyl)] 1,2, 4 triazsl ol T 5-a] pyridi n-2-yl]qui no

xal i ne- 6- car boxam de;

It wasN@!ugj_i éi;tﬁfnﬁgﬁ%htﬁaﬁy tb%%%@ﬁm% (té‘[{ b él%lseosljecilﬁc chemical groups leads to
triazo]i‘éﬂyﬁdit(né-o%ﬁ’ﬁpgﬁﬂdfscémﬁﬁi[iﬁg Zef] bodPAMIidn Propleirich itdiiR-tdrogt, ic. the
ni cotil nam adc;
ASK Nrg@, inpatticalioghAMK1) [ 1, 2, 4] tri azol o[ 1, 5- a] pyri di n- 2-yl
] ni coti nam de;
N-[5-(3-furyl)[1,2,4]triazol o[1,5-a]pyridin-2-yl]isoxa
One strattardofahs bexxpeinde accoMih® td fBe fiieyttion ik, Rarhblcric@lZi®) 6fcloalkyl, aryl
1,5-a]pyridin-2-yl]-2,3-di hydro-1, 4- benzodi oxi ne- 6-
or hetegeasply gipupe for Ry ‘or'R; and Rs wherein the remaining chemical groups arc as

deﬁné_}g F?o;]\feg%fe%t géglrron e!sﬁ%tﬂ?e) fist ’azsuﬂsttit{liceﬂzc?}c@({a}kﬁ; gl Qkditelien- Zryl or a
substituted heteroaryl group for R; or R; and a substituted aryl or heteroaryl group for Rs

wherein the substituent is defined as above.
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N-(5-pyrrolidin-1-yl[1,2,4]triazol o[ 1, 5-a] pyridin-2-yl
)nicotinamde; N [5-(3-furyl)[1,2,4]triazolof

wd 2me@}nyy i di n-2-yl ] -3, 5-di met hoxybenzani de;  pCT/EP2008/060884
N-[5-(3-furyl)[1,2,4]triazol o[1,5-a]pyridin-2-yl]biphc
nyl - 4- car boxam dc;
1-(4- chlorophenyl) N-[5-(3-furyl)[1,2, 4]tr|azolo[

Theselstﬁ.l ﬂj(gy ?f e lr&)oﬁlfo%lllcls%%l‘a 3tﬂ9 We ﬁl’t yﬁi ft}hé‘t’)ié@n of the

ury 4]triaz pyr|
targetdA RiKdl rip- parttwtazo‘fx&ﬁ(h,nwﬁ}chclarcﬂn’mmﬁkan the advantageous ICso values as

. [ 5- (3-f [).[1,2 4]tri | 5- d 2- -
exempliiits he i hogmasb Mo B T BT th 18¢) FRBTRG Shov positive
result§ ?&QBM'ortﬂn[ far (n?wfvld ragbayks laszex%}x%h!ﬁ@& ®lyOthe LPS induced TNFa release

5-a] pyridin-2-yl]pipcridi ne-4-carboxam de
aﬁmYZ 2-difluoro-N[5-(3-f
iryl)[1,2,4]triazolo[1,5-a]pyridin-2-yl]-1, 3-benzodi ox
ol c-4- carboxam de; N [5-(3-thienyl)[ |
In this assé} it doadb® fHovar ﬂﬂapydﬂlﬁdLﬂrdg aydolrding @b kH¥aiAl €lRion as defined in this
1,2,4]triazolo[1 ﬁ] ui nol i n- 2 | ni cotinam dc;
F

sectloM_ gtae‘@yéq:dobsémewt@ﬁq% urps 4§ p\at,ha plegve exhibit an in vivo inhibition
of at #Ea['%g%%@&/tr J1(51’/'61 53{3{%%@1&???1@5&%0 Ol,lt 5g%a]Partlcu darl|§{ §oodI fesults could be

achievddawitie eorﬁp@mdd ef the invention according to Forrnula I-3 and Forrnula -4 that may
achlegc!- {él? éﬂ[l égqung} ?t)z(gtg |ro? bf%l ) a‘mag(gltuqxé pre erabbz;1 Za(t)llgast about 42%, more
prefer%biy( z?t lfea'srt ya!bHEtt fl‘ﬁ%? am R04 thofe HldrEdaBgOdiAkdst A8 PP¥EY diNparticular

benzam d
groupMﬁc@ﬂhﬁ@h&dmahydactbmealrb}Q-NRm Wigh Ramnad & [a4 d2fidddt abiosiz ot a 5 or 6

mem@L?daE%t?{pg g Iug &05 0[1 a);nedlr1 é&gjpgen.}(l iI? p&Ti{ifl)lil Rs otlha)t[ e>ihibit an in vivo
inhibition 8F PYlEAs hboud 4344 pperﬂ@ramaeleastubbéw(sm/ycl ohexyl am no) [
1,2,4]triazol o[ 1, 5-a] pyri di n- 2-yl | benzani dc;

N-[ 5- (3 furyl)[1, 2, 4]tr|azolo[1 5-a] pyridin-2-yl]-3-(m

t byl n
The s%u(?%raf E? a%?/%syr%ﬁ_d[lg t}aesal}olw y?c)u[oE gy 4ejverr1 |e%1%a(5]lc%f pgope]rtpi; by
addltlbhzﬁlgﬁb@)s yhdo@naamiod @ hald¥ed &r positions R, or Ra.

{[1- (hydroxynet hyl ) pr opyl ] am no}

[1,2,4]triazol o[ 1, 5-a] pyridin-2-yl)benzam de;

In parlé\lzc[é?p i vl Ya gﬁ%y F?SJ% ﬂaorl)rg%thgl éIJO{lﬁ 't &R, §Rudr alﬁaranyl for R; and/or a

yri enzam
pyridinorfor RutSulc[l 46@{)[)511((531{6_5 pre}fér)llbljz cﬂaﬁ]:ltel‘lzelizbbl' positive ICsy values of e.g.

lOuNNngées]@ ggr{e %hrlly} PH ér g%sp &eégal?lg[lw sn Zn)llolrL %?erfgr%{]g of 0.1 uM or

less and® e@e]nr}}ﬂirleqir&‘el?abw c]f s LSO P hutyl benzam de;
tort-butyl[4 ({ [5-(3-tfuryl)[1,2,4]triazol of

1, 5- a]pyrldln yl]am no } carbonyl)phenoxy] ac etate;

Advat[ltfg%m%éypg ajzl u%é 5{7%@%&?’8%0@2&15{ tlhgza%ove characterized positions play a

significant role in the positive inhibition effects of the inventive compounds to the target ASK

The invention is further exemplified by the following triazolopyridine compounds:
N-[5-(3-furyl)[ 1,2,4]triazolo[ 1,5-a]pyridin-2-yl]-2-phenylacetamide;
N-[5-(3-furyl)[ 1,2,4]triazolo[ 1,5-a]pyridin-2-yl]nicotinamide;

N-[5-(3-furyl)[ 1,2,4]triazolo[ 1,5-a]pyridin-2-yl]-4-(trifluoromethyl)benzamide;
ethyl 3-{[5-(3-furyl)[1,2,4]triazolo[1,5-a]pyridin-2-yl]amino } -3-oxopropanoate;
N-[5-(3-furyl)[ 1,2,4]triazolo[1,5-a]pyridin-2-yl]-2-methoxyacetamide;
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N-[ 6- (4- hydr oxy- 3- met hoxyphenyl )[4 ,2,4]triazolo [ |
, 5-a] pyridin-2-yl]benzam de hydrochl ori de;

wokdobroi8s net hoxyet hyl ) am no] [ 1, 2, 4] tri azol o[ 1pGr/abpys/ie0ss4
di n- 2-yl } benzam de;

N;sx{ﬁ?ﬂ%r%?wié3%-%2[;@@%3&%&@{965;% liaaololt 52
b@e@lﬁq“ Fg?%’h%{ I“E}“azo ol1.3;a {I}P’ljlg enz}élr]ﬁrgm} -4-oxobutanoate;

N%?_@@W_ N - (o 41)(2, 244]tmazab<bl Ofalpy5idad-pyyiJadétamBley| | n

I GOlU I nam ; . .- .
[@et&qeveﬁcﬁ?e(&ﬁypsgmh?oy‘[)[f S APIoA L I AP ETHYS
N Lﬁg @lnl %3[1 QH]LIMQiO%{WSOaﬂbﬁ?dm 2-yl]cyclopentanecarboxamide;

ohex
| 1\12[54 ltH pm@l—b&@[m é]tpyml@[ﬂrﬁ dpytidiniZeitienzamide; N-(5-

TP by I AT BTy i, s
V\@J ?ﬁ@ﬂ{ Q?rfalgﬁyl:)‘grz E]?ﬁé-zbld[@[SO‘Q nicotinamide;

tctrah dr of ur an- Im:thflamno 124]tr|azolo[

1 N5E IQDWY@ F%‘ﬂtr}ququ é@ﬂp}ﬁ{ﬂlﬁ aéll]benzarmde
T?\é_% fff ﬂn @PR@BW ? ML‘E)ILZO:}O[g 54 ;]Hllllﬁﬁoj Ql]tllcotlnarmde

NN-ﬁé-plggnrly%{deqmalaeml mmild&g%yl)biconﬁarﬂdbrl 3zol o[ I

, 5- i din- t

By e S b e Bt R OGPk oy i i - 2-
y'I\]l [B PLhii é;?g?ﬁ@ 4]tr1§'20{1§['1[5°écf{]%&?ﬁlﬁ@l 11'{'1’@&'[1}55)1@&“ noj [

, 2,41 tr 5-a] pyri ni cot | nam de;
ll\l-I\{ -B5-(3- ﬁtryla[_hyl;kt]imazlbllqbyﬁaﬂpmdyﬁ agylhsy)lﬁethoxyﬁ¢mqanndeazol o[
= Il S oti n : . .
(VTSR Ay i tat SRR RS - Shiamt pectanidst 1, 5.
a]NlYJ (ﬂﬁﬂyl?ﬁl}dré]ﬁhé‘zeld[ﬂélﬂ]l%ﬁndm %yl}k?clbf»é’mﬁ{@c%&/&nﬁi@

am no 4] trlazoto[l, I]’1pyr|d|n2yl 1
Ej;(ﬁ teyD[1,2,4]triazolo[1,5-a]pyridin-2-yl]-4-methoxybenzamide;

N-I\;f g}ﬁ aﬁfl%y{u [ﬁ){ rinaépeyr}anq 30 IPsooln[co’tlnamldte“ azol of 1,

NN-p5- ($ﬁﬁ*l@[ﬂ[@@]ﬁha’iﬂwﬂpb a?p}(rtdliﬁ Qlyl]qulnoxahne-6-carboxam1de,
uor onet hyl ) triazolo J ridin-2-

4
y| [ﬁ @bmeﬂlgﬁyﬁ@ny [1,2 4]tr1azolo[1 5 a]pyrl in-2-yl]nicotinamide;

N 0F61 §Xrﬁin%gﬁé§/h)ﬂf% Q?r}lla{ol&{tl 4. %gﬁ&grﬂlﬁ‘%{ﬂc&ﬂ&nﬁd gltriaz

NN F6-(Byinopiemiy )| la2H g zolo[( ﬁFa]b?mmndnﬁﬂIhWtMaﬂmﬂ: 4ltria

I\I-?\f B k%bw‘gk@% ghﬂb)s aim(f{de el qﬁ?r‘)afbfxémkﬂ% ria

LT BBRS R A e Q’-}ﬁ‘]*% s dsbrepsipng o

,¢]11tbpxmmllen [ I ,5-a]pyridin-
N-[5-(cyclopropylamino)[1,2,4]triazolo[ 1,5-a]pyridin-2-yl]nicotinamide;
N-(5-pyrrolidin-1-yl[1,2,4]triazolo[1,5-a]pyridin-2-yl)nicotinamide;
N-[5-(3-furyl)[ 1,2,4]triazolo[ 1,5-a]pyridin-2-yl]-3,5-dimethoxybenzamide;
N-[5-(3-furyl)[ 1,2,4]triazolo[ 1,5-a]pyridin-2-yl]biphenyl-4-carboxamide;
1-(4-chlorophenyl)-N-[5-(3-furyl)[ 1,2,4]triazolo[1,5-a]pyridin-2-
yl]cyclopentanecarboxamide;
N-[5-(3-furyl)[1,2,4]triazolo[1,5-a]pyridin-2-yl]-2,3-dihydro-1-benzofuran-5-
carboxamide;

N-[5-(3-furyl)[ 1,2,4]triazolo[1,5-a]pyridin-2-yl]-3-furamide;
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yl ] ni coti nam dc; N-(6-brono-5-nethyl [
1,2,4]triazol o[ 1, 5-a] pyridin-2-yl)nicotinam de;

wNadobd 283 hydr oxycycl ohexyl ) am no] [1, 2, 4] tri azedmkB2008/660884
]pyrldln 2- yI}nlcotlnanlde N-

4-tert-buty cyclohex Lan1no] ]triazo 0

| 1 @(e‘a}}%ﬁ -f- r@ [9}2 4}]};{?3@8 L harslygidin-2- yl]plper dine-4-carboxamide;

N'2[25611](ﬂt rfo'{;l gg?ﬁct'[‘%%é)]'gfz rél?ﬁ’lg?onlbfl’zlaﬁnrl?g el%l%laz n?lla 1,3-benzodioxole-4-
Nc@&ogmymkpheptylan1no)[1 2, 4]tr|azo!o[} 5- a]pyrldln 2
N (b EReRELy sl B ]Esy”ﬁ%i?ﬁ"@%“ﬁ%eﬂamide;

1 }5 i m}tﬁmﬂd[l% aqhﬂuﬁbﬁlgmﬁﬁ@bmm Bt

(trans- 4- roxycyclohcxyl)an1no][1 2,4]triazolo[1
Wplomrnylzmnw)l In?.4 bripzedotil dealpyridin-2- yl]benzarmde

OlI\Lf gl? ktﬁa@a[‘o‘fyr’i] 3%{-9{1& %gﬂnécé) ina d)e[l 0x1d4] triaz
NN 55-{@1@1%@529@&@“)21@%1&][1 2 4]tr1azolo[1 5- a]pyrldln 2-yl}benzamide;

nmor phal | n- 4-

4] triazol of a r|d|n 2-
ym{%@wm@yl)ammmﬁz%ﬂabmwm%é @HYF%@P@MH@F%@IBM

oSG PR ARl 22k Bk Pl 2

hhiﬁmﬁnymﬂahexylan1no)[l 2, 4]tr|azolo[1,5-a]pyridin-2-
(rmorphalin-4- vy

N%@Cﬁ[tylewoaaﬁ S e U Aol 5@13%%% ey
LSA’ c?rrﬂoﬁé%h&l{lﬂmﬁ‘l Q}éﬂﬁr{dzgloﬁr CEN ﬂdﬂi S

ans (Cpyri di n- 3 [ carb nyI)an1no] 7
(tN [5 [%ﬁﬂ}all)ﬁlelﬂydla)zplo[l 3-adpstridia2 gfl o3 {(nethylsulfonyl)benzamide;

B R e O T
Y\T (5-{[1- (hydrox%methfrfpropyl]armno}[1 ,2 4]tr1azolo[l 5- a]p idin-2- yl}benzarmde

(trifluoronc Jtriazol of n- 2-yl
coY- [@é},hyj{hroxyphenyl [1,2,4]tr1azolo[1,5 a]pyrldln 2- yl]%enzarmde

| l o[ 1, 5-
e S Y T T T
%l]ﬂﬂnﬁl’fd } aZI‘BbﬁJ;[l)Henzyl] carbamate;

B% ridin-2-yl]tetrah dr o- 2H pyran- 4- car boxam de,
W P2 i istsolol basAoyy 7120 4 wobhismepmide: o pyr

ot R ey R gabegl g ) (3005
,SHa@pyﬂcﬂbumﬂhﬂth@mWnnni propyl ) benzam dc;
4-butyl-N-[5-(3-furyl)[1,2,4]triazolo[ 1,5-a]pyridin-2-yl]benzamide;
N-[6-(4-hydroxy-3-methoxyphenyl)[1,2,4]triazolo[1,5-a]pyridin-2-yl]benzamide
hydrochloride;
N-{5-[(2-methoxyethyl)amino][1,2,4]triazolo[1,5-a]pyridin-2-yl } benzamide;
N-{5-[(2,3-dihydroxypropyl)amino][1,2,4]triazolo[ 1,5-a]pyridin-2-yl } benzamide;
N-[6-(2,3-dihydro-1-benzofuran-5-yl)[ 1,2,4]triazolo[ 1,5-a]pyridin-2-yl]benzamide;
N-[5-(benzylamino)[1,2,4]triazolo[ 1,5-a]pyridin-2-yl]nicotinamide;
N-[5-(cycloheptylamino)[1,2,4]triazolo[1,5-a]pyridin-2-yl]nicotinamide
dihydrochloride;
N-[5-(cyclohexylamino)[1,2,4]triazolo[1,5-a]pyridin-2-yl]nicotinamide;
N-(5-{[(5-methyl-2-furyl)methyl]amino }[1,2,4]triazolo[1,5-a]pyridin-2-

yl)nicotinamide;
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N-(3-{[5-(3-f

iryl)[1,2,4]triazol o[ 1, 5-a] pyridin-2-yl]am no}-3-oxopr
wopbppegzam dc; N (3- { [5-(2-furyl)[ 1,2, 4] bci/BERLS060834

[ 1,5 - a] pyrid in-2-yl] am no

1
} - 3-{ %&(6 é@t}e{fnzz%?ﬂe%y@awptojﬂ & bltiigzolo[1,5-alpyridin-2-

§, %&%hﬁi&é 2-yl]am no} -3 oxopropyl ) bcnzani dc;
N-E 5- (i sopropyl am no)-7-(trifluoromethyl)]

I N2[64{4- hyctrzml'pdnpﬂyli{-l &) Ayriazdiont, -a]ypiridini-2-of jbowirdes;

N%\[ E(] ‘fﬁszdzg& [ﬂle ))Q}‘W’ﬁ [gl 4 uor@gﬁ#] %h{y{ﬁﬂ% -jHinicotinamide

@roch®EiY: am no) 7-(trifluoronethyl)[
1, 4]tr|azolo[1 5-a] pyridin-2- yl]nicotinam de;

N.I\{ Bi (@cbgctylamulo)ﬂl Ap truaazl@ﬂlo‘f[ aJpyridin-2- yl]mcotlnarmde

RS R G VGO0 T dUrieaolsl o timridiet isptizepide:
] N2§4- etrdmrﬁwaMWﬁyh Yyeehei detriazolo[ 1,5- a] yr1d1n 2-yl]nicotinamide;
I\HCE cycl ohexyl oxy) 2,4]triazolo yridin-2-vyl

ﬁln@ﬁﬁh&i@meﬂﬂn{ & ()@wqiﬂe&ﬁltraﬁt)ﬁﬂ[}P q]pyrldm 2yl jicdtinamide;

S
ﬁNl{E—FE@lﬂll&IhﬁYpﬁlﬁlhﬁﬁﬁ4—yl)ariunzo][41 ,2,4]triazolo[ 1, ].5: -a]pyridin-2- yl}ben;armde;
t
N PGP RIS T TSRS b E b el - STporidin -
N-ryﬁ ﬁlcganjrhllfdgl )[1,2,4]tri azol o[ 1,5-a] pyridin-2-yl]cyclo
opanecar boxarmi de N[ 5-(3- th| enyl)[ |

, N-f3-{ayclabotyd§riind) ﬁ](mfﬁ‘uommetﬁylyﬂ llbé}uzmaﬂ;é,ﬁ-a]pyrldln-%
rl\nl-yhgfcggngnlf{dgl )[1,2,4]triazol o[ 1, 5-a] pyridin-2-yl]bcnza

NN Ps (ScloUeptyanindd- Altkiflheralcalyly b2 albrd 18] 105-2pytiliacnza
I\I-Yﬂ]elcetlnmldpoxy 3- met hoxyphenyl )[ 1, 2, 4] tri azol o[ 1, 5- a]

N-)fi E?kczgéy%t&ﬁml%p%m gf“ﬁ%?rﬁ?}eﬂ}%’e).ﬁ F) ﬂtrllazolo[l,S -a]pyridin-2-

Zgzl]ﬁicbfm;aﬁﬁbo[ 1,5-a] pyridin-2-yllnicotinam de;
4,1}{ Eﬁé%&ﬁ%&%@é‘” o aﬁ;&%ﬂgl 2aj]g¥arzlol(gl[ln5 2]pyr1]d1n 2-
yly} glc%ﬁﬁ’érﬂ%ﬁazm 4-yl)[1, 2, 4] triazol o[ 1, 5-a] pyridin-2-

enzam N- {5-[(cycl ohexyl met hyl ) anmi no]
[ N-25-Bqoinka- azmdtlwl[l 2 4]tBaz@)qy /S pyridda2HHmiaoinamads; de;
cl.ohex

PI- 1\1 %? ‘ﬁ§3t(-l§§fdg CBT %&y&ﬁw}qﬂ})ﬁ%l%@o[l J-a]pyridin-2-yl}nicotinamide;
W ES)?CS%IH%?A%IOahﬁ]X#&mmO 1,2 élt]‘?r}ag%loop ,3- a]pgrldln -2- Iyl}mcotlnarmde
W |5-@etiralrydri-dd:pyran-3- ylarmno)[l 2 4]tr1azolo[l 5- a]pyrldln 2-yl]benzamide;
N-[5-(cycloheptylamino)[ 1,2,4]triazolo[1,5-a]pyridin-2-yl]-4-(morpholin-4-

ylmethyl)benzamide;

N-[5-(cyclohexylthio)[1,2,4]triazolo[ 1,5-a]pyridin-2-yl]nicotinamide;
N-{5-[(trans-4-hydroxycyclohexyl)amino][1,2,4]triazolo[ 1,5-a]pyridin-2-
yl}nicotinamide;

N-[5-(cyclobutylamino)-7-(trifluoromethyl)[ 1,2,4]triazolo[ 1,5-a]pyridin-2-
yl]nicotinamide;
N-[5-(cyclohexylamino)[1,2,4]triazolo[1,5-a]pyridin-2-yl]-6-morpholin-4-

ylnicotinamide;
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N-[ 7-chl oro-5-(cycl obutylam no)[ | ,2,4]triazolo
[1,5-a] pyridin-2-yl]nicotinam de;
wokdognghbor o- 5- (cycl opentyl ami no) [1, 2, 4] t ri azopol/ErPosideoss4
yr| di n- 2-yl ] ni coti nam dc;

N-.1‘$ m hl I%E}g}})amé%ﬁ[h%ﬁégzg{n[ﬁg) Epyl‘ldln4£t rlf\ZO| o[1,5-a]p
ngtszﬁglém)%{gmrggﬂzgﬁuggﬂ oro[1,2,4]triazol o[ 1, 5-a] py
NN [75 tdytlohoxyBarhimpill Gt lopyblai . fra)fytidy -2yt 3-azotpdplin-4-
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4 ]n1ca1m¢rm[d1,, 5-a] pyridin-2- yl]nicotinan de;

4 | hy!
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ng‘{ -b- 6@ 83@9&r(amrﬁwrpqthzl)mc{qhe&laﬁr@m}*3 a] pyri di n- 2-
X rep RIS BT ARG PSS aridin Sytiseinanidiny i gi n 2
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i\gﬁﬁ Cryglg?artas{;ﬁ%@"ﬁ]%%)Etrla@%e[éa5y¢]pyradlp-&yylﬂtsirﬁfaﬁdm-PH:pyran-4-
ylcambhyhidecnzam de, 39 WO 2009/ 027283
PCT/ EP211118/ 0611884 N-[5-(cycl ohexyl ami no)|
11\2-[54{21 mictytirop-1;&E- by piln2,dltnadlofll J5-Apyridi@-2-yl]nicotinamide
[—,ﬁ‘%‘ﬁ) (met hyl ) am no] met hyl } bcnzami dc;
%9;%‘ exyl am no) [
1N?(34Md Ba{{gl(Hﬁpr@zalmy[)[ﬁz ﬂ?tﬁaiﬂl& 1G-apihyih-cot i nam d
N-[ 5- (cycl ohéxyl am no) | Htrl azol o[ 4

wl]al]nmnr}pmpwl)heqzlal]m@, [(3-
pI,0 cpt :
PXILOEORNAT MRLLEE SRR o pinog-Spigom eszamice
yh\] (ﬁ{[sé(& fuﬁﬂ)’[ﬂﬂiﬁtrfa)tblbﬁlrﬁ-@ﬁiyﬁkiﬁpl-ly[ﬂaﬂihdf}r3 -0XOprop l)benzarnlde
cl ohexyl ami n 2,4]triazol o], 5-a] pyr|
2&%@%@1%%1@16&)[&% 4’]tr1azolo[l 5- a]pyrldln 2-yl]lamino}-3
m no)-7-(trifluoromethyl)[1,2, 4]tr| azo
Io%‘?prébg; 9 |% 2-yl]-2- pyridin-3-ylacctam de
t N- [’@/-c[smds;bybztmnho) 7- (trlﬂuorornethyl)[l 2,4]triazolo[1,5-a]pyridin-2-
5- 1 et hyl propyl)am no]-7-(trifluoronethyl)]
13’%]“&?% PG of 1, 5-a] pyri di n-2- yl]ni coti nam de:

ll\h\g 4f§e§ %ny@’%ﬁh@jw Q%u%r&rﬁé'thylg[q or ARREOW ) F-a]pyridin-2-

triazo a] pyrid
yl]mcotlnarmde

N-[5-(methylamino)-7-(trifluoromethyl)[1,2,4]triazolo[ 1,5-a]pyridin-2-
yl]nicotinamide;

N-[8-(3-furyl)[1,2,4]triazolo[ 1,5-a]pyridin-2-yl]benzamide;
N-[5-(cyclohexyloxy)[1,2,4]triazolo[ 1,5-a]pyridin-2-yl]-2-(3-
methoxyphenyl)acetamide;

N-[5-(cyclohexyloxy)[1,2,4]triazolo[ 1,5-a]pyridin-2-yl]nicotinamide;
N-[5-(cyclohexylamino)[1,2,4]triazolo[1,5-a]pyridin-2-yl]-6-(2-pyrrolidin-1-
ylethyl)nicotinamide;
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yl ] ni coti nam de 1-oxi de;
N-[5-[ (3-hydroxycycl ohexyl )am no] -7-(trifluoromnethyl)[
wd 2009431283 azol o[ 1, 5-a] pyri di n- 2-yl ] ni coti nam per/ke1o08/650884

aci d;
hI 3- hyd | oh J t
oII%' or N %rafnﬁ)[i% {J?ri%%& gﬁ ) ag' a?]?r% kmamha il 22

Ny 7-(trifl thyl)[1,2, 4]t
gﬁrﬁftﬁﬂéﬁl:?{ﬁ%@?%é‘ ﬁmzngl)] 4( {I(dl umog?gil Zlm)[nO) ma%hrlyla

] befs-Zafurylog;2 4]tr1azolo[1 5-a]pyridin-2-yl]cyclopropanecarboxamide;

P IS Lo e )
O)E\QESL? ﬁir}fl‘?ﬂlr? 41]1131/&{2})[8?1 B&é]/_&ﬂﬁiﬁ‘[?—@@l nzamide;

am no trlfluororrethyl)[124]tr|a
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R it D AR BRI E2 Alincolo Ui yrising-s lagearrige:
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o %?%?%i?%ﬁﬁ?ﬁ%ﬁ ﬁ%““?” imﬁi?@% 2pInicotinamide;
p)?‘r[lzoﬁ ﬁn@ymln@{k%14ﬂf€ﬁzqi9 aIyTigiettyllNwEhz ani de:

h I 1,2,4]t I
1(%%5?13’}%}%’?%@1 -Elna%%fhs% Z:E)tl nam }JlerI azolo {
I\I-I\{-_ﬁéd_(H{-byﬂ:z?)lx%yﬁEmuhﬂmﬂﬂ{eﬁyd]ﬁ){/ﬁdlﬁ 24 1 {reh2aide] 1, 5- a]

rdlin-z- - a- - . ‘g .. .
gi%é%[&aglpéqwlmetbyﬁ%@pﬁ%l ﬁbﬂﬁ%ﬂﬁo@é -a]pyridin-2-yl}nicotinamide;
4- N G e hbyloapd Rﬁleglmlho% b 1&1&313@%}@3(1@ ggxyphc

nyl)[ 1, 2, 4]tr| ol o[1,5 idin nzam
W 2lgbeagsd:; PCT/ EP211118/ 0611884 N- [ 5-

(VbAoA %?%@%i?}%@iﬂew Ini
CH- ﬁ@lﬂbﬂﬁS%&S@[&ﬁWlé}ﬁin@ﬂ] 2. 4]triazolo[1,5- a]pyrldln 2- ill]mcotmarmde
l\l—é\sﬁ(cyclopro ylamno trlfluororrethy 4]tria

¢hlgroad-Hepe o@pmt.y@n}mq).[h, Ptiazolo[1,5- a]pyrldln 2- yl]mcotlnarmde
di
NP Sl s R R oremty 22 iopppppige
zol-pf- @se&bﬂﬂy%tﬁlhﬁ) V‘-‘CBI‘OYd)[]l 244]tr1azolo[1 5-a]pyridin-2-yl]nicotinamide;
( rroI|d|n 1-yl et hyl ben
Ng%/ BL-elgrar onp ﬁpmﬁl%}mﬂ@mww@{l@%}mﬁﬂayﬂm&])tu@qr&lde

hy dF{ E&%g{l%iér : ghﬂ}l):ang?cgj 0 f §10?]Tg%eg1g;l)[l,2,4]tr1azolo[1,5 -a]pyridin-2-

Nyl Jbtcotgarhidpy opyl am no) - 7- (trifluoromethyl)[ 1, 2,4]tria
pl?i)g g%llwdﬁxs%llgﬂlpg ernﬁlgiﬂc(glﬂuoromethyl)[l 2,4]triazolo[1,5-a]pyridin-2-
yl]nicotinamide;
N-[5-[(2-hydroxyethyl)amino]-7-(trifluoromethyl)[ 1,2,4]triazolo[ 1,5-a]pyridin-2-
yl]nicotinamide;
N-[5-(dimethylamino)-7-(trifluoromethyl)[ 1,2,4]triazolo[1,5-a]pyridin-2-
yl]nicotinamide;
N-[5-(cyclohexylamino)[1,2,4]triazolo[1,5-a]pyridin-2-yl]-2-pyridin-3-ylacetamide;
N-[5-(cyclohexylamino)[1,2,4]triazolo[1,5-a]pyridin-2-yl]-4-(piperidin-1-
ylmethyl)benzamide;
N-[5-(cyclohexylamino)[1,2,4]triazolo[1,5-a]pyridin-2-yl]-4-(pyrrolidin-1-
ylmethyl)benzamide;
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N-[ 5- (cycl opropylam no)-7-(trifluoronmethyl)[1,2,4]tria
zol o[ 1, 5-a] pyridin-2-yl]-6-
wd giov@ifayd am no) ni coti nam de, PCT/EP2008/060884
N-[ 6- br ono- 5- (cycl opentyl amino)[ 1, 2, 4]tr|azol o[
I di n-2-yl nor p N-4- yIn| m de,

RTEe AN ST A8 AR Do A o AT
ol AT Rl

NN-ES—(wbb@tbéaﬁm}nairﬁl RAfriazalof, frailmyzidin 4] 156- aieﬂlwmi:liddftg}a(ﬁ?de;
- 6- LCO -[5-
e S e e R R e 8 AR eS

I %Aro'i%)@ Wa[rhﬂb]iﬂc%’t%hﬂn@d@ no}

car bon E@p rid pi per azi ne-1-carboxyl at e;
NN-65-(avy lhcméa«mnabhl ][rnazglomj fripzidio?V/156-52pyr i di n- 2-

I X din-1- yl)nmethyl] b enzam d e;
yf%lgﬁ?‘%yg]?(g% xﬁllléldﬁﬁ 1,2,4]triazol o[ 1, 5-a] pyridin-2-
yIN- fﬁgc{yé}ohbm&rﬁﬁlbﬂ@@ Qtr[hz@b[ybgaﬂpy@ﬁlﬂ B@'Iﬂ'nﬁ@hnamlde 1 0X1de

cycl ohexyl am n 1,2,4]triazol of 1, pyridin
yll\§ 1% lﬁqqrpmg}%lzleb 7’r(tflflk10f<?ﬁ1@té¥]1)ﬂa3ﬁ]&éa20i0é} H=4)ppridin-2- yl] 2-

1,2,4]triazol of
1,p%‘-§g'§“§)iy§¥a %%&g]%qéﬁ(ggngm&?ae{far bonyl )pyri din-2-yl
] N- [E[(&Zdthy’lprepylbamma} b{@(‘yﬂmt(&nethyl)[l 2,4 triazolo[1,5-a]pyridin-2-
ﬁ (cycl opropylamino)-7-(trifluoroncthyl)[1,2,4]tria
zé(]B[C?“Bar%lfiEyrl di n-2-yl]-6-[(3- hyd roxypropyl)

a'N E@{lgﬁ lﬂﬁ%?g (trlﬂuorornet }Ill)[l ,2 4]tr1azolo[1 5- a]pzyrldln -2-

opropyl am no) uor onet hyl") 4] triazo
I (yll]mcEtlae}rmylmlebmdQ yl]- 6

(,ﬁ’gf [EayPisr Yt ised r@ifﬂfr%%ﬁ“et?ﬂ@ k3t t%%%éérﬁlpyndm-

) bly lgx\lédtﬁlﬁhl%%ﬁ{lﬂe .aeid@] pyridin- 2-yl]nicotinam de;
9/ 027283 PCT/ EP211118/ 0611884

Nl‘{ $7cblpee- éﬂé%cwcbfmmylpmewl)@mlmﬂélzéﬂh{lqzogo[é]Spay]erdtihn-lz-
ggl c yI nct hyl ) bcnzam de,

N-y%}én clyclg(%’ miug O)[l 2,4]triazol o[ 1, 5-a] pyri di n- 2-

yh\] % c{yé%pf@@mmpﬁ(t@mﬁr&mtw)[nre;zi]uiaz&,lbplnza]p idin-2-yl]-4-

&1 tglocrldln 3-ylamno)-7-(trifluoronmethyl)[1,2,4]t
r Loty lamin)gycHpd oanasnpde,y| 1 ni coti nanidc; N[5

1§\§F§; J&E” ﬁﬂ%ﬁ] g@gi/?)]77_-gt?i'[f@5§2lrn&hﬁ)[i‘h&ﬁﬁﬁé&o[195Ja]pyridin-2-y1]-4-[(2-

oxopyrrolidin-1-yl)methyl]benzamide;

N-[5-(cyclopropylamino)-7-(trifluoromethyl)[ 1,2,4]triazolo[ 1,5-a]pyridin-2-yl]-6-
pyrrolidin-1-ylnicotinamide;

N-[5-(cyclopropylamino)-7-(trifluoromethyl)[ 1,2,4]triazolo[ 1,5-a]pyridin-2-yl]-6-
methylnicotinamide;

N-[6-(4-hydroxy-3-methoxyphenyl)[1,2,4]triazolo[ 1,5-a]pyridin-2-yl]-4-(piperidin-1-
ylmethyl)benzamide;
N-[6-(4-hydroxy-3-methoxyphenyl)[1,2,4]triazolo[1,5-a]pyridin-2-yl]-6-
methylnicotinamide;

N-[6-(4-hydroxy-3-methoxyphenyl)[1,2,4]triazolo[ 1,5-a]pyridin-2-yl]-4-[(2-
oxopyrrolidin-1-yl)methyl]benzamide;
4-[(dimethylamino)methyl]-N-[6-(4-hydroxy-3-methoxyphenyl)[ 1,2,4]triazolo[1,5-
a]pyridin-2-yl]benzamide;

40



met hoxyet hyl ) (nmet hyl )am no] ni cotinam de; N- [5
-(sec-butylam no)-7-chloro[ 1,2,4] triazo lo [ 1,

wo2bRynsgli n-2-yl]-6-[(3- PCT/EP2008/060884
hydr oxypr opyl ) am no] ni cotl nam dc;

N-[ 5- tyl 1 4] t | o[ 1, 5-
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Nk #g)r;cgqg tﬂgga;g %@QMOYI SRRk Rlint2 2 fhldotih ARl My dro2n BLAY:
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N'%T gg Ecyg f)foolpgr armno)a} ?t¥1ﬂ|u(ojllrorr]ne%hyl}ﬁ ]ZrH]&laZOIOﬁF% fpyr1d1n-2-yl]-6-(4-
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(cyclopropylarmno) 7- (trlﬂuorornethyl)[l Jtriazolo[1,5-a]pyridin-2-yl1]-6-

Ep?apeg E,F{)Qiﬁégtqunqul]am no}-7-(trifluoromethyl)[1,2,4

rnaz ri‘di n- 2-yl]nicotinam de;

N-I\{ - (@ebpmpyyaham)nbltrffmofdnmﬂq[l)[l;a]#ﬂataslb[a]z@la]pyhkim 2-yl]-6-
alpyridin-2-yl]-4-(norpholin-4- ylncthyl)bcnzam de,
mdlwthye%rg@a}%wwna%%) 7-(trifluoromethyl) [

1 I‘?Lyi)lto%cﬁg QC}LC%HGII%’M?HIQJ)RY biadiAzAoM! 3-2Byridin-2-y1]-6-morpholin-4-

I ni cotinamd
Gyhhd:ajmmmie[ 5- (| sopr opyl ami no)-7-(trifluoronethyl)[ |

O THET NI LE T

(trﬁdrf)ﬂldlgltggﬁﬁmlin)uﬁﬁdg 4] triazol o[ 1, 5-a] pyri di n-2-yl ] ni

coti nam de; N-[5- gsec butyl am no) - 7- et hyl [

, N-B5- (qyplahw}dar[llnp)[ B-Hirpygelodl, ﬁ-ﬁhlmd}thG'd)]t- nani de;

(ém?} Yol {mno% 7-met hyl [
1 1%ylrlaz ‘f 8 pyridin-2-yl]nicotinamdc. 42 WD
2@@%&&17@@(5[@&@?@@@@1%&&?4 _(thiflucap@then| S pRALZe,5-

invention relates to the foll ow ng internedi ate

c aiyBidHts-yllaguned carhpeylynyyidin-2-vhlpincraginst bpargoxylate;
51?%?{%6?%{)% %?[? 2,4 tr1 201[05_1 Lﬁyﬁl}?}l} yrﬂ_L&I(;l%yrﬁiéo;xypiperidin-l-
Syb)nmtm{l]bbnzamld@t ri azol o[l I ,5-2a] pyr| d| n- 2- am ne;
> I\?FS cyc oﬁexylafr 1n05[12204{]tr¥azolo[la¥ ¥pyr1 in-2- yl] 6- (ZP %uoroplperldln 1-

yl)nicotinamide;
N-[5-(cyclohexylamino)[1,2,4]triazolo[1,5-a]pyridin-2-yl]-6-(1H-pyrazol-1-
yl)nicotinamide;

tert-butyl 4-[5-({[5-(cyclohexylamino)[1,2,4]triazolo[ 1,5-a]pyridin-2-

yl]amino } carbonyl)pyridin-2-yl]piperazine-1-carboxylate;
N-[5-(cyclopropylamino)-7-(trifluoromethyl)[ 1,2,4]triazolo[ 1,5-a]pyridin-2-yl]-6-[(3-
hydroxypropyl)aminoJnicotinamide;
N-[5-(isopropylamino)-7-(trifluoromethyl)[1,2,4]triazolo[ 1,5-a]pyridin-2-yl]-6-
(morpholin-4-ylmethyl)nicotinamide;
N-[5-[(pyrrolidin-3-ylmethyl)amino]-7-(trifluoromethyl)[ 1,2,4 ]triazolo[ 1,5-a]pyridin-

2-yl]nicotinamide;
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6NGfd- @B@(bhhiy%wﬂnvﬂmmbam(m@ﬁl@dmﬁﬁﬁﬂyi)ti,M]ﬂi@iolo [3;584]pyridin-

yrlg n i coti nam de;
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L E S e 3 A o PR ra PP

UsetBfinichiidaapepyri di ne conpounds according to the
i nvention for use as a nedicanent. |n another aspect

t echloro ¥ $-disonrepeminoy-d-Grithearpoethy bl 2, HBrIMérﬁta]pmdm -2-
anﬁ/n otlrtlgrﬁ%%mem of

6-[(2-aminoethyl)amino]-N-[5-(isopropylamino)-7-
(trifluoromethyl)[1,2,4]triazolo[ 1,5-a]pyridin-2-yl]nicotinamide;
N-[5-(sec-butylamino)-7-methyl[1,2,4]triazolo[1,5-a]pyridin-2-yl]nicotinamide;
N-[5-(isopropylamino)-7-methyl[ 1,2,4]triazolo[1,5-a]pyridin-2-yl]nicotinamide.
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aut oi nmune di sorderes, inflammtory di seases,
cardi ovascul ar di sceases and/ or neurodegenerative

wolb@easrss i n a subject, conprising adm ni st er i Pgr/ER20041650884
subj ect an effective anpunt of a conpound according

to the invention. The conp ds accordi.ng to the
In anqthgranpseh Hietayengan felags foghe %HQW\GP% ?ratqd@?P gmppunds:

5- (34[{{%{-1#;5?{ ym]ftrlazﬁg,:’g ?‘D{ﬂﬁ}k%ﬁ Ag,ARE/ or i nhibiting the

act or ASK, i'n particular ASK-1, in a
Sljb(j3eﬁutyl}z[m,a 4]mapalotli, zalpgridine?-amirevent i ng and/ or

oiraanee ZAlP RIS U B s E s analor

n%‘-’dh‘l’&ﬁple?@]'tﬁﬁo%f[l@'-aﬂﬁﬁ%f@ 2ldmiagot her aspect the
invention relates to a method for the prevention

ar@ebrgmoflrééltﬁmo [&f5- a]am@nfﬁﬁmléledl sor der es,

|nf a | cease

ot Bt £35S R PR PR S
a@naumxsm(mﬂgoxbﬁletﬂy@[lsu h]]tﬁ@iol@’;{ﬂ Seﬁ]fp?ﬁ&lh\/ﬁamﬁfwunt of a
conpound according to the invention in conbination

wicttome remet il vet lriaaieblirddo ET-afamine:t he same

d eff |
gmﬁfgfow@@g@tﬁgoﬁﬁ 53 ?‘Hﬁ%c%?%?fﬁéﬁf efficacy. In

i mfeayblohaptgrt[y 2al@mmlaglej}uﬁiymdme Asdihmine;a et hod for
&g&oh ar |nh|§t|n e ct|V|ty or function
?Xﬁlod‘é@ f 2o k5'f pyridh- -28iBfect, conpri sing
adng py. ﬁ}rﬁidlﬁ%ﬁ[@ fi]?rla%HBl[tha] idgf-b eelihye anount _of

one or nore o conpoun Anot her "aspect of the
i NM&H Jirazolog1,a- a@qlamaiunbﬂtmrtfal corrp05| tion containing

S Rt N e

CRLbrb - NUbyQfeky DT, 2%@%1&{1 5-alppadinen, AgRkkie; of the
invention is a process prepar ation of a

tr5r(§z®r§d}ﬂ/,r254dil’ﬁé010E]Gfl‘shwﬁdlnal:@@lﬂltﬁ,ng to formula (1),

c n St e ou f. Formul a
15%1?%)9 gf,]&rlﬂwg}?rgﬁle I)ngg %ﬁtrla% l(ﬁo %onﬂﬁgs&fl? ?ISadlgrmne
I IN-@-btdmOm Rrgsansie] 105-apyblame2-9hbénzeRidd, i ng agent: 44
V\D 2009/ 027283 PCT/EP211118/ 06118834 LG R4 R5 R a
- Ne(SrRugma( |2 14]triggelal latralparidmz2-yDnjontingaidey  coupl i ng

BGEY-clRoroPl 2k ibdt 5-Ehobidh & GyberOhbnidel 1 ) LG : @
N-(5-chloro[1,2,4]triazolo[1,5-a]pyridin-2-yl)nicotinamide;
N-(6-bromo[1,2,4]triazolo[ 1,5-a]pyridin-2-yl)benzamide;
N-(6-bromo[1,2,4]triazolo[ 1,5-a]pyridin-2-yl)nicotinamide hydrochloride;
N-[5-chloro-7-(trifluoromethyl)[1,2,4]triazolo[ 1,5-a]pyridin-2-yl]nicotinamide;
4-(chloromethyl)-N-[5-(cyclohexylamino)[1,2,4]triazolo[1,5-a]pyridin-2-
yl]benzamide;

N-(8-bromo[1,2,4]triazolo[ 1,5-a]pyridin-2-yl)benzamide;
N-(5,7-dichloro[1,2,4]triazolo[ 1,5-a]pyridin-2-yl)nicotinamide;
6-chloro-N-[5-(cyclohexylamino)[1,2,4]triazolo[1,5-a]pyridin-2-yl|nicotinamide;
N2-cyclopropyl-7-(trifluoromethyl)[ 1,2,4]triazolo[ 1,5-a]pyridine-2,5-diamine;
5-chloro-7-methyl[1,2,4]triazolo[1,5-a]pyridin-2-amine;
N-(5-chloro-7-methyl[1,2,4]triazolo[1,5-a]pyridin-2-yl)nicotinamide.
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wherein R, R2, R3, R4, R5 are as defined in any of the
above definitions, wherein the base is selected from
wo fiobjos2ys am ne bases such as DI EA, TEA, NVM OPCT/EP2008/060884
pyridine, and the coupling agent is selected froma
pti de coupling agent such as DCC, HATU, EDC/ HOBt, i -
In an%ﬁ%rﬁsewt &%mﬁwnereﬁé%ta &b, Psec i TRA¢plomsrdinevinganopaskacsording to
th (,g@gﬁ% N R SHidiabl&: sol vent such as DCM or CH3CN,
ein optﬁ%naaléla # rther purifying the obtained
conmpound. A further aspect is a process for the

In angtﬁ}elp ?gﬂa@%‘[ ! i?l{lg)%iohﬁrle Ol)tgp% 5]-%}%%6 0 oyegfg%t?éf o %l‘f geatrnent of
autoith®RGE | NBsRI&eNP O RMhatb19r Milsdasts, b) c%%rv@slcﬁlar Rl dis®ses  and/or
R3, R4 are as above defined but at |east one is a

neurodegenpraive diseescedh # subyeet, hanmgﬂemg sdroimisteringrto thy sul@kct ah effective
sul fon(?t e e te[0 uch with a boronic agent

amou%[fo ‘o RCYR ng F él}venf(s%b) wherein R, is an

optionally substltuted aryl, heteroaryl or alkenyl
group as above defined. in the presence of a base such
The camprowh3icondpeAo dhelingcrinampy be vatfolpsthoprepargen ai? myedicament

for mﬁaﬁlgi!rl%g érb(gﬁlg %g%gﬂeﬁ&gﬁﬂg)og fQI{CtlFO)g(OWéI% }IM ﬁe{}tlallar ASK—I in a

ropriate sol vent such
subj e@l‘ﬁd il pbxticdiao X@necwamntiag (aﬂdlvbr tradtm(grauaﬁmwame rdisoirddaces, 1nﬂarnrnatory
t ol uene, THE or _di oxane to gi.ve,a conpound of
discagegy 1%V8@E'g(§r diprersss and/or peHedeeshIalbye dcasty, R3, R4 s
R lor B) the step of reacting a conpound of Fornula
(Td) wherein R1 is a |eaving group such as F, d, Br,
In andtheiOMpectThfe iovetﬁ]amfielmtﬁsrte Rhtlicsl fn thd kydvegmaupdidt treament of
secondar. m ne N of fornula . Wherein and
oY o SdEve BERMIAOY ANH0FY SOTPRRCGECHTReRRS  andor
neuro@édtaBAtivE discdldl ﬁﬂ@'sul%éctt E@nﬁﬁﬂlﬁ?adrhﬁ@slté(rl Qo Ghy @u‘tﬁect an effective
compound of formula wherein R is

amoupiptof oh aqomwm t4seerdpigr itd ythe glntfﬁéw@bﬂaucn@@n@@hﬂpowﬁu othgr active

compn et bR B R e B e PRI U (T U Y N

R3i N iN RN-RSR\NNRRlORO(Ib) at | east
one of (la) at least one of Rl, R2, R and R4 is X
In anqifeaspent ingonmpourds aqrordipg)togthe inveplign mgy agvantageously be used in a

method for modulating and/or inhibiting the activity or function of ASK, in particular ASK-1,
in a subject, comprising administering to the subject an effective amount of one or more of

said compounds.

Another aspect of the invention is a pharmaceutical composition containing at least one
triazolopyridine compound according to the invention and a pharmaceutically acceptable

carrier, diluent or excipient.

Another aspect of the invention is a process for the preparation of a triazolopyridine
compound according to formula (I), comprising the step of reacting a compound of Formula
(II) with an acylating agent of Formulas (IIla or IIIb) in a presence of a base or a coupling

agent:
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(1d) RLis F, d, Br, I, OW, R/IN (lc) RL is NR6R7
Orf orSR13 /NH R (V) Yet another aspect of the

wo p090ti28n is a process for the preparation ofp@r/EpP2008/060884
triazol opyridine conpound according to formula (Tia)
wherein R2, R3, R4, R5 and R6 are as above defi ned,

conprising_the step of re | a triazol opyridine
compound oP4FornuIa (le) in R is aR,l eaving
group § , Br, CNB orf &, 3 _mhere R13
is an al Kyl 6hrNHMtI1 a__secondary am ng NHRoRZNof

f or mul B mH%reln R6 Heki nej-Rp
a polar s8l vent such ag | fé:%g Pr but ancpi or tbe

am ne |tself give a cogb formul a'(Tc)
wherein R, |s R5R6 ; and optlonally further(purifying

t he obt ai ned conpound le "N+ R7, Heat R3 N >
NHi>NZ RNNR solvé 2z R R6 RT (Ilb)
(V) (lIla) Synthesis of o&pounds of the invention
The foll ow ng abbrevi ations refer respectively to

whereip RiinR1 iFon 84 Bl ashvas defnedqiianyof therpbone defynitigny c}i‘fhﬁFﬁm th@ base is
select%érln !ﬁtr?gt{ Qeesrtld?p %%é t)é[sgg QB asNblEA I\’f@?hﬁMl\lﬁ r%lﬂglarn n/'\/?nd the coupling

neter),
agent (11 $dldonml &om anp@tldénmtmlmg qtgentnm)qh eq DCEgHARU e HDCG/HOB, i-

butyl(l"BQTNggrlﬁnlg{elzlcattrgpér(ldill ﬂaezﬁn]ﬂ éﬁl&% H?O“ﬁ rcagqi %gg%ﬁ%%;}g such as

R Tl
o S P O e T

(O (7-

A furi8 BFRROH B iR it ool O &) FARER by o RRpi according to
formu?@u@ygt @aex xb ?ﬁﬁﬁ? E&rﬂl@j Sibp oPFMchi} @fdbﬁh Qﬁiﬁi&‘ﬂ*‘tﬁ*}nuld:ﬁ% wherein

di et hyl am ne Di i sopr opyl et hyl am ne)

R1, RptRyy Rf afierfs tbeie) defMOut giFapephg/IS asgiPBXi wierteddimmadhalogen such
as F, g@d ﬁgl gtﬂfoqlﬁ{gees lsﬁc;‘{} iso()ﬁ"p %glth) PE(E’FB&&:]ag%nt of formula (IVa) or ester

errocen

(IVb)(\izhateinyR’ﬁrs(ear dpﬂiﬁi'lhhwsamti’ﬁﬂbﬂ epyll he@rdaegdi érmalldenyl group as above
méprochlorlde Et OAc (Et hyl acetate), ESI
definqdeindlg pigsense 8§ 2 bevispalt %K;C et @%@ Ratelytie gaoypnt of a palladium

catalyﬁ_l%%l( %te @hgk@-li)cgéét&yzd&fﬁﬁ yabﬁgﬁlgt 8cAzR! BppF L appropriate

solvent such as DMF THF, dloxane or a combination of water with toluene, DMF, THF or
dioxane to give a compound of formula (Ia) wherein at least one of Rj, Rz, R3, R4is R’;or B)
the step of reacting a compound of Formula (Id) wherein R; is a leaving group such as F, Cl,
Br, I, OMs, OTf or SR;3 where Ry3 is an alkyl group with a secondary amine NHRsR7 of
formula (V) wherein Rs and R; are as above defined in a polar solvent such as ethanol or
butanol or the amine itself to give a compound of formula (Ic) wherein R; is NRsRg, and

optionally further purifying the obtained compound.
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Chr omat ogr aphy), i-PrOH (2-propanol), MS (nass
spectronetry), MIBE (Methyl tort-butyl ether), MN

wd Bosporave irradiation), NMM (N-net hyl nor phobd1er2008/060884
NMR (Nucl ear Magnetic Resonance), OIf
(trifluoronethanesulfogg %bt rt (roomtenperature),
SPE (solid phase extr fﬁ i TEA (Tri et hyl ani ne),

TFA (Trifl udroacetic rahydrofuran)
TLC (Thin Laye Chhang ogwabhy ~N~H RZ N-N
Rs RO (1) he trlazmtopyrld?n S conpo ds according

avmi | abl e

Formul a” (1) may be [epar ed frontreadlly
Ning materials u5| d the foY OMAng gener tRods
m

edures. It will be appreciated that ere,}—N
oRspreferred experinental conditiongys (1Y€ N }—R5
Beactl enperatures, tinme, noles of reagentSR O
abaﬁ o .) are given, other experinent t least one of

&ﬁgﬁdd gs  ca al so be used unless oth se (ﬁ? Al @l R, is R

@eﬁerally, t he tW_ azoltspysivditnes co nds accotdf ng 1
Ud BFQQ% r%J For obt ai ned by §aveRalr,
OWOQ% cesses uS|ng bot h solﬁtlgn phase and soli d- phase

éhi stry protocols. anples of synthetic pathways

wi Il be described. Optinumreaction conditions may

vary wth the particul ar (neactants or sol vents used,

but such conditions can be determ ned by the person

skilled in the art, using routine optimsation
Yet appibeedsncets of Ei@pél’YGliltﬁgl &na toecchAn ferr @edtremathnzof R=riagdopyridine

cornpgrt?i 5( bgﬁf?%ftoer ula es%lésr&cl)lfsﬁ { eﬁL CI§§ l‘r&%/ Rﬁ are as a above defined,

e

fe sy oun
compfibihg tﬂd’bté}h@f ﬂ%ﬁ@ﬁ%sétﬁakélupj?rﬁcﬁﬁ@éomlﬁbtﬁlﬁ%f Pbﬁhhl@\(ﬂb)}wherem R;isa
schenes and R5 are as above defined in

leaV1qghgro§@§geh Eq FO ﬁ)l ]317 IV‘@M@(@T%QV@EB where Rj3 is an alkyl group with a
seconﬁ%a\%g %\?Pﬁ@é@ F 88414 @V%@{H@feﬂt Rs LA RY %ﬁfbgﬁeacb'o%e dffBed in a polar

or any individ ound o
solveml é.ulchdaemel{mhob or btnlaeolsqilethbfanuns llltbslf itd givend Sombommk:hf formula (Ic)

ec and on t he dy avai l abilit.
Wherqllht‘e.l%l%ﬁf ]é’aq{‘? Crqaivng oty tdoqoeln?@rlﬁg
appreC|ated by those of ordinary skill in the art. For

all the protection and deprotection nethods, see

Philip J. Kocienski, in "Protecting Goups", Georg

Thi Ver | ag Stuttgart New York, 1994 and, T

eepe and Peter G Wit s " Pr ot ectR,\e

in]Or an994§WntheS|s" vaﬁy Inhgisclence o Edit H,
ordlng to one process sggerff scheneQ Xx-N~N

ol opyri di ne compountls according to the? g era

Formila (1) whereby Rl, R2, R3, R4 and RS ar & defR ned

as in any of the above

(IIb) (V) (lla)

Synthesis of compounds of the invention:

The following abbreviations refer respectively to the definitions below:
aq (aqueous), h (hour), g (gram), L (liter), mg (milligram), MHz (Megahertz), min. (minute),
mm (millimeter), mmol (millimole), mM (millimolar), m.p. (melting point), eq. (equivalent),

mL (milliliter), L (microliter), ACN (acetonitrile), BINAP (2,2-bis(di phenylphosphino)-
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definitions, are prepared fromthe correspondi ng
triazol opyridi ne am no conpounds of fornmula (TT) by
WO e@okr2ss Wi th an acyl ating agent of general Foae1EPR08/060884
(111) whereby the substitucnt R5 is as in any of the
. above definitions, while |G could be any appropriate
L1 -bi@abﬁ%ﬁ@ne)gr%% @%ﬁ}%yeﬂr, O{tzﬁz), pBule Byla ﬁ%at%gHATU (0-(7-
azabo RIS LI LN RN NG e b MofiRmn (! || RkaS0.phlsphate),  e-Hex
conjunction wWith a base such as tertiary ami ne bases
(Cycl¢leexgne)Dl HMCCTEADickiixyl@ybodlinmde), or DCYAr bdigtloonatiads), DEA

caieal5ERby | B, ORI Eh PR g oB i 85 iBhisio. paso
(DiméVIV, sHRAHOBL , Dividday | Chbéiﬁé}ﬁt‘éﬂnaﬁfﬁaeﬂ%ﬁﬁﬂﬂmﬂe), DPPF  (1,1-

~ diimdazole, Mikaiyama's reagent in the presence or o
bis(diphenyéthosploeo )bfrrageiads e ER(E h (hsthpl-BA3-dodihymntieenropyl)carbodiimide

o AR g B SRt i cnr
EtOH 0Uphdnd, OBT R,I-I@dfdﬂyber(zlo)riaz&e?],i HPLG (High CObibiank& Liquid

referred condition for the preparation of

: OH A
Chrore@fﬁgréahg), HPrOdt oprapemoD. WS (epss RectraroctnpaM THE (M@glmﬁrt-butyl

ar e f. v i pgt ¥ i h
ctherff SIWE (B SRS BT N R RRTIALE AR uclear
Magnktic Rekénaptd)) Ot (oriflmoranicthasddutfonate), (rt l(todm vagreeittreRSSPE (solid

is as.defined above, . in_a suitable solvent _such as
phascrsefgionds BER @fle'glyfa@%@r 1F o rslorsesiicore! nEHibgTétrﬁhydroﬁmn%
1113’hﬁnl%%&&ﬁﬁSﬁw&grﬁ?&idine- 48 WO 2009/ 027283

CT/ E 11118/06%1 84 According to a further gcncra

process, conpounds of Fornmula (1) can be converted to

alternative conmpounds of Formula (1), enploying

suitabl e i nterconversion techniques well known by a

person skilled in the art. A preferred nmethod as of

scheme 2 to prepare the ®;iazol opyridi ne conpounds a-~

Rf gPhP-R; e2 accordRr p’ tipe general Fornula (1la)

wherein Rl, R2, R3, R4 frelasyagove defined but at

| east one is an aryk, & Mteroayyk or an al kenyl

group Rt, consist in?redcting griazol opyridine
conpounds according to thé general Formula (IDb)
wherein one of Rl, R2, R3 afid R4 are as

The triazolopyridines compounds according to Formula (I) may be prepared from readily
available starting materials using the following general methods and procedures. It will be
appreciated that where typical or preferred experimental conditions (i.e. reaction
temperatures, time, moles of reagents, solvents, etc.) are given, other experimental conditions
can also be used unless otherwise stated.

Generally, the triazolopyridines compounds according to the general Formula (I) may be
obtained by several processes using both solution-phase and solid-phase chemistry protocols.
Examples of synthetic pathways will be described. Optimum reaction conditions may vary
with the particular reactants or solvents used, but such conditions can be determined by the
person skilled in the art, using routine optimisation procedures.

Depending on the nature of R;, Ry, R3, Ry and Rs, different synthetic strategies may be
selected for the synthesis of compounds of Formula (I). In the process illustrated in the

following schemes R;, R, R3, Ry and Rs are as above-defined in the description.
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above defined, but at |east one is a group X sel ected
froma hal ogen atomsuch as Cd, Br, 1 or a sulfonate

ween2ageh as OTf with a boronic acid (IVa) opCEBE®IS/060884
(1 Vb) vvhereln Rl is as above defined using well

In ge@a@knonnpggt}zi esig aa%F_Qng{ g@g]aCtglggi?@% ndl L oﬁ-pé&: ﬁa @ ngﬁigpend on

the sp-légﬁﬁ' ﬁllﬁktltMe ts 163 é'aeg e100,14-§hd up&p B4R ¢ %@y a@aﬁl%ﬁﬂltﬁ 3? {dtermediates
I'n a typical procedure, triazolopyridi ne conpounds

necesgdriy) agamcsubob faznirs baio dppreMaled dy theeaf ordiharlp skidlrie theat.dwr all the

t var,i pus t erature b tra ional.thermc t hods
protedony @ DTt B Ra i e g KSRl dh e e e eu > Geore
Thlen%VQrI?Sﬂﬁa% N3 ROk, q|99£§1'fd Adodors 3 abdkhEad 'Pé%&tGOIf/I Wauts in

um catal yst such as Pdd 2(PPh3)2 or Pd(QAc)2
“Protwttvh Grolpsyar(drgsuictSyabePPWVilqy laterscagnge.chr Editien $99% ent

such as DMF or a conbination of water with THE or

di oxane such as those described hereinafter in the

Exanples. Schemre 2 OHR R 713 R4 t~-NOHNH N-H +
Accoﬁdhn.g’i)o Bele grbaky st N icherlﬂel\l Nrﬁmlo@Zldﬂle‘RSmpﬁiﬁndB ddcofdifg to the

| east one of Rr B. At |east one

O A
genergl Eémnéér@mh%rﬁbn Ry RzRBsR@ar?amlﬁs R, def(qeé)aS( invgyy Of the above
deﬁm@il)nso‘ zﬁ%e%%ﬁrg&j fshhed &sir acclgg gﬁaéalépg/rlﬁ¥r%p%ﬁlot r<3§ﬁl1pounds of

triazolo i ne conpoun ing t e gener
formifor(iylty (dachiomtvetiely de@]atiRg, adedt affi cgehlEi@RTFoamelaaQH) whereby the

e o P B e B B B i
group""ﬁ?c’he&)sy C{RZOPRq?refeB%d %%Taﬁg %g%n@s(lfe\ﬁ% € agﬁf élﬂ@t@de@nﬁllﬁ used in

F, 4, i's an
conJua¢tiqul w1tlg radmpe quhhasanartamr amHR@RSG'H\H g \]Z)IEAI 1) Fa&tNMM)aIpyrldlne or
carbog%lgcc%g o li))t 'r,_LI% o:c§ f dl ne Pfé@ Ccor ?1{/?% gpgmon or solid

suppdid} eéchahs YU, OMATUL, GI[D@/THIDIBI‘J e Uayylémaﬂéfdmﬁfbalca%ﬁplrruﬁmldazole
met hods or using mcrowave t echnol ogy in

MukagygraopFiagent in4be wWosomgoyrohy 288npCpf EF’Mq ﬂ@l ps1 A gse@glium tert-
buty’[éildesm vent such as ethanol, butanol or the am ne
sel f such as those descrl bed hereafter in the
exanpl es. Scheme 3 Scheme 1

LG
IRs

O

base and/or
coupling agent R,

(Illa) LG : CI
(lb) LG : OH

A preferred condition for the preparation of a compound of Formula (I) whereby R, Ry, R3,
R4 and Rs are as in any of the above definitions consists in the reaction of triazolopyridines
amino derivatives of Formula (I1) with an acid chloride (IIla) wherein Rs is as defined above,
in a suitable solvent such as DCM or CH3CN at a temperature between 0°C and 100°C in the

presence of pyridine.
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Ri~- ~-NR4 R-HR3i ~NH -NNHNNRRRNORs R7T Rz
ROR (V) RLisF d, Br, I, Ow, OIf, SRB R is
woRmRor7284 | d) (I c) Triazolopyridine am no conpeciTes2008/060884
formula (11), whereby the substituent R, R2, R3, and
4 are bove defined, are pre ared fre
Accor l%aﬁq]&pﬁarﬁ%ali HENTHNPIoG RS CBrP faForppyla tﬂ) Cqflepp converted to
It FSF RE5E Mhteftol tech i
a ern% () %%%ga eot?ﬁhgfé as, s@ﬂ@ﬁ%s?% g 61460 64:@¥h techniques we
knowﬂébg;tg k68 skilled imtheyapti cal procedure, 2- am nopyr| di ne
conpounds of Fornula (VT) whereby Rl, R2, R3, and R4
are as above defined are reacted with an

A pre?éﬂ%l’il RAMEREDONEhEEOL b PRYAAAKE 1o B?pﬁaah@ C&I&l&uﬂ@f@%—%f—seh%m%

R14 is an al kyl group such as nethy or ethyl in an
accor@ippte e %ﬂéraé Bbmetri@ (Igmwiel@m Bi.deaRe Raoirgayebaviidslinedbut at least
conpounds satlon of ..t hi gurea co q
one 1? \a}a?..la)ry tergz | 06y n 81(8@11 AFORB R & 0quSIsE In 562{%’1 rlazolopyrldlne
cornpbllilﬁiﬂ ac@@ﬁft@f tﬁetﬂe §Bn¢1ﬁle[5@ﬁﬁﬂfa ob) Mhdreax wha ot g, RE, Rs and Ry are as
dr oxyl am ne hydrochl oride in conjunction wth an
abov m%rbua%leb%ts)@eém Brogini XS e ded, frapnd halpganeatam gusthaspl, Br, Tor

A R R

definddRBsiag WHP GhboWR Suzvki-Miydulrd rédctloﬂ\cnbﬁdnilbng (Miyaalrzi uNt h®uzuki, A.

Cheng Gy B0a05 .0 53 Taahoi vk Sphas: or it heif 3095, 46, 3573
3577)6‘[’{{) \Aﬁbf)ﬁﬁgg&%&ﬁ‘pltﬁaidﬁﬁfrﬁ%vc% loBRd Md%?&né"@élh (IVa) or ester

person skill’ed in the art. ‘A preferred
(IVb)rmt Ihoa:tetbat virisis hetnperatuteo bptepdioealt thernyic inacthddspyrr usthgmicrowave

o) RSP CiL i B dresh; REBTISRE RS Aoy amount of

palladuﬁﬂlacza@il?ﬁyéhblg|a§@@%PP32?UP%(@ACBC&@E @i AghridOsdch®s DPPF in an
general " Formul a er eby R4 are as

appropiiaig ssotisni st a Mfloli 8 cprnbmatlogrof w[atemgh THHF opdicsmne such as
those %escn%e(? heremaftg’r A& fi)l(%n 184 oup 50

Scheme 2
OH
R R'—B R4
’ OH R,
R
3N /N + (IVa) Pd catalyst <N />— )_
N~ or - R N Ry
R; N }/-—R 5 T S
R, 0
R'—B At least one of
At least one of 1 L
R,, R,, Ryand R, is X O R,, Ry, Ryand R, is R,
(1b) (VD) (12)

A preferred method as of scheme 3 to prepare the triazolopyridine compounds according to
the general Formula (Ic) whereby Ry, Ri, R4 and NRgR7 are as defined above, consists in
reacting triazolopyridine compounds according to the general Formula (Id) whereby R,, Rs,
R4 and Rs are as above defined and R, is F, CI, Br, I, OMs, OTf or SR;3 where R;3 is an alkyl
group with an amine RsR;NH (V). In a typical procedure, triazolopyridine compounds
according to the general Formula (Id) and amines RsR7NH (V) are heated at various

temperature by traditional thermic methods or using microwave technology in an appropriate
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WO 2009/ 027283 PCT/EP211118 /0 6 0 8 8 4 wth an
am ne RGR7NH (V). In a typical procedure,

wo sdoaaphepyri di ne am ne corrpo_unds accordi ng tect/he2008/060884
general Formula (11b) and ani nes R6R7NH (V) are heated

sveugiohorel SRR i oy By TR n
@l vent such as ethanol, butanol or the ami ne itself

uch as those described hereafter in the exanples.

Scheme 5 R4 RB NR4 i>Sdhi€me3R6INH R N R2Z RN R RZ

cxam

NN-NHZ (V) ,N Rlis F O, Br, I, O, Off, SRI3 R5
R6 (i (I I a) 2-am nopyridine corrpoug%s of* Formul a
(VT W R4, R2, R3, and R4 are as N EId

rray b \Qbm%l %lther+ f r OgpmRL Ci al, soutges. }é
rep Rom knowR/ conmpounds usisng Jpr oced
such asRﬁhose gescn bed herel nafter in the ékanpl ed

0 onv cedur es¥) known by one skilled in
Fﬁés gr(ﬂ grA Qﬁ/gférfoé e met hod as of schene 6 RoispteBare
2-am no PYI& d| ne conpounds (Via) whereby one @f) R

R2, R3 and as above defined, is an aryl, a

Triazdlepaidied yxhun@r co’iﬁlpcﬁlhlﬁﬁ By forgmmJ(JI)Rwherew nbé¢ sibstituent R R R’, and
reacti ng 2-am nopyridi ne caonpounds. (Vi b) whereb
R* argyps phovedelingds agg arepared geom ar?é%om@fq%@mp%mas @?( 89@1% (V) by

well gﬁv&]ﬁ?hﬁ%cfoisomcﬁ a{'&aéhg%nma%%gh%yf ﬁelg b&lette%ve Npr %1 SS'yntheszs

ate ester such oni c aC|d
2003,0f1, déﬂ@{mﬁl)vm awmczﬂnyock'dﬂlrei 2-msinapoiudencdefmpredsi of t‘thrrnula (VD

zuki - aura reactjon c i tions
Wher%fm y% iy & s&%k. AITCCHEm 2RRY, @%d@s? 4 reapiedl  with an
IkylokgK&Bbk Eh&;gzﬁ‘ﬂ@%h'saﬁhl 1X) Wehdra R Aot HRYI grod® doh hyl
: yo}g, ' 357321-53155% n a typlllgc/lé ) prgclg{gﬁr_se, ' Hgrodh a methy
or ctizvlaii AbpappiadineE soivpountl of dRcenulta givdtihioared ¢sonpninds (VID).

Cyeli¥iof o bR iso TRl (Do BheEpRPEidas Alvitedisy Timuly aD is then

erfolhdl iQ\WaM8n cd SFayaR) x§Binih & oPk ambk dRRERriEY e c@Function with
P K2CO3, K3P04 or Xg and a c%?g}%tl c alll?;ount of *

an anpapIITEe ese abell yeisorsorcthxlapay 2p®FER3YD appropaieasglzent such as

thvgllil%l E’ |1n an appropriate solvent such as DMF or a
me acg |8n of water with THE or di oxane such as those

descri bed hereinafter irschbmeldxanpl es. Schene 6 51

=— N
R, R,

OR14 R
(|X) R XxRis o NH,OHHCI  Res =N
R; N" 'N° 'N° OR; orNH,0OH R3
H H
(VI) (Vi) (I
According to a further general process, compounds of Formula (II) can be converted to
alternative compounds of Formula (II), employing suitable interconversion techniques well

known by a person skilled in the art.

A preferred method as of scheme 5 to prepare the triazolopyridine amine compounds of
Formula (Ila) whereby R;, R3, R4 and NRgR7 are as above defined, consists in reacting
triazolopyridine amine compounds according to the general Formula (IIb) whereby R,, Rz and

R4 are as above defined and R' is F, Cl, Br, I, OMs, OTf or SRy3 where Rys is an alkyl group
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WD 2009/ 027283 PCT/ EP211118/ 0611884 OHR Ri B R OH

RZ 4 + (IVa) Pd catalyst Rz R* R~ N NHz or R~ N NHz
wérdboteest one of R - B At |east one of R, ReEcT/RP208816b0884

R4 is XOR Rz, R and R4 is R, (Via) (Vib) (IVb)

If the above szt of general syn het| C thods is not
with gm, Amigg JreNEL §¥1-altn 2 clymsal REScdwe o FERZAIPPYEGNEGINKIE ompounds
ng/.o [ by hg s
sccorhl 8 R RRERER ((TbPRR A TheS RERDVAIR oS! AR ac various
tempgratepalratradnonah dvenminy mathpds sousigk midredavantetirelagyt in an appropriate

solvet g T IoH L OUBER U W h (S0 S AP Gab) hereafer i the

cxampleystal l'i zation or from evaporation of an appropriate
sol vent. The pharmaceutically acceptable acid
addition salts of the corrpounds of Formula (1), which
contain a basic center, rgagé prepared in a
conventional manner. For g%l e, a solution of the
free bas®, my be treated wth a suitable acid, either
neat RO i aysuitabl e solution, and the resul thing salt
i sol at &d eit b)exNHby f||tra1R60n or by evapdthatj
vacug Nhe reaction sol Eﬁ The—phar macey |
accepf ablRe cationic salts conpounds of R; eNpr e¥ent
invention'are readil y prepaied by reacting the acid
frorisrE, Wi B, BMsAOPT ORY,i at e base, usual |y oneRs R
eqw valent, in a co-sol vent. Typi cal bases are sodi um
hydr oxi délp) sodi um et hoxi de, sodi um et hoxi de, (léﬁidi um
hydride, potassium hydroxi de, potassium,nmethoxid

2-amingpisine AR pldomula 1) m’helﬁw RoxR A&’ el zatrey %@bove defined
[
may GESbLAR, QR NS S GriaE\ONLETBE VA, Ay T Bl Shom known
compbdumise tidiagn p"recedﬁhss swht as sthés:oﬂmcabled)ylemmf@ntmatheonxam)ples, or
dryness or addi.ti on .nhgn-sol vent. I n sone
conveaLRpE Praceflyiss, é@ﬁweé?ymnsﬁgvlsﬁ ih{edflxi ng a sol ution of
the acid with a solution of the cation (sodium

A pre%'érﬂ%d' B@?ﬁ@ﬂ‘ Qalg 1SCH@&”€% WRepatCRh/ino Eﬁﬁin@é’ b@tﬂpéhnds (VIa) whereby
sol ve | n whjch the desired cationic sal

one Oﬁ BecRpuR “aandsR, op ab@\ﬁ: dfeﬁn@d,hleramagyél aémemaéﬂ dsyan alkenyl group R,

oncen ion and.addition vent he,>
consif SRS EHRE 6 ARRER haDuSh IR R g R and R
above&le@ﬁh@@ﬁ@lﬁ é&;@@d}( |séleétb@ fidogha6gen Ashshe Gabeh’ orfarsﬁl[\fbnate ester
Advanced em stry Devel opnent Inc., ACD abs (7.00

such RePdhzdth a bcrrp@w@td U¥pypoesterAIYb) wheicbg R’ % aseihoypdgfined using

well known Suzuki-Miyaura reaction conditions (Miyaura, N.; Suzuki, A. Chem. Rev. 1995,

95, 2457; Takahiro 1. and Toshiaki M., Tetrahedron Lett. 2005, 46, 3573-3577). In a typical

procedure, 2-aminopyridine compounds of Formula (VIb) and boronic acid (IVa) or ester
(IVb) are heated at various temperature by traditional thermic methods or using microwave
technology in presence of a base such as K,COs3;, KsPO4 or CsF and a catalytic amount of
palladium catalyst such as PdCL,(PPhs), or Pd(OAc), with DPPF in an appropriate solvent
such as DMF or a combination of water with THF or dioxane such as those described
hereinafter in the Examples.

Scheme 6
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Exanpl es The novel conpounds according to Fornula (1)
can be prepared fromreadily available starting
woradoeraks by several synthetic approaches, uspagER®YE060884
sol uti on- phase and sol i d-phase 52 WD 2009/ 027283
PCT/ EP211118 /0 6 O 8 8 % chem stry protocols or
m xed sol ution and sok ﬁhase prot ocol s. Exanpl es of
syntTeeti ¢ pat hways foT e will be described. Thes
Ral 'y avail abl e rting padensal s usedd R,
i ng experinmentgl descri pt+en—were purchasgd _
oM Al ch, Fluka or Acros unless otherw se R N 'NH,
reported. The HPLC, NVR M5 data provided in the
ewaspinest descr i bed Belfowlare obtained as fold Sgnod”eRofs R
Ry, HPIB@”O'\M!S@?S Alliance 2595 equipped with Waters? ° 1
X— iy i dge columm C8 50 X 4.6 mm3.5Im Cond|t|on$£V'a
(O 05% TFA)/ H20 (0™P% TFA), 5 to 100% (8 min),

I he E%@S%Eéf 5PN G ot E bt TREEhT RavlER S ginchhrpfils according
to Foﬁmﬂa gmandfoNiEtesBiry keernlol¥tSAoMHz synthess obtdapminge of Formula (1),
orted. _ The reparatlve HPLC puri fications e
suitaie e b RFPHAUPTRION S & BETaRT Q@%aﬁhq b paulhbe used.
Comﬂ%ﬁﬁ&t oPNh¥NhvEL IR M %E Sls@l‘a’t&ipﬁegss%ltaho@ WD Eb W entPRBRcules by
OBD col um 19x mm5 m unless otherw se

crystadleqauon edfroml dvap{ﬁmbrqu arf appagrirphssohene pr]@r}ﬁl@lmmdumaﬂh ageeptable

wcit edigraive bt Qo RS Q5o Bl A O SPHGHe! it comer mey be

prepafBdCih MR cht@Aal AHanffl ¥or Mantid,| Mici@tiorn &Ofie R%e%@@'m be treated
Chemi stry. | NTERVEDI ATES Internediate A RQ %

with g suitgpie acRl, qitker ngahpeimne siitpble swilution, argd thq,r@w}t]n}g g_altzlsql]ated either

o RS B LA R R ™ T, o

The ;ﬂraﬂﬁadean&lbr QTP HatieniC Lsans as ttempobndd ¢f th28pr9sdﬁtrﬁ1ivennon are
1.0 eq.), 3- thienylboronic acid (4.44 g;

readily .pzer@ﬁe.dg by prastirgsihgrcishiosphatie anapppoprigte 'aaﬁeeu%#?ﬂéﬁr oné g@iivalent,

in a co-solvent. Typical bases are sodium hydroxide, sodium methoxide, sodium ethoxide,

sodium hydride, potassium hydroxide, potassium methoxide, magnesium hydroxide, calcium
hydroxide, benzathine, choline, diethanolamine, ethylenediamine, meglumine, benethamine,
diethylamine, piperazine and tromethamine. The salt is isolated by concentration to dryness or
by addition of a non-solvent. In some cases, salts can be prepared by mixing a solution of the
acid with a solution of the cation (sodium ethylhexanoate, magnesium oleate), employing a
solvent in which the desired cationic salt precipitates, or can be otherwise isolated by

concentration and addition of a non-solvent.

The compounds of invention have been named according the standards used in the program
“ACD/Name Batch” from Advanced Chemistry Development Inc., ACD/Labs (7.00 Release).
Product version: 7.10, build: 15 Sep 2003.

Examples

The novel compounds according to Formula (I) can be prepared from readily available

starting materials by several synthetic approaches, using both solution-phase and solid-phase
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WD 2009/ 027283 PCT/ EP211118 /0 6 0 8 8 4 2.0 eq.) in

dry di oxane (150 nlL) was added
\ydg&hmbpsidiphenylphosphino)ferrocenedichloro PCT/EP2008/060884

pal |l adium (1.06 g; 1.44 mol; 0.05 eq.) under |nert

tnDsphere The reacti on n1xt re was heated at
Chem@%rmP@ﬁP S oBed RIwiPn gnd tsoﬁ@l.nh@@‘r geptegels e ?S Cor synthetic

pamﬂ%fﬁﬁﬁQh@@ﬁlﬂéa [Ab&s were evaporated under reduced
essure. Purification of the crude by flash
chronatography on silica (gradient EtOAc/c-Hcx, 5:95

The ct()%m?ie(f)mgl@ %al\égletﬁrjﬂ%{% 2 erlag r%féf ndﬂlaesf(aaa\?/}etigge%@%r?@@/gtal description
were %ﬁ/cﬁ@ed Ms6ERldvich 117lﬁke§for BbRP ublksf@h&tidcaRp@icdet hyl

6- (3-thi enyl ) pyridin-2
The%]H{amn car bonot hi oyl )carbamate S N H H O~ A

Gt NYHR and @d§ slatanproigdey py thel pxﬁrmalaﬁmieﬁénbgi boloy; arg pberined as

fouov("egi" %L#_%gt%fs)Aﬁlﬁg?eeié%q %ﬁ%ﬁagg? ag‘e)(f(’% %‘e \s(iél,% i ml%m €850 x 4.6

mm 3$¥ jufal €dnditions: M@ (O PRITF ANg2@ r(@ CHPTE AL, 8 th QDOBA WAIR), max plot
filtered and washed with c-Hex to give the title

230- 4@@@@@@?@1\@% slaacmm watcsof M (ED) zquipped 39th. WiaerCX-idge column C8
30x % } rzxgxé?"r?g{rpt()ﬁ—ﬂy‘l\ﬁf\( lgrglﬂig?/ﬁPXl-‘%O%’{z uMegsEo%gr:wis%orgpo%tedst P
5-(3-thienyl)[1,2,4]triazol o[ 1, 5-aJpyri di n-2-am ne
N2 HBLIMbpetifidgiond ardbeAorsibgPeNEi DM diebil autopurification
Fract@i@@

(3- thlenyl)pyrldln 2- yg;an1no}
rf@mhwmry cavibpadaysh @sunfiy:; prenQI&DBﬂ@plunm Pxd§0 ymm 5 um,

unlesse &qu l am e(P y%[lsgﬁim }Ju]i‘lﬁé \g?ra_P?r%orTe 1\56[?“? %radlent of

ACNm@@(&tA¢N&dz(ﬁHcUo}ﬁm1%)hours and then at 70C for 3
hours. Sol vents were renoved under reduced pressure,

the residue was taken up in dioxane/water (1:1) and

The nﬁlﬁﬂo%&(fg gléé‘f?}és%r Yw&%ﬁnéé bhEs ? 1%1%[9388& ?c?oxg%\)@%éﬁﬁ ™

Optinti¢dr Mom Rers&GI Che@dstry3. | nternedi ate A2:
5-(3-furvl)[1,2,4ltriazolo[1,5-al pvridin-2-anmine Step
a) Formation of 6-(3 fnryl)pyridin-2-am ne 54 WO
INTHEOARHA PCT/ EP211118/ 0611884 O N NH2 The title
"“CUWUUUHéiggS prepared foll ow ng procedure descri bed
internediate Al step a), but starting from
2-am no- 6-chl oropyridine (25.0 g; 194.5 mmol; 1.0 eq.)
12515ﬁ§£¥%§an-3-boronic acid (26.11 g; 233.4 nmol; 1.2
.). The crude was purified by flash chromatography
c/ c-Hex, 50:50) to glve the title conmpound as a

‘Er Nm,>mN|H (16.91 g: 54% . 'H NMR
“N

Intermediate Al: 5-(3-thienvl)|1.2.4]triazolo]1.,5-a]pvridin-2-amine

Step a) Formation of 6-(3-thienyl)pyridin-2-amine

To a mixture of 2-amino-6-bromopyridine (Lancaster, 5.0 g; 28.9 mmol; 1.0 eq.), 3-
thienylboronic acid (4.44 g; 34.7 mmol; 1.2 eq.), potassium phosphate (12.27 g; 57.8 mmol;
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(DVBO-d6) (5 7.96 (s, 1H), 7.42 (m 2H), 6.82 (m 2H),
6.37 (d, J = 7.2 Hz, 1H), 4.54 (m 2H). HPLC, Rt:

wd. 2000283 (purity 84.99. LG/ M, M(ESI): 161lpdr/eBioefocosss
b) Formation of'ethyl ({[6-(3-faryl)pyridin-2

Jam no} car bonot hi oyl ) car bamat e .
2.0 69;5; di}uwége }%)pa} dW?Sow(@an hy- '13?@H’é‘&@f@%ﬂi@g@ﬁfﬁ%%cenedlchlom

1
palla(fl@r% (llfﬁ)%e%nge ?x{ngo 04" aﬁ))n@d(ei é&lcr)'{ aét?[{o@%ﬁér@ orfd fé%tlon mixture was
heated qt BOLS oaemfghlt eccmddd dowif 28 12 fgter@Ref a bl & cdlite ad itrates were

evapogj@d élglgersliegﬁceéi) prﬁ%hﬁgﬁﬁ 1cgtions %E ?16? cru%ig 2by ﬂasli{l- Sh%on?afography on
silica f(gira?ile}n[ BtO0A G- Hek a7:95 @] Q() 50 PehR¥ Fd'léjﬂlt'lb CorRFBuRE a§ %ﬂb‘eiﬁ'@'%oh@@ 71 g,

I'hternmediate A2 The title conmpound was prepared

73%)f BPLOWR hd - Priowe Gurridy 864%0i beM$.ov (ESediedi ate Al step
c), but starting from ethyl
({[6-(3-furyl)pyridin-2-yl]am no}

Step B)F Han@oR 0P iyt 8 0283184 &) pPridinL-yl] dRirks ) EavPbriothioPl) Efkbamate

plgs a cl ea%ﬁg?pomﬂer )%)%g 26 );)]89%} H NVR )

(DMSO-d(,) 6 8.92 (s, , €.88 (d, J = 1.7 Hz, |
H, 7.50 (t, J =8.1 , U H 7)]\29-/7\.37(m 3H), 6.11
(s, 2H). HPLC, , ' élzf)urOty 99.6% . LC M5,
MH(ESI): 201.3. In
5-brono[ 1, 2,4l triazol ol1, 5-al nvri di n- 2- am ne Ste({o

A solpgemef 6-(5$rtl@jﬁn3é}m§/1ﬂm- -amine (3.70 g; 21.0 mmol; 1.0 eq.) and ethoxycarbonyl

iothib 05 000 285! PLrERs1T15E 0 1EeTE S0 LB e at

overnBiht NThe- ,pécIfitrate forthelih@as |ﬂlie&dca>mfp®¢a@ﬂed/va8thpw{wr©dgwe the title
fol | owing procedure described for internediate
comppynd ay, atW]%lfea?Qli%é“ 1} 8m/2Zdnthe Lo Rii 8rdpipin- c(pwétY( %%9%) PLovs,
6 mol; 1.0 eq.) as a white solid (36 g,
M (Eglu)a%&gl?yi eld). HPLC, Rt: 4.17 mn. (purity 99.8%.
LG M5, MH(ESL1): 306.1. Step b) Formation

Step cgl\@?qrmqu%(r)r%[ F—rz(?-ﬂztﬁrgif(? ) j}kgzzolo?i Q ar]II)yq’lt in- ammre]e NN
el

4

-

Intermediate Al

A suspension of ethyl ({[6-(3-thienyl)pyridin-2-yl]amino}carbonothioyl)carbamate (4.0 g;
13.01 mmol; 1.0 eq.), hydroxylamine hydrochloride (4.52 g; 65.1 mmol; 5.0 eq.) and DIEA
(6.55 mL) in MeOH/EtOH (1:1, 120 mL) was stirred at rt for 2 hours and then at 70°C for 3
hours. Solvents were removed under reduced pressure, the residue was taken up in
dioxane/water (1:1) and filtered to give the title compound as a white powder (2.3 g; 82%).
HPLC, Rt: 1.75 min. (purity 94.8%). LC/MS, M'(ESI): 217.3.

Intermediate A2: 5-(3-furvD|[1.2.4]triazolo]1.5-a]pvridin-2-amine

Step a) Formation of 6-(3-furyl)pyridin-2-amine
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The title conpound was prepared foll ow ng procedure
described for internediate Al step c), but starting
wo sonehby | f PCT/EP2008/060884
[ (6-bronopyridin-2-yl)am no] car bonot hi oyl } car bamat e
(36.0 g; 118.4 mol; 1.0 eq.) as a yellow sh solid
(20.65 g; 82% . HPLC, Rt: mn. (purity 97.6%.
LG M5, MH(ESI): 215.2. |ntefnediate A4 :
5-chloro[ 1, 2, 4] tri azolgl T} 5- 8] py¥i.di n- 2- ani ne Step a)
formation of ethyl f[( hl or opyri di n-2
) am noJcar bonot hi oyI }carbamate S Q C H The
The tqtlﬁpp@pemépwwem@ fHlopans aropedure dessy best E%werl@edlate Al step a),

but St?t%ﬁgw amaﬁgﬁ%lgcﬁrotr){;@gyrl 2§!é) % igﬂgg‘h I(\q',[]1;01’284. [ mm#ll??gl_}bommc

acid @601 1eq; 2334 mnf}oé Ild&Neq@I Tte ofdde7wgs pmmiﬁled byy iflabld chromatography
94, 59

(EtOg%/@-% R%Q ég) B gLfvS rt% grﬁloﬁlpound as brown I\o/ﬁ (l%g 2 94.%) 'H NMR
(DMS-‘O 91*5' 5317 96 %s %H?‘ 11,43 8RO &, 851(&9 W, '@37"(d2fl am, f‘ﬁz H{) M 541 (m, 2H).

ermediate A4 Thé title conpound
HPL(:orPéphﬁémlﬁ dpluaty $4P%p). dEEM: M 'dBSlor et f or
internediate Al step c), but starting fromethyl f
[ (6-chl oropyridin-2-yl) am no] carbonothioyl }
Step HF AMTHR of 2T B16(3 / (RBRaFohoBRSY kM hmate
p?116118 ﬁ” §8q[ er '?)M@l ?&7 e a gr eem?ﬁksoll
(51.19 gq; 790% HPLC; g)gg)mn (purity
98.1% . La/ Ms, Mr(ESI) 1d9.0 Jjaerrredl ate Ab:
6-bromo[ 1,2, 4l tri GLING A MN| ddn-2- ani ne Step a)
Forrration of ' et hyl (5- broh’op)ﬂldl n- 2
yl ) am noj car bonot hi oyl ] carbamate Br S ON NI ~ N
The tl@e <compppiid Whﬁepmparb@faibwp@mcwbse Q¢S@pb¢def§>r ﬁldlermeahnge Al step b),

out @G % PERPU T ol PE T ) e Bl gy 23 6p A5 sola
(28.2 EIR%). HRLceCRt)sas nén Y@LHEVW BTV, 5 0ld/NIS, MQESJ]:) 3)720/9 M (ESI): 290.2.

HPLC, Rt: 4.04 mn. (purity 92.4% . LC M5, MF(ESI):
305.9. Step b) Formation of

Step S P4 ’of S-A(]?-tfwﬁ)?gb,%&ia?&lﬂfl?&'—ft}p%tﬁiﬂb—%m in&

A Nwy; />—NH

4

ot

Intermediate A2

The title compound was prepared following procedure described for intermediate A1l step c),
but starting from ethyl ({[6-(3-furyl)pyridin-2-yl]amino}carbonothioyl)carbamate (28.1 g;
96.5 mmol; 1.0 eq.) as a clear beige powder (17.26 g; 89%). '"H NMR (DMSO-ds) d 8.92 (s,
1H), 7.88 (d, J = 1.7 Hz, 1H), 7.50 (t, J = 8.1 Hz, 1H), 7.29-7.37 (m, 3H), 6.11 (s, 2H). HPLC,
Rt: 1.59 min. (purity 99.6%). LC/MS, M"(ESI): 201.3.

Intermediate A3: 5-bromo|1.2.4]triazolo|1.5-a]pvridin-2-amine

Step a) Formation of ethyl {[(6-bromopyridin-2-yl)amino[carbonothioyl}carbamate
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N N-NH Br N Internediate AS The title conpound
was prepared foll ow ng procedure described for

wo pjogppmel ate Al step c), but starting from ebdwykp2008/060884
{[(5-bronnpyridin-2-y|)an1no]carbon ot hi oyl } car bamat e
(61.0 g; 200.6 mol ; O eq.) as an off white powder
(42.6 g; 99% . HPLC, X118 nmpn. (purity 97.39%.
L/ M5, MH(ESI): 214. 9| te)lled/ll\at/e\AG: tert-butvl
2-(2-amino [1,2,4] Br
triazol o[ 1, 5-al nvri din- 5 vI) fkknvrrole | - carboxyl ate

The tide @BnmPdurkcPiABHrepite®@fo 110%%% @t‘é%é/dure described for intermediate A1 step b),
2- (6-am nopyri di n- 2y yrrol e-1-carboxylate OnoO

but startiNg kg Feening- 6+léomommmﬂj(2\%g,plrlépﬁamg@hf lof E@wang white solid (36
t .. but
o qudlf AR EBREXEL REMhid Voo B TRD s M BE 88 F6”0

nmmol; 1.0 eq.) and ethyl 1-(t-
butoxycarbonyl)pyrrole 2-boronic acid (5.06 g; 24.0
Step iifeprmation of §-byowe/ 152, %T’Q@I‘Héxﬁd‘dpﬂ("imi%amgw 27% . HPLC,
Rt: 2.65 mn. (purity 97,0%, LC M, M-(ESI): 204.3.
57 WD 2009/ 027283 PCT/ BP21 gng@ 6 0884 Step b)
Formati on of tent-butyl 2
(([ (et hoxycar bonyl ) am no carbonothioyl)anino)pyridin-2
yl J-1A-pyrrol e-1-carboxyPate 0 S O \ | N HH-O The
title conpound was pre ng procedure
descri bed for |nternedBﬂEﬁHelQhL&§Ab) but starting
The title eompounnd Wwait pﬂepared following procedure described for intermediate Al step ¢),
no ol e- arb | a 1
bur sfiring P b Utatobinth B yutyfo LafRaoiot el 160 &

118. 4°/ﬁ1m0}1'"3h-@a e(ﬂ as 4- AoWidh sdIRH(20Lo5 %489%) HPEAVRt: 1M3 min. (purity
: 335.2. Step c) Formation of "tert-butyl

97. 60}@) L& M MofHSIp, 24§t2r| azol of | , 5-aJpyridin-5
yl)-1A-pyrrole-I- carboxylate N N i>NH, O1N
~O LN

Intermediate A4 : 5-chloro[1.2.4]triazolo[1,5-a]pyridin-2-amine

Step a) formation of ethyl {[(6-chloropyridin-2-yl)amino[carbonothioyl}carbamate

| = S O

I N HJ\HJ\O/\

The title compound was prepared following procedure described for intermediate A1 step b),
but starting from 2-amino-6-chloropyridine (49.38 g; 384.1 mmol; 1.0 eq.) as a yellow solid
(107 g, quant. yield). HPLC, Rt: 3.93 min. (purity 94.5%). LC/MS, M (ESI): 260.0.

Step b) formation of 5-chloro[1,2,4]triazolo[1,5-a]pyridin-2-amine

)—NH

x~N-N
Cl

Intermediate A4

The title compound was prepared following procedure described for intermediate A1l step c),

but starting from ethyl {[(6-chloropyridin-2-yl)amino]carbonothioyl}carbamate (99.76 g;
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Internmedi ate A6 The title conpound was prepared
follow ng procedure described for internediate Al step
W@ 09/0P1383 starting fromtort-butyl 2-[6-(f PCT/EP2008/060884
[ (ct hoxycar bonyl ) am no] car bonot hi oyl } am no) pyri di n- 2-
yl]-1H-pyrrol e-1-carboxyla 1.47 9, ,.3.76 mmol; 1.0, i
384-1e1ampjﬁa58aeqae¢sg% g&ﬂﬂisg 56%@ 5%5 gzﬂ%@ YoOHBIREC Rt 0% gin. (purity

o/N UK 4+ «% . LOTvlS M (EST): 244.3.
o o BN a6

5-chloro-7-(trifluoromethyl)[1,2,4]triazolo[1,5-aluvri
Interledjate, bl alndgintanine . £ E o N

Step D HRortha3®h O el GI5-bromopyridin-2-yl)aminojcarbonothioyljcarbamate
p‘?, T o ML G15-bromopyridin A e e e
10.0 g; 46.30 nmol Br RXy€d.9 i 4 ammoni um hydr oxi de
(-25%in water) (40.0|n; 4. V) was heated to 180C
for 3 h in a Parr appa’atNs and @0ooted down to rt.
After this time, reaction fixtlure was filtered over a
| f I ie v . [,
he 82585008 s PURORIANTE: e DRSS HOLRL EHEe a1 s )
but stBlinp €font 2quone- 560 pRTieNG A &2 0adamot;eldtiegdlas a yellowish solid
pressure to give the title conpound as a 58 WO
(60 e300 BFFSER LA mip (nitsPEel abh/ MSeM il 305 that
crystallized upon standing (4.83 g; 53% . HPLC, Rt:
3.58 min. (purity 96.9%. LC M, M-(ESI): 196.8,
Step WK desayion bP4-Bom8] e 4 myiafode [T-a/pywidin-2uinyhe
(f[6-chloro-4-(trifluoronethyl)pyridin-2-
yl Jam no) car bonot hi oyl ) c te FFFC NNN HH
The title conpound was QL .ed N4 1 owi ng procedure
described for internefilate Al 'step b), but starting
from6-chloro-4-(trifl qrone ig e');?y” di n-2-am ne (4.83
g; 24.57 mmol ; 1.0 eq.yﬂs%—ga—ge solid (6.90 g;
The ti86 WmpbhdCrvaRprepdre@ B 1iving pivdedury d&Bri089 for likieMpedilte Al step c),
EST): 327.9. Step c) Formation of )
but drgn7ethyl i {(Sdyparaypdinyy )aminglcasbanethigyl } cgrbamsts i(61.0 g

200.64h B0 RS & afoft whilhowderda2 e\ 99%). HPLC, Rt: 1.18 min. (purity
97.3%). LC/MS, M'(ESI): 214.9.

Intermediate A6 : tert-butyl 2-(2-amino|1.2.4]triazolo[1.5-a]pyridin-5-vl)-1H-pvrrole-1-

carboxvlate
Step a) Formation of tert-butyl 2-(6-aminopyridin-2-yl)-1H-pyrrole-1-carboxylate

O
O
X\ﬁ Ij
Cl N™ “NH,

The title compound was prepared following procedure described for intermediate A1 step a),
but starting from 2-amino-6-chloropyridine (2.05 g; 16.0 mmol; 1.0 eq.) and ethyl 1-(t-
butoxycarbonyl)pyrrole-2-boronic acid (5.06 g; 24.0 mmol; 1.5 eq.) as a beige powder (1.15
g, 27%). HPLC, Rt: 2.65 min. (purity 97.0%). LC/MS, M (ESI): 204.3.
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Cl Internmediate A7 The title conpound was prepared
follow ng procedure described for internediate Al step
W@ Y009/0P183 starting from ethyl PCT/EP2008/060884
({[6-chloro-4-(trifluoromethyl)pyridin-2- yl]am no}
car bonot hi oyl ) carbamate (6.90 g; 21.1 mmol; 1.0 eq.)

Step a5 a whiff e powderfQradgioy, 7299 . °HPLC, Rt :fews-baylnin 2-/6-
({[(etllc(ﬁ‘;ﬁé}#ig}éé?lgﬁrgt‘%kéqaygmioMtirEiﬁ%)ﬁyn%ﬁﬁQ-%ﬂ]—lepgﬁjo)é-l-%gﬁr&ylate

6- bromo- 5- et hyl { 12, Atriagol okl, 5 al uyridi n-2-am ne
Step a) Fornmati o}%of et A L
f f (5- br ono- 6- met hyt pyHdi INZ>N7 N7 S0
yl ) am noJcar bonot hi oyl Ycarbamtte Br O N NNO H H The
title conpound was prepared follow ng procedure
The title s6mipbaxtt vay pﬂe}gﬁred ftﬂbkx&ﬁ@};}pﬁ:ce(ﬁir@gedm)ibed fovintefraediategA 1 step b),
from 6-anm no- 3- br ono- 2- nct. h; idinc (25.0 g; 133.7
but s%g’f? r_notegda_u)tyla%—?(gamf;@pyg%%p?g%éﬁ?mq(lgd-c‘g"l,’r‘tg@;g ¢ (1.15 g; 443

H . : ] rgsto . no
mmol; Fitbeg. Plsls GhidQsdTd ARSI IR R S O0NEin, WIHERRY D1 LIS,
M'(ESD)18351B 8 4 Step b) Formation of
6- brono-5-nethyl [ 1, 2,4Jtri azol o[ 1, 5-aJpyri di n- 2- am ne
N NiNH,  Br NlInternediate AS The title conpound
Step YRBoRAARA Sfteh Ol PNV aRiATE Y] BidIEREL, 5 RFS i -5-y1)-1H-pyrrole-1-
internedi ate Al step c), Dbut starting from ethyl
carbofplpgte- br ono- 6- et hyl pyri di n-2-yl ) ani no] car bonot hi oyl } ca
rbamate (41.8 g; 131.4 mmol 1N0 eq.) as a white
solid (23.90 g; 80%. HPLCF Ry %ﬁﬁ mn. (purity
99.9% . LC/MS, M (EST): 228 8- fntefnediate A9 :
N5- cvcl ohexyl 11, 2,41t ri &zol o]
1,5-al1)vridine-2,5-dj amtag N N_ -NH N QN\H
I nternedi ate A9 O _

Intermediate A6

The title compound was prepared following procedure described for intermediate A1l step c),
but starting from tert-butyl 2-[6-({[(cthoxycarbonyl)amino]carbonothioyl}amino)pyridin-2-
yl]-1H-pyrrole-1-carboxylate (1.47 g; 3.76 mmol; 1.0 eq.) as a beige solid (870 mg, 77%).
HPLC, Rt: 2.68 min. (purity 98.5%). LC/MS, M'(ESI): 2443,

Intermediate A7: 5-chloro-7-(trifluoromethvl)|1.2.4]triazolo|1.,5-a]pvridin-2-amine

Step a) Formation of 6-chloro-4-(trifluoromethyl)pyridin-2-amine

Cl” "N "NH,

A solution of 2,6-dichloro-4-(trifluoromethylpyridine) (Fluorochem, 10.0 g; 46.30 mmol; 1.0
¢q.) in ammonium hydroxide (~25% in water) (40.0 mL; 4.0 V) was heated to 180°C for 3 h
in a Parr apparatus and cooled down to rt. After this time, reaction mixture was filtered over a
bed of celite, evaporated to dryness under reduced pressure, triturated with DCM and filtered.

The mother liquors were concentrated under reduced pressure to give the title compound as a
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A suspensi on of
5-chloro[ 1, 2,4]triazol o[ 1, 5-a] pyridin-2-amne ((A4),

wd B09/0g72859. 32 mmol ; 1.0 eq.) in cycl ohexyl ambOEELH08/060884
m.) was heated to reflux for 52 h. Reaction m xture

sy 35 R St Sl S0

LC/ ,xpg?gf:ﬁﬁgiqwﬁ§ siw i fied by flash chronatography
N?{bpt E?ON; 1 gﬁ% g{ve the tilte conmpound as a

bei ge powder (8.08 g, 59% . HPLC, Rt: 2.46 mn.

urjt 98.9% . LC/ M5, Mt(ESI): 231.9. Jnternedia e

Step ,(AZFEOH KIS fgmt eyt yf’ﬁ, 2 F@F ri ;z(g%-(ﬂ}lloro-z)-(trtﬁluoromet}zy%)pyrtdm-Z-
yl]amlino?étﬁlbld)l&t"hﬁyyﬂﬁm%aﬁfa?’é amne _N N-i -NH2 N G\H

Internmedi até Al10 The title conpound was prepared

foll owi ng procedure dedck bed for internediate A9, but

starting from

5-chloro[1,2,4]triazol ,5¥§]p ridin-2-amno ((A4),

2.88 g; 17.1 mmol, 1.0 eq.) jang cycl oheptyl am ne (14

nm.) and heated at NFOTN u m cr owave
radiation to give 60 WO 26809H027283 PCT/ EP211118

e SR e B BRI 3,5 B o
but st%%@frorﬁ%Zchc-foroLﬁ(tﬁﬂﬂ&%ﬁb‘tlﬁdﬁ'yhdfn&-amine (4.83 g; 24.57 rnmonl;e 1.0 eq.)

- (Cvcl ohexvioxv)[ 1,2, 4]triazol ol T, 5-a] pvridin-2-am
as a beige splid (6.9NEB6R%). EPO.CL Rt:&x Ofbaimat(euray 96.08cL6RIK aMo(ESI): 327.9.
(1.68 nL; 15.84 mol; 5.0 eq.) was added to a
suspension of NaH (152 ng; 3.80 mml; 1.2 eq.) in THE
Step &) F Fnidtion oft B@hm}bm@ii]lﬁﬁ'ro%fb@l%ﬂ)[ﬂ,@,eﬂlri@blﬁpﬁmﬁﬁidﬁ-z%ine
The reaction mxture was brought back to it and
stirred for 1 h beforefthe addition of 5-
chloro[l,2,4]triazol of-1; Widin-2-amne ((A4), 534
ng; 3.17 nmol; 1.0 eq.). t PoNH,mi xt ure was t hen
heated at reflux for 3 h eN which tine it was
guenched by adition of ler. It was then extracted
with Et OAc, washed with brine, dried over nagnesi um
sulfate, filtered andluntexmedinteA®d. Purification by

flash chromatogra n.silica,gel '
The s TRy SRR REPFRY ToUB b blokr A€ it EF hermeagioA P sen o
but My, $§8&%hg HPLCfroli @ 2. 1&hii n. ({[6-chloro-4-(trifluoromethyl)pyridin-2-
yl]amino } carbonothioyl)carbamate (6.90 g; 21.1 mmol; 1.0 eq.) as a white powder (3.6 g,
72%). HPLC, Rt: 2.45 min. (purity 98.9%). LC/MS, M'(ESI): 236.8, M (ESI): 234.8.

Intermediate A8: 6-bromo-5-methvlj1.2.4]triazolo[1.5-a]pvridin-2-amine

Step a) Formation of ethyl {[(5-bromo-6-methylpyridin-2-
yhamino[carbonothioyl}carbamate
Br

The title compound was prepared following procedure described for intermediate A1 step b),
but starting from 6-amino-3-bromo-2-methylpyridine (25.0 g; 133.7 mmol; 1.0 eq.) as a
yellow powder (41.80 g; 98%). HPLC, Rt: 4.49 min. (purity 99.3%). LC/MS, M (ESI): 319.9,
M(ESI): 317.9.
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(purity 90.1%. LG MS, MESI): 233.0. Internediate Al2
. 5-(1H pyrazol-1-vl)11, 2,41tri azol ol
wo 20m@buysidin-2-amine _N N, -NH2 N NQ N PpCT/EP2008/060884
Internedi ate Al2
5-brono[ 1, 2,4]triazol o[ 1, 5-a] pyridin-2-am ne ((A3);
1,06 g; 5.0 mol; 1.0 eq.), pyrazole (3.40 g; 50.0

s BB ST SHEIRT 5 P

110 C. After this tine, tNon m xture was cooled to
rt poured into water and e tr/hcrtdlépl with Et20. The
conmbi ned organi c | ayeB € Mashed with water, dried
over magnesium sul fate, filltered and evaporated under
reduced pressure to give the title conpound as a
white solid (650 ny, chugrmediate A8x: 1. 22 min. (purity

e 80y 4 ol 5T 0 R RRRR e A1 s

but s{taltiﬁg 4frdmi @yl of [{5-broahatGime@hylpy2diasd-ylganShefeadbonothioyl } carbamate

rpation of ' et ui no
(41. 8>%|a P An ﬁa%aﬁt}o%ﬁ%quwr%&ﬁe@é 90\g: §OKp)- HPHCTRE 93 pn. (purity
060 d r ed foll owi ng procedure described
999 ﬂ@?ﬁ?e di gtzggg step b), but starting from
gui nol i n-2-am ne (1 06 g; 7.35 mol; 1.0 eq ) as a

Formatlon of[1241tr|azol NSanumoIanamne N
NN I ntermedi ate A13 The {1t ey?o:mpund was prepared
foll ow ng procedure desc i'nternedi ate Al step
c), but starting from et
[ (qui nolin-2-yl am no) onot hi oyl ] carbamate (1.68 g;
6.10 mol; 1.0 eq.) &as_a white powder (667 ngy, 59%.
"HNVR (DVMSO-d6) 5 8.26 (d, J = 8.3 Hz, 1H), 7.81 (d,
J =79 H, 1H, 7.74 flﬂern;ledia&z@Hz 1H), 7.70 (m
1H), 747(m 1H), 7.45(d, J = 9.0 Hz, 1 H). HPLC
A SuSRtnsmll @2-dhiloro[ {.pditriazoled, ﬂ@h)ﬂldl@fmnlnm (46ST9.0 2189.33 mmol; 1.0

cq) it ByTRIEONEN T (P ogtede poflsofos 2. s Rereian mivigegves teken

up inOMAIBEYIaAE filtered. The resulting cake was washed with MTBE and filtrate was

concentrated to dryness. Residue was purified by flash chromatography (Hept/EtOAc, 1:1) to
give the tilte compound as a beige powder (8.08 g, 59%). HPLC, Rt: 2.46 min. (purity
98.9%). LC/MS, M'(EST): 231.9.

Intermediate A10 : NS-cvcloheptvl[1,2,4]triazolo[1,S-a]pvridine-Z,S-diamine

=N
o8

Intermediate A10

The title compound was prepared following procedure described for intermediate A9, but
starting from 5-chloro[1,2,4]triazolo[1,5-a]pyridin-2-amine ((A4), 2.88 g; 17.1 mmol; 1.0 eq.)
and cycloheptylamine (14 mL) and heated at 180°C for 1 h under microwave radiation to give
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Step a) Formation of 5-brono-6-chloropyridin-2-am ne
Br CI N NHZ N bronosuccinimde (16.45 g; 92.41 mmol ;
wd-20b90£28) Was added portionwi se to a sol uti onpEf/EP2008/060884

2-am no 6-chl oropyridine (10.80 g; 84.01 mmol; 1.0

.eq.) 200 The reaction . m xt
the tilg §qrpapng s p elrgsroﬂz&ﬁéu&»ég%oﬁl%ﬁt%t v%e‘%ﬂemweﬁwwsmdérLC/MS
M (E§pdbsLs pressure and the residue was taken up in

Et'OAc "and aqueous ammoni a. The organi ¢ phase was

washed again w th aqueous ammoni a and brine, dried

over e i um s

washed wi th pentane and dr edNunder vacuumto gi ve

the title conmpound as a lyei W (12.5 g, 72%.
HPLC, Rt: 2.81 min. (pu 89%°. 62 WD 2009/ 027283
PCT/ EP211118 /116118 8 4 Step b) Fornation of ethyl

{[ (5-brono- 6-chl or opy irh= 2-
yl ) am noJcar bonot hi oy rbamate Br O nc CI N
N,NJ~O--~ HHThe title conpound was prepared

fol l owi ng procedure desgikhgshit Qi nternmediate Al step
b), but starting from5-Bromno-o-chl oropyridin-2-am ne
Cyclohgxg®@l gt.68mI2 Il mnbl.05.8gq)) wes @idedfid a swhiengosoIf iNkH (152 mg;

3.80 ‘éﬂ?io%)g- qa ) i THEFG T mT) “and rmndBidd R okt dididsphde at 0°C. The

reactlgn bhRERe Svash .Z)ﬁﬁl%[ltl backHd 1t AB@| @irded Stor] P bR Zi@@ldiEon of 5-
z -NH Br The title conpound was prepared

chlor@[éJZLAdmaﬁgbb} seduuden-esund Kedhf 634 imged-irednapk astt Je Reaction
rmxtuf% @s Qﬁ'en Eéag&f %tln 1%ﬂfur NIt gtﬁ%g 1ach. time it_was Ig*uenched by adition of

or opyr | m noj car
WaterOItht/zisyﬂh}:@ akteoiat &ith (BO3Q, @,asl% \Qltllmb'ﬁhe, dkicd cﬁi@r agSestum sulfate,

ei powder (4.56 g[; %. HPLC, Rt: 1.96
ﬁltere@w& q@ce@@tgb@Purlﬁ@ g, b eqi_:lsq:l)romgt@gra@hy on sﬂlca gel (DCM/MeOH,
95:5 to 10:90) gave the title compound as a white solid (590 mg, 80%). HPLC, Rt: 2.18 min.
(purity 90.1%). LC/MS, M'(ESI): 233.0.

Intermediate A12 : 5-(1H-pvrazol-1-y1)|1.2.4]triazolo]1.5-a]pvridin-2-amine

((\N( )—NH,
-

Intermediate A12

5-bromo[1,2,4]triazolo[1,5-a]pyridin-2-amine ((A3); 1,06 g; 5.0 mmol; 1.0 eq.), pyrazole
(3.40 g; 50.0 mmol; 10 eq.) and potassium hydroxide (842 mg; 15.0 mmol; 3.0 eq.) were
melted and stirred overnight at 110 °C. After this time, reaction mixture was cooled to rt
poured into water and extracted with Et,O. The combined organic layers were washed with
water, dried over magnesium sulfate, filtered and evaporated under reduced pressure to give
the title compound as a white solid (650 mg, 65%). HPLC, Rt: 1.22 min. (purity 96.6%).
LC/MS, M'(ESI): 201.0.
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Step d) Formation of 6-brono-

Ns-cycl ohexyl [ 1, 2,4]triazol o[ 1, 5-aJpyri di ne-2,5-diamn
WE20090b7288 1 >-NH, Br N QNH Intermedi ate Al4 Ther/tpiobgocosss

conmpound was prepared follow ng procedure descri bed

for, internmedi ate A9 but startlng from
Intermediate AlX : [124) ao D44 D a

HAO) 3ing) pyri di n- 2- ami ne
’W@E ] (12.0
Step %&”%moé%% mn%ltg 2- )?gm)n %ggtﬁhﬂ)?ﬁz%lijgm?g%oun q
as a dark foan1(2 5~Q «69@ 3.21 mn.
(purlty 76.69%) . IM E 100 | nt er nedi at e
Al5 : 6-bronp-N - cy 0)gf> yN brThazol o

11,5-aluyr|d|ne 2, 5-di am né SMep a) Formation of

ethyl {[(3- brormpyrl di n-2
The tijle ramppeTtutbyapirbd BHoydeg pareduse gpssribed for iMermedintesl step b),
bur s Y5R0R0h GERRRDSTHETRAA RS 5 A8REE B aTRSclibl fyaer (.65

3%)fHPLCnRer3n%dmmt q)uﬁty 9BRED. ]EX)J/M@LM(ESBM’M]Q fr om
2-am no- 3- bronopyridine (4.18 g; 24.16 mmol, 1.0 eq.)
to give the title conpound as a light yellow sh

s B e PR g =S5,

For mati on
of 8- brono[ J, 2, 41tri azol [1, -édmhzi din-2-amine Br N
NH2 Internediate Al5 I'tN e conpound was prepared
foll owi ng procedure dc bcd for internediate A,
step c) but starting from ethyl
{[ (3-bronopyridin-2- ylﬂ1 anhgnot hi oyl } car banmat e
(7.40 g; 24.33 mol ; give the title
The tld:le rcpmpnuinchWasapmparbé fcﬂh»lwmig plzbcddlge; d&sbed fdl?m,erlﬁedlaﬂe Abstep ¢),

212. 9
but stV by ipactin’ & s n O R arop ot Y PP E S5 % & 610 mmols 1.0

eq.) ak a@vlﬁ{etﬁbﬁx{dg{f EB@ rg%@%l S epvR) (DS ORY,) OR 2@f (463 R 3 Hz, 1H), 7.81
(d,J =79 Hz, 1%1) 7.74 (d, ] = 9.4 Hz, 1H), 7.70 (m, 1H), 7.47 (m, 1H), 7.45 (d, ] = 9.0 Hz,

1H). HPLC, Rt: 1.62 min. (purity 99.7%). LC/MS, M*(ESI): 185.4.

Intermediate Al14 : 6-br0m0-N5-cvclohexvl[1,2,4]triazolo[1,5-a]pvridine-Z,S-diamine

Step a) Formation of 5-bromo-6-chloropyridin-2-amine

Br XN

~

CI” N” NH,

N-bromosuccinimide (16.45 g; 92.41 mmol; 1.10 eq.) was added portionwise to a solution of
2-amino-6-chloropyridine (10.80 g; 84.01 mmol; 1.0 eq.) in DMF (200 mL) at rt. The reaction
mixture was stirred at rt for 2 hours. Solvents were removed under reduced pressure and the
residue was taken up in EtOAc and aqueous ammonia. The organic phase was washed again
with aqueous ammonia and brine, dried over magnesium sulfate, filtered and concentrated
under reduced pressure. The black solid obtained was washed with pentane and dried under
vacuum to give the title compound as a beige powder (12.5 g, 72%). HPLC, Rt: 2.81 min.
(purity 95.8%).
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\' I ~N NH2 The title conmpound was prepared foll ow ng
procedure described for internediate Al step a), but
wek@prnags from 2- am no- 6- chl oropyri di ne (925. 6ACTIBP2008/060884
7.20 mmol ; 1.0 eq.) and 2- furanboronic acid (1 21 g,
10.8 mml; 1.5 eq.). The crude was purified by
Step chr obdt ogr afRYEMEIOAC/ c-Hex, gf%l ent f{{(érﬁ”%"’ﬁc’fl@” opyridin-2-

t d 990 869
s S TR RN

161.0. Step b) For i of gthy
({[6-(2- furyl)pyrliggﬁgjj? )L
yl ] am no) car bonot hi arman > OO -N H-H The

title conpound mas pr epar eld f61lomnng procedure

The tlglgség g/rFB) ired FE%W? e%lrocedS re? ge/sg)1b6d %%gh&gh%g&lﬁﬁ%l step b),

r Om
but stitrtﬂlgeﬂﬂoﬁl ﬁbromd%l—lchbr@lgzlrﬂdm-}(aﬁmﬁe? (09 @49@ 2 b, 1.6Req.) as an off-

,&tpy 98.49% . LC M5, MFE)ESI ): 292.0,
whiteyyp (e 30 2500 HPLES Ry biuron domig3 OPOTIEP2 11118 /0 6 0
8 84 Step c) Formation
of 5-(2-faryl)[1, 2,4Jtriazol o[ 1, 5-aJpyridin-2-anmine N
Step &l Fornddtipn oN6DrotmniSechied | B2 [thihGoldNes5-ujpyridincdaponand was
prepared fol |l owi ng procedure descrlbed for
internmedi ate Al step c),# Nstarting fromethyl (f
[6-(2-furyl)pyridin-2-yllany NH,
car bonot hi oyl ) carbanaB€ (1.65 g; 5.66 mvl; 1.0 eq.)
as a mhlte powder (1.13 g€l99% . HPLC, Rt:1.75 min.

t 4 EST) : 20 | nt
The ti -l;ag}np und was reparecgfo'YFowmg procedure descgibed for rl]ntglr‘lgtee iate gl step ¢),

but ﬁg‘tlhéo%ﬁp%thﬂ (FBidrbmer f@&lﬁ&&ﬁﬁcﬁlﬁ D2yl ﬁrﬁlhklﬁﬁfﬂoﬁbﬂmo@‘l}a:hrbamate
y di ne- 2, 5-° di am ne
(8.80 |gnt2é|0rmm|oat k0 A4.7 as a beige powder (4.56 g; O%) HPLC, Rt: 1.96 min. (purity

91.5%). LC/MS, M'(ESI): 248 8.

Step d) Formation of 6-bromo- N°-cyclohexyl[1,2,4]triazolo[1,5-a]pyridine-2,5-diamine

=N
S,

~

Br

Intermediate A14

The title compound was prepared following procedure described for intermediate A9 but
starting from 6-bromo-5-chloro[1,2,4]triazolo[1,5-a]pyridin-2-amine (3.0 g; 12.1 mmol; 1.0
eq.) and cyclohexylamine (12.0 mL; 104.9 mmol; 8.65 eq.) to give the title compound as a
dark foam (2.5 g, 66%). HPLC, Rt: 3.21 min. (purity 76.6%). LC/MS, M(ESI): 310.0.

Intermediate A15 : 6-br0m0-N5-cvclohexvl[1,2,4]triazolo[1,5-a]pvridine-Z,S-diamine

Step a) Formation of ethyl {[(3-bromopyridin-2-yl)amino[carbonothioyl}carbamate

B
|\rso

Z )J\ )J\O/\

N” N7 N
H H
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A suspensi on of
5-chloro-7-(trifluoronmethyl)[1,2,4]triazolo[1, 5-a]pyri
wdolbove@2288 ne ((A7), 183.00 ng; 0.77 mmol; 1. ORCEEPI008/060884
and i sopropylam ne (664.58 |; 7.74 mmol; 10.00 eqg.) in
n- butano] (1.50 was heated at 120C for 1 h3Q
The titl§ geMPRADY WisiICRa PO B loTiRe ProgediroAcsiRedos intgrrmedigta A1, step b)
e - 1N tiglie gir . [ . .
bt Bl B s G TR ad o PR give the it
compdinel gohilgycddwish eoiwgict 1.4 dz, i quanmtyiedd). [HR{UOrRiva@s72 min. (purity
i pal | Iy washed with water and dried under
99'7J@aﬂgﬂ\4¥aﬁ @)ﬁg&f@g&i've the title conmpound as an
off-white solid (122 ng, 61% . HPLC, Rt: 2.64 mn.
(purity 86.5%. LC/MS, M (ESI): 259.9, M (ESI):
Step D Forgmatipntof Srtwdinaf le2, Ar8azolo/1,5-alpyridin-2-amine
N5- cycl opropyl -7-(triflu {Sorret hyl)[1,2,4]triazol o[ 1, 5-
a] pyridine-2,5- diamne WD 2009/ 027283 PCT/ EP211118
/116118 8 4 HNA F N>_ F F Internediate A18 A
suspensi on of a N~
5-chl oro-7-(trifl uoronethyl )'T 1,2,4]triazol o[ 1, 5-a] pyri
din-2-amne ((A7), 3. 9Qterthedimeadsmmol; 1.0 eq.),
cycl opropyl am ne (5.27 nL;, 70. L nmol; 5.0 eq.), and N
The tigle Ry ingoisbpropypand fdlofdtg p@cedire d&@riBedrfonlinteidedidte Al, step c)

. s heat t. 80C i n, .1-but anol 36.0.m-) for 2
bur sty g TS RHT B brgmer g 2 MR Rl RS e 1740
24.33GRA6EN0 &f. ?ma E titl4 @6 MPBULd dsla WhYN&IRL (413 £188Y). APher rt: 1.16
" was éddeﬁﬂzﬁ the solid \?vas filtered, wa(shega vvit)h ’
min. (uarier99.& k0. HENE, MTHESpR26d0c214@s then purified by
chromat ography on silicagel (from5%to 95% EtOAc in
c-Hex), to give the title conmpound as a white solid
Intermedfit@A161 512%hrvl tiffhzole]1 Qiilin-g-Puiiney 10099 .
LG M5, MH(ESH): 258.0, M(ESI): 256.0. Internediate
Step qfprmation of 6-(2-furyl)pyridin-2-amine
5-chloro-7-methyl [ 1, 2,4l triazol 011, 5-al avri di n-2- am ne
Step a) Formation of 6-Chl - met hyl pyri di n- 2-am ne
Cl N NH2 A solution of @ ' 0- 4- met hyl pyri di ne
(Chem Mater., 2004, 1%, /156 -1%, 30g, 0.185np1) in
amoni um hydr oxi de (200nL, 25% solution in water) was
The tif€RbEPo@ld w 4rBd ?olmﬁg?‘grro%ed{ﬁé &cribQ fol MkermB@iate A1 step a),
reaction m xture was then concentrated under reduce
but spress uren THamitr-6whlsopyirdinebi(22net mgs 790s penaledl .0 neq.) and 2-

fulranboronifcoglcigo(lr.[}ln g‘%t 18%_ %16rncol?n9.5 eq.). The crude was purified by flash
chromatography (EtOAc/c-Hex, gradient from 25:75 to 40:60) to give the title compound
(990 mg; 86%). HPLC, Rt: 1.33 min. (purity 99.9%). LC/MS, M"(ESI): 161.0.

Step b) Formation of of ethyl ({{6-(2-furyl)pyridin-2-ylJamino}carbonothioyl)carbamate

The title compound was prepared following procedure described for intermediate A1 step b),
but starting from 6-(2-furyl)pyridin-2-amine (970 mg; 6.06 mmol; 1.0 eq.) as a white solid
(1.67 g; 94%). HPLC, Rt: 4.07 min. (purity 98.4%). LC/MS, M (ESI): 292.0, M'(ESI): 290.1.
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filtered. Filtrate was concentrated under reduced
pressure. Purification of the crude thus obtained by

wo bas2obs omat ography (20% et hyl acetate in pebcELPR0Y /060834
afforded the title conpound as off-white solid
(13.5g, Yield 51%. L Ms: M (ESI): 142.7; '"H NWR
(DVMSO d6 :400MHz) 6 6.34(1H, s), 6.23(2H, s),

. 3. . ) ab f ethyl
Step Qo DL 5L g NGRSy S
car bonot hi oyl } car bamat 5> N\O 2009/ 027283
PCT/ EP211118 /116118 8 |4 ONMN H H The title
conmpound was prepared f oWl ng procedure descri bed
for internediate Al step\), but starting from
2-am no-4, 6-di chl oropyr@drhe (2.5 g; 15.3 mmol; 1.0
eq.) as an off-white sofrd (5.0 g; 64%. HPLC, Rt:
4.36 min. (purity 98.310 . LCL NS, (ESI): 273.8,
M (EST): 271.8. Step-&¥E o of
The tidfe %Bh@b@n&was‘aﬁ%wéréd fAlotlihd pReedRE deseriBddPior intiePmédiatd A€ step c),
N NIiNH2 N I nternmedi ate A19 The title conpound

but sigetingy fioprrcty! folo-Gniund nyrideedotlemined earbprathipghcarbamate (1.65 g;

sco BB T8 bk e o B SRLHRS LAOTIEHIN, gy 00
LC/M®, baiBs®: 1.0 g; 18.4 nmmol; 1.0 eq.) as a white solid

(3.34 g; 99.5%. HPLC, Rt: 1.17 min. (purity 92.8%.
LG M5, M+(ESI): 282.8. Internmediate BR'NR3 i NHRN
- . . I i

Afabfo

Intermediate A17

A suspension of 5-chloro-7-(trifluoromethyl)[1,2,4]triazolo[1,5-a]pyridin-2-amine ((A7),
183.00 mg; 0.77 mmol; 1.00 eq.) and isopropylamine (664.58 ul; 7.74 mmol; 10.00 eq.) in n-
butanol (1.50 mL) was heated at 120°C for 1h30 under MW irradiation. The reaction mixture
was then concentrated under vacuum till dryness. The solid obtained was triturated in
water/MTBE and filtered. The solid which precipitated in mother liquor was finally filtered,
washed with water and dried under vacuum at 40°C to give the title compound as an off-white
solid (122 mg, 61%). HPLC, Rt: 2.64 min. (purity 86.5%). LC/MS, M (ESI): 259.9, M'(ESI):
257.9.

Intermediate A18: N§-cyclopr0pyl—7-(triﬂu0romethyl)[1,2,4]triazolo[1,5-a]pyridine-2,5-

diamine
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HNN-NO\ / Br Internediate Bl Benzoyl chloride
(4.40 g; 31.4 mmol; 2.0 eq.) was added to a suspension
w®boobm28pN0[ 1, 2, 4] triazol o[ 1, 5-a] pyri di n- 2- anPOEEP2008/060884
((A3), 3.34 g; 15.7 mol; 1.0 eq.) in pyridine (2.53
m.; 31.4 mol; 2.0 eq.) and DCM (60 nL). The reaction

m xture was then heated at WO 2009/ 027283

PCT/ EP211118 /116118 8 4 Hwmeflux for 4 hours, after
which it was cool ed down t My Di et hyl ether was
added to the reaction m{td\re\>_r}\q_|the solid which
precipitated was filt The %preci pitate was
resuspended in an aqg us mxture (pH 4/5), filtered
and dried under vacuumtto give the title conpound as
a white powder (4.97 gI quant yield). HPLC, Rt: 2.40
mn. (purity 93.4%, IntermediateAd81y: 317 1, M (ESI):
315.1. Internmediate B2 :

A susp'éd;{sison'é%lémzﬁ(‘ﬁﬂ%kﬁé%ﬁglj‘[ 12 tﬁirﬁ%&d]og]t g ﬁ;ékﬁﬁ% %{?IHé“&‘KV), 3.60

g 1sczmpmuakj Was e, epwlqdolﬁﬂhﬂlﬁw (ﬁgzbrmmedmne m@skr ploedq.), and N-
% i nternedi ate BI, rting f

ethylgjispprgpplpmine (F0t%7 %%ﬂé%% rsmaf AP Odfwnl ?a%lh?eﬁ%d 2l BEYC in 1-butanol

(36.0 "]_?iﬂg) Qr 2[2131 Sh8I9k . de P()(?@ )Fhe fi‘@d@tl@ﬁ ﬁﬁit’ufbo‘)(fhs aih Qoh&Bitrated under
hydrochlor’ide (8.36 g; ;2. g.) as a grey

vacuypo i edryfess. 8161@@1y1 eﬁﬁ%Nas I-dBd{d, arRt the]soﬁd Wﬁsnﬁlte(rq:ﬂ; rwasfied with water

and d%%@ %Lg{l(gs V’Ba})s%gnE %%Piﬁe(f’ [1)3? .Cgf‘omatég§§ll) y on mﬁcagel (from 5% to 95%
EtOANu{ 5, Pﬁ!?;l) Qb %%Je tRe filik rcbﬁ\f&h&l aks éwﬁit@ydlidjﬂBgD% SIN) b(s NARNTARt: 2.54

| nt er medi at e he title
min. (cpuﬁ’p’olﬂ@&/)WQQ/MSeMa(Feﬂ) f288100M FP1p2668dur e descri bed

for internedi ate Bl, but

Intermediate A19 : 5-chloro-7-methvlj1.2.4]triazolo[1.5-a]pvridin-2-amine

Step a) Formation of 6-Chloro-4-methylpyridin-2-amine

~

~

Cl” "N "NH,

A solution of 2,6-Dichloro-4-methylpyridine (Chem. Mater., 2004, 16, 1564-1572,

30g, 0.185mol) in ammonium hydroxide (200mL, 25% solution in water) was heated at
200°C in a pressure vessel for 10h. The reaction mixture was then concentrated under reduced
pressure. The brown solid obtained was suspended in DCM for 30 min at 25-26°C and
filtered. Filtrate was concentrated under reduced pressure. Purification of the crude thus
obtained by flash chromatography (20% ethyl acetate in pet ether) afforded the title
compound as off-white solid (13.5g, Yield 51%). LC/MS: M (ESI): 142.7; '"H NMR (DMSO
ds :400MHz) $ 6.34(1H, s), 6.23(2H, s), 6.15(1H, s), 2.1(3H, s).

Step b) Formation of ethyl {[(6-chloro-4-methylpyridin-2-

yDamino]carbonothioyl}carbamate

66



starting from
5-chloro[ 1, 2,4]triazol o[ 1, 5-a] pyridin-2-amne ((A4),
w@o08827788 0. 50 mmol; 1.0 eq.) and benzoyl chbOI/EB®08/060884
(70 mg; 0.50 mmol; 1.0 eq.) as a white powder (136 ny,
quant. vyield). HPLC, Rt: 2.30 min. (purity 99.09%.
L M5, MH(ESL1): 273.0. [Internediate B4 :
N-(5-chloro[1,2,4]tri o[ 15 5- @]pvridin 2-vl)nicotina
mde N Ni HNN NIC_O Jlntgr ng\éate B4 The title
conmpound was prepar@d Pbllg P? pg? ocedur e descri bed
for internediate Bl, but tarting from
5-ch|oro[1,2,4]triazolo[1,5 a] pyridin-2-amne ((A4),
14.60 g; 86.60 mmol; 1.0 eq.) and nicotinoyl chloride
hydrochloride (18.5 g; 104 mmol; 1.2 eq.) as a
Theh@b&@ﬂ@éhuﬁ@hé@f 8 WNoRNDHR2dRBS dRCHbEPDT It BmédiatelA Bstep b),
20.61 g; 879 . HPLC, Rt: 1.19 min. (purity )
but stgglngo omL@mo- &@ﬂgrppyzﬂpes (2. Mgé é§|3) mrnog7§0§q) as an off-white

Spi- : : 0
ol [0 & B ehor T8 & P 2P ofPLrs. 534 KOS VRO T M EsY
27T8N H~ N. N N Br OQ Internediate B5 The title

conmpound was prepared follow ng procedure descri bed
for internediate Bl, but starting from

Step élg(frgfﬂifzo%i ﬁ#ﬁ%ﬁfﬁ%d&ﬁ%{gﬁ% ARzl Ns 21 VRAR-A e

benzoyl” chl ori de
(6.57 g; 46.9 mol; 2. ~Ns a white powder (6.5 g,
87% . HPLC, Rt: 2.49 nmiln. (p

wriNH, 97.19% . LC/ MBS,
M-(ESI): 317.0, M (ESI): .00, Internediate B6
N-(6-brono[ 1, 2,4]triazol ofil, 5-a] pvri di n-2-yl)ni coti nam
ide hydrochloride NHiNN Br NOHCL Internediate
B6 Intermediate A19

The title compound was prepared following procedure described for intermediate A1l step c),
but starting from ethyl {[(6-chloro-4-methylpyridin-2-yl)amino]carbonothioyl}carbamate (5.0
g; 18.4 mmol; 1.0 eq.) as a white solid (3.34 g; 99.5%). HPLC, Rt: 1.17 min. (purity 92.8%).
LC/MS, M'(ESI): 282.8.

Intermediate B

R,

Ry~ /N

R; N N‘N }—R
R

1

Intermediate B1 : N-(5-bromo|1.2.4]triazolo]1.5-a]pvyridin-2-vD)benzamide

30
o)

Br

Intermediate B1

Benzoyl chloride (4.40 g; 31.4 mmol; 2.0 eq.) was added to a suspension of 5-
bromo[1,2,4]triazolo[ 1,5-a]pyridin-2-amine ((A3), 3.34 g; 15.7 mmol; 1.0 eq.) in pyridine
(2.53 mL; 31.4 mmol; 2.0 eq.) and DCM (60 mL). The reaction mixture was then heated at
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The title conpound was prepared foll ow ng procedure
described for internediate Bl, but starting from

w@20000rmE3L, 2, 4] triazol o[ 1, 5-a] pyri di n-2-am ne R¢PRP2008/060884
5.0 g; 23.5 nmol; 1.0 eq.) and nicotinoyl chlorlde

refl uwﬁqqdﬁg hlléfgqr :’cl cr ngcgdt gvaSSCQayfed qi.qp?y_lttolﬁtz Del%h)gb ﬁxierh was added to the

react1F1|? Uhixkte SO0 sd-hgj b@lchl\/gl(e@kt}ate 3k ds %lte%dNoﬁ.n @hég%r%m itate was
2HKNSOBr -1.0 HA - 1. 0 rrecte C 38.68% BI

resusng8dgn 44 achLe&@sO/mifoM‘a iplt 4¢55), 88cré6%nd Hiridd fiddovadiub8td6gide the title

I ntermedi.ate B7 . . . o
compRYEAT AR B4 (FPd o ghathyls' Py B4 RE 8] 81, GuERpo3-4%0),
LoMELMIESB 3w | Wreethnamide FEENH N NNN G O

I nternedi ate B7 WO 2009/ 027283 PCT/ EP211118
/116118 8 4 The title corrpound was pr epared foll ow ng

i atl ng

1, 5 a]pyrldln 2-amn

2729, 115rm0| 1.0
eq) and ni coti noyl
13.8 mol; 1.2 eq.)

ripleNhydyexhl oride (2. 46 g;
\Ngre}m@ol id (1.42 g;
369%9. HPLC, Rt: 2.16 . (porit 00% . LC/ M5,

M(ESI): 342.2, M(ESI): 340.2. Internediate B8 :
4- (chl or omet hvl ) - N- 15- {ryahediaieyam no) 1 1, 2, 4
Itriazol ol 5-al nvridin- 2-vlTbenzamide N H C N-N>-N
The tidq @mpquné:lwa8| Preeaab de lavanggragedusc; daseriednion interpgdiate Bl, but
r C 7
startirRy 283 ﬁﬁro%é ,E;Qi"]@%u@[)ﬁ éfgpﬁgfé@{%é#e@ﬁﬁ 5.0 g; 23.5 mmol; 1.0 eq.)

t er medi at
and niNbtinyyd|chlveiiy Hy@ira2hlide (8126 gpfi 1.0 Samad hy2rd eh nas 2 gheyioarden (5.86 g,
. 9 800 ny e
78%)30 ) BF drrdk Ry i o9 ¢ ok ATSM{98D: SE0 06V Ese 183
1.5 eq.) as a brownish foam (1.32 g, 99% . LC M5,
M (EST): 384.0, M (EST): 382.0. Internedi ate B9:

InterhieBrtéd B3 niN-1(5-2hldtad i2ed tliavblo[ bSad il iohi- b ide anmi de
O
Cl O

Intermediate B3

The title compound was prepared following procedure described for intermediate B1, but
starting from 5-chloro[1,2,4]triazolo[1,5-a]pyridin-2-amine ((A4), 84.29 mg; 0.50 mmol; 1.0
eq.) and benzoyl chloride (70 mg; 0.50 mmol; 1.0 eq.) as a white powder (136 mg, quant.
yield). HPLC, Rt: 2.30 min. (purity 99.0%). LC/MS, M (ESI): 273.0.

Intermediate B4 : N-(5-chloro|1,2.4]triazolo[1.5-a]pvridin-2-yl)nicotinamide

=N H

cl o

Intermediate B4

The title compound was prepared following procedure described for intermediate B1, but
starting from 5-chloro[1,2,4]triazolo[1,5-a]pyridin-2-amine ((A4), 14.60 g; 86.60 mmol; 1.0
eq.) and nicotinoyl chloride hydrochloride (18.5 g; 104 mmol; 1.2 eq.) as a greenish solid
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Br N-N NNNO\/ Internediate B9 The title
conpound was prepared foll ow ng procedure descri bed
wo 2dovjosrres medi ate Bl, but starting from PCT/EP2008/060884
8 bronD[l 2,4]triazol o[ 1, 5-a] pyri di n-2-am ne ((Al1l5),
20. 7 mmol ; 1.0 g.. zoyl chl orid
2061 5: §7%), FUPLC Tt 19 bty Gty B2 ont uSs SHIBSDS Fat g, M Es):
272 374% . HPLC, Rt: 2.45 mn. (purity 90.1% . LC M5,
M+(ESI): 318.9, M(ESI ): 316.9. Internedi ate B1O:
N- (5, 7-dichloro[ 1,2 4]tri azol 011, 5-al ovridin-2-Yl)nico

-1 Aﬁa Hazo 0[(ifS'-z?ltprx]f}‘/ildin-z-vl)benzamide

yl )am noJcar bonot hi oyl Lcar gan'g| 70 WD 2009/ 027283
PCT/ EP211118/ 0611884 [C N HHThe title
conmpound was preparg hmvm ndure descri bed
for intermediate Al step b), obut arting from

2- am no-4, 6-di chl oropyridinc (J&W Pharma, 2.50 g;

15. 34 mml 1.00 cq.) IutgrmedihieBS solid (4.27 g; 94%.

100 t F
The tﬁ'@swf%queﬂ%ﬂsozrfipaze%g‘?fqvay rlppdte Rsohea for S0iEmediate BI, but
starti fr@m_6|-\b116|n{o[\l',|2,4]tNa£alo lTﬂjﬁ]pgﬂl&lheZ -SRMRAUAS), 9@S:; RB AP AEI; 1.0 cq.)
ol  owi ng procedure described for intermediate Al ste

and b@r)zoyl phlerida @7 gigtof% mmodt hleq.) as a white powder (6.5 g, 87%). HPLC, Rt:

249 iy B frgb B3 QOIS VST ) BT AESAL 3960 1 Pyl L o3 e
(2.61 g; 88%. HPLC, Rt: 1.78 nin (purity 97.99%.

LO M5, MH(ESL): 202.8. Step.c) Formatiaon
Intermeg;azte; 72-B6chl oy of N-¢-bromol k2.4l iazokol k.3ralpyridin-2v)nicotinamide

hvdra@mw]&@“ namide C NH\ N N-N

N=N. H
g va e
O HCI

Intermediate B6

The title compound was prepared following procedure described for intermediate B1, but
starting from 6-bromo[1,2,4]triazolo[1,5-a]pyridin-2-amine ((AS), 5.0 g; 23.5 mmol; 1.0 eq.)
and nicotinoyl chloride hydrochloride (5.01 g; 28.2 mmol; 1.2 eq.) as a light yellow solid
(6.30 g; 84%). HPLC, Rt: 1.32 min. (purity 99.6%). LC/MS, M (ESI): 317.9. CHN analysis:
[Ci1,HsNsOBr 1.0 HCI 1.0 H,0] Corrected: C 38.68%, H 2.98%, N 18.80%; Found: C
38.76%, H 3.11%, N 18.66%.

Intermediate  B7 :  N-[5-chloro-7-(trifluoromethvD|[1.2.4]triazolo]1.5-a]pyridin-2-

vl]nicotinamide

F />
NS N\N
O>_<\:/)

Cl

Intermediate B7
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G ON Internediate BIG The title conmpound was
prepared foll ow ng procedure described for
wo bdoensmel ate 131, but starting from PCT/EP2008/060884
5,7-dichloro[1, 2, 4]tr|azol o[ 1, 5-a] pyridin- 2 am ne
93 mol nd nlcotln chl orj de
The tﬁfﬁd?%%nﬂua W Ierip%s@]fq@ psm@ ungrgscribedy réatermaelaae B1, but

startu?gefrl)lﬁvy éllﬂ 1%047 '(ﬁjlﬂugljorn%h%?l ]§@azol§BL§:-'a]@' ziiln I@-%n{%@ogAg), 2.72 g;
11.5 Ihmoérhﬁebqataad b3btinoyl chlorlde hydrochloride (2.46 g; 13.8 mmol; .1.2.eq.) as a
arcentpriifl (8238 B o RERRES B Wb el el TRls. 1 G- 3422
M(EQQ09/0027283 PCT/ EP211118/ 0611884 Intermediate (Bl I)

To a reaction vessel containing
N-5- cycl ohexyl -

[I,2,4]triazol o[ 1, 5-a] pyri di ne-2, 5-di am
2. I d
I

_Vl]mga@dﬂ;ed 6. chI or on| cotl nyI . chl or| de (952 ng, 5.40

mol, 2.5 eq.) in acetonitrile (2 nL), dropw se. The
vessel was capped an g_ell at roomterrperature for
16 hours. The sol ve@xgg Bopoved\ n vacuo and the
resulting solid disso d|n|c amoni a (15
mL, 7 N) and stirped_at roonPtenperatutle for a further
24 hours. The soI was renmoved in vacuo and the

h

solid dissolved il yl acetate (40 nL). The organic
phase was washed W|th water (3 x 20 nL), dried

(MySO4) and concent ratwl ting solid was
The t{L é%%lﬁtuglg Cv\é\ﬁ u%%&? I'f%l B pli]glc%g}u% dgeégé@defo?qg%%nghﬁge B1, but

startufgu fioheN’ Wblbﬁd:)@&[tlLM]tﬁa&bld[Ed AQpiridinall Srdiddinat @ABJL 2800 mg; 3.46
(5-chloro-7-nmethyl 11,2, 41tri azol ol
mm01| 150 énay%qddﬂﬁcléommqthyw@nmﬁnca@ﬂdm (8N mgg 5./ mmofy 1§ cq.) as a

browrhili RRLAEA! BLE 983 LC/MS, MT(ESD): 384.0, M(ESI): 382.0.

Intermediate B9: N-(8-bromo|1.2.4]triazolo[1.5-a]pvridin-2-v)benzamide
Br

Intermediate B9

The title compound was prepared following procedure described for intermediate B1, but
starting from 8-bromo[1,2,4]triazolo[1,5-a]pyridin-2-amine ((A15), 4.40 g; 20.7 mmol; 1.0
eq.) and benzoyl chloride (5.81 g; 41.3 mmol; 2.0 eq.) as a white solid (4.9 g, 74%). HPLC,
Rt: 2.45 min. (purity 90.1%). LC/MS, M'(ESI): 318.9, M(ESI): 316.9.

Intermediate B10: N-(5.7-dichloro|1.2.4]triazolo[1.5-a]pvridin-2-yl)nicotinamide

Step a) Formation of ethyl {[(4,6-dichloropyridin-2-yl)amino]carbonothioyl}carbamate
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The title conpound was prepared foll ow ng procedure
described for internediate BlI, but starting from
woe200bbones 7- met hyl [1, 2, 4] triazol o[ |, 5-a] pyri di peRERIISE0884
(282 ng; 1.54 nmmol; 1.0 eq.) and nicotinoyl chloride
hydrochl oride (330 ng; 1.85 nmmol; 1.20eq.) as a
of f-white powder (244 , 55%. HPLC, Rt: 1.51 mn.
(purity 90.4% . LC/ M5 (ESl):0288.1, M (ESI):
286 2. 72 WD 2009/ 027 83 PQ}LEER};;\? /116118 8 4
Exanple 1 : Cl
N-[5-(3-furyl)[1,2, 4]tr|azﬂlofﬁ 5-al pvridin-2-vll-2-ph
The nﬁl]g;&b pﬁ\og%lgcﬁé/%e{? P%ﬁo&fgbﬁr}é\%reo%ﬁé ee%@??ctf& lll?eﬁﬁg(ﬁ)igfw&l step b),
but staning fived2-atrend4.,6-dckloropyadine Qk Wrkirrma, 2.50 g; 15.34 mmol; 1.00 eq.)

- (3-f.ur 4 [ I , 5- ridin-2-am ne
asa“('%2?@8ﬁ%ﬁiéggééb%ﬁﬁﬁﬁﬁg”gg%nn%3%¥%¥d§b%ﬂenyIacetyl
chloride (38 |; 0.41 mml; 2.0 eq). Purification of
the conpound by flash chromatography on silica
Step l)Ht @ition i9g R, 7-@@&@0)[1;§a4]@ittzhl@[l,E{avle)ré@nﬁalm'ae as a
white powder (21 ng, ~29%. H NVR (DVSO d6) d 8. 98
(brs, 1H), 8.61 (brs, Féﬂ] 3H), 7.37 (m
5H), 7.22 (m 1 H), 6.91 ,ét 3.96 (brs, 2H),
1.99 (brs, 3H water). HP 3.27 mn. (purity
94.5% . LC/MS, M+(ESI): 3%b.3, M(ESI): 317.3. Exanple

2
The tigle cgmpgurd e renared fyllopiing progpdure descibed for intormediatecal step o),

but st%}t?i@ tﬁi%%ll ¢! gll\%[gjl (é\l_g Aéhforgb)%lldwn%aglﬁﬁéarb&ﬁfﬁozg c%arﬂgte (4.27 g;

14.52 Imrhe & dr(0asay)l adiai witickasotitl €2.6 1 2288%). HRL G, RthB8 mid (jurizg 9Y.9%).
in dry THE (1 nmL) was stirred for 45 min. at rt. In
LC/WaMaI(g%D 2B %ol ution of 5- (3-furyl)[I,2,4]triazol of
1,5-a] pyridin-2-amne ((A2), 100 ng; 0.50 nmol; 1.0
eq.) and sodiumtort-butoxide (96 ng, 1.0 mmol, 2.0
Step @df<orniaviod vy NHIZ-(2hldre ), hdftrictolal | Sen[povdiAR-yhnicotadamide
rt. The two soluthps mere then conbi ned and the

reaction m xture was g_ ernight at rt. Et20
was then added and th pNeﬁ

tai ned was
filtered, washed with 20, THF, sol ution of
NaOH and water. It mas(ﬁesusp nded I'n an acidic
aqueous solution (pH 1) and
Intermediate B10

The title compound was prepared following procedure described for intermediate B1, but
starting from 5,7-dichloro[1,2,4]triazolo[1,5-a]pyridin-2-amine (1.00 g; 4.93 mmol; 1.00 eq.)
and nicotinoyl chloride hydrochloride (1 052.16 mg; 5.91 mmol; 1.20 eq.) as a yellowish solid
(1.06 g, 70 %). HPLC, Rt 1.61 min. (purity 92.4%). LC/MS, M (ESI): 307.7, M(ESI): 305.8.

Intermediate B11: 6-chloro-N-|5-(cvclohexvlamino)|1.2.4]triazolo]1.5-a]lpvyridin-2-

vl]nicotinamide
0
=N
N X
N~ N/>_ H |
~
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filtered to give the tiltle conpound as a white powder
(52.4 ng, 31%. HPLC, Rt: 1.98 mn. (purity 95.1%.
wo-8dob27284 (ESI ) : 306.1, M (ESI): 304.1. Exanpl ecBEP2008/060884

N-I15-(3-furvl)11, 2, 41tri azol 011, 5-al pvridi n-2-v11-4-
(trifluoronethvl)benzam de 73 WO 2009/ 027283
PCT/ EP211118 /116118 ftgrmedigie{Bil)iN N/ FF OF O
(3) The title compound was prepared follow ng

To aplreg&f%ﬁilu ngssgle§8ﬁth1*ﬂﬁ% Q5. CSIHBEJX%FI @hﬁrlgﬂolo[qlg-a] gﬁ&’ih_@-@ﬁgdiamine

from5-(3-furyl)[1,72,4]triazolo[1,5-a]p am ne
(500 1hgA2) 6 nBBel, hgs.) @ndOiathpdaming (0. 75@@ )5. éb(hmmol 2 5 eq) in acetonitrile (8

mL) ﬁ?ﬁ%t cri(i iy %—o@a@tﬁgﬁﬂnﬁp%ﬂmlé gfo{%or ! g?lg(lr%%lsoﬁ? 5 fgﬂ)a 1n acctonitrile (2
mL), |dP 1seRlT hedvddel V43 caﬁ)?éﬁ bhy s@Ped %) roo‘n@’té\ﬁaer%ﬁe‘zﬁr)m hours. The
2, M(ESI): 373 nple 4 eth
solvelstwq%te@wﬁ@ iR byqup, andthe rrmitmgo{o:hdshsfpﬁvd ilg imetlang|ip gmngpnia (15
mL, 70N r:[)’d stg‘re%part?&?tﬂ?@tﬁ erat }_#or N 9 11(04}5 T};h %‘oltVel]it vs“a removed in
}rp repar &Pq Wi ng procedur e dédri bed
vacuof ﬁfd ﬂhltsshcﬂTﬁd;B(ﬂtved Bilcthbluicetasd amtmng Th’eOdSI‘g&né f}i)hflse was washed with

%)6124]tr|azolo[15 alp di n- 2-am (QAZ) 660
Water,{é g )nfiped (Mg@04)eaqld)co§ﬁglt1@quy [The resultmg solid was triturated with

0, 0
dlchlcgg&gﬂhg élj%rglf gfg &Q(P%Rrgalﬁ@tlglgggl%ouﬁp% G&gﬁ& s%@gzs@%g 31%). No
furthef purifitatiod@aBidd.outC/ Tvl'S, M (EST): 315.3, M (EST):

313.3. Exanple 5 :

N-[5-(3-furyl)[1,2,4]triazolo[1,5-al pvridin-2-vll-2-ne

Interinfd@iaY@BEE 2N-GLchlof- T mdth 1.2 9 ¢daz6lo[1.5-a]pvridin-2-yD)nicotinamide

Ty

Cl O

Intermediate B12

The title compound was prepared following procedure described for intermediate B1, but
starting from 5-chloro-7-methyl[1,2,4]triazolo[1,5-a]pyridin-2-amine (282 mg; 1.54 mmol;
1.0 eq.) and nicotinoyl chloride hydrochloride (330 mg; 1.85 mmol; 1.20eq.) as a off-white
powder (244 mg, 55%). HPLC, Rt: 1.51 min. (purity 90.4%). LC/MS, M'(ESI): 288.1, M"
(ESI): 286.2.
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(5) The title compound was prepared follow ng

procedure described for internediate Bl, but starting
wo sndrg3-f aryl)[1, 2, 4]triazol o 1, 5-a] pyri di PeRERINIEE50884
((A2), 660 ng, 0.30 nmmol; 1.0 eq.) and net hoxyacetyl
chI?rld% 2 0 eq ) as a\Mufe pomder

Exa

LC/ VB, M+(ESI) 273, 4 M,(IESI) 571 %, 74 WO |
2009/ 027283 PCT/ EP21f11% /414118 8 4 Exanple 6 :

6-chl oro- N-[ 5- (3-furyh)Niy2, 4 triazol o[, 5-al pvridin-2
-vlInicotinamde ~N H d O O (6) The
title conpound was peepared foll g procedure
descri bed for internmgdiate Bl, bwut=/ starting from
5-(3-furyl)[1,2, 4]tr|azolo[1 5-a] pyri di n-2-am ne
((A2), 660 nmy; O 30 mol ; 1? eq.) and
6- chl or oni cot i noyl chlori de' (65 ng, 0.60 nmol; 2.0
The tily. c)onapouad whist mepoed] évllawiiig proagdure4degribadPloC, infermediadd B1, but

start11§3§‘ ? g(gﬂ% )El gﬁ?ﬁ?ﬁ% Ig-sd]py'\{lidil(lE?Ri:ne %(4AOZ)2’éll rné EUSE-() mmol; 1.0
¢q.) afd %E@n;(lé’ceﬁﬂ relorldd (33 ﬁh 0. hﬁlxﬁh@ﬂ; 3, oBe(?l pwiﬁ@hluan 2fYhd é’(ﬁhﬁound by

oxobut anoat e The title

flash @bmmmambafsorp sélgar(EtDA@/mHm rﬁ@ 5@9 @eed @heetlﬂ@s;@mpb@ldi as a white
|nt at t f
pOder 2?% IP%’r f ﬁzl\eHX%l {5 azh'oéfa%bg ?gry’r @ﬂ?@ Q8> & 7:35 (m, 3H),

7.37 (n(lﬁsai) 76&0(ﬂirme 630 o), 319@(b@q21)1) anab (brs 3H, water). HPLC, Rt:
bomet hox ﬁﬁpplonyl chl or % ng 60 ol ;
3.27 @lno(mﬁlty %37 WM Mdkedx 313. éeMe( ;3 %% HPLC, Rt:
2.40 min. (purity 95.49%. LCO M5, M (EST): 313.2.
Exanple 8 : 2-(benzvl oxy)-N 15-(3-furyl)11, 2,41
Exaniple 2z N-fA-(3-fubvB| 1924 teliapela[1v3-h yeidini2chd | nido thhahileN 0 O

01 \
A NN H
>N =N
ey
p 0
ot

2

A solution of nicotinic acid (74 mg, 0.6 mmol, 1.2 eq.) and 1,1-carbonyldiimidazole (122 mg,
0.75 mmol, 1.5 eq.) in dry THF (1 mL) was stirred for 45 min. at rt. In parallel, a solution of
5-(3-furyl)[1,2,4]triazolo[1,5-a]pyridin-2-amine ((A2), 100 mg; 0.50 mmol; 1.0 eq.) and
sodium tert-butoxide (96 mg, 1.0 mmol, 2.0 eq.) in dry THF (2 mL) was stirred for 45 min. at
rt. The two solutions were then combined and the reaction mixture was stirred overnight at rt.
Et,O was then added and the precipitate obtained was filtered, washed with Et,O, THF, a 5N
solution of NaOH and water. It was resuspended in an acidic aqueous solution (pH 1) and
filtered to give the tiltle compound as a white powder (52.4 mg, 31%). HPLC, Rt: 1.98 min.
(purity 95.1%). LC/MS, M'(ESI): 306.1, M(ESI): 304.1.

Example 3 : N-[5-(3-furvl)[1,2.4]triazolo[1,5-a]pyridin-2-vl]-4-

(trifluoromethylbenzamide
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(8) The title compound was prepared follow ng

procedure described for internediate Bl, but starting
wo sndrg3-furyl ) [1, 2, 4] triazol o[ 1,5-a]pyri di PERERINIEE50884

((A2), 660 ng; 0.30 mol; 1.0 75 WD 2009/027283

PCT/ EP211118 /116118 8 4 cqg.) and phenoxyacctyl

chloride (65 ng, O IHZOeq) as a white powder

(61.3 ng, 58%. HRLC\- .g%_@_elgpurlty 96. 1% .
LG M5, MH(ESI): 349. @=2p) § Exanpl e 9

3- met hoxv-N-[5- (1H rol-2-vl)[1,2,4]triazolo[1,5-aln
vridin-2- yll benzarj NHO NNN\/ HON(9)
The title conpound s prepared follow ng procedure
descri bed for internedi ate 85 but starting from

tort-butyl
The tgre( é’or@ﬁ'ﬂuﬂ@ [v;laSZp@afréd @@mv@h% p'isoc%hﬁﬂér de@eﬁbe'é ﬁblr)mtkkh@ara&@ B1, but
| e-1- carboxylate ((A6 nmol

€q.
artingdom - Soyb1 G vz 1 wmldlmzammramm@ mg0.$0 mmol; 1.0

eq.) aBg (?rﬂfitéqtrérﬁﬁhgggﬁzgg gh[focrhq,eg% TFAggiﬁl UL P?i (? F%i%s a W(iillte powder

31.2 (st Xk -Hiexe, B:af)2 mbinf tP 99601k . BN @EBYE IBS, M(ESI
( tIIE% l e Eonpound as a V\l/ﬁl t(Igmsgl id ()TZB 1 ng, 4(10/§‘l’)f3 HPLC, (ESL):

3731Rt: 3.40 mn. (purity 94.7%. LC/MS, M (ESI): 334.3,
M (ESI): 332.3. Exanple 10
N-[5-(1Hnvrrol-2-vl)[1,2,4]triazol o[ 1, 5-al nvridin-2-
Exanfllé cvcl opentedindc ardopsaidi eyl M) tifibzodly 1130 o3 Bilin-TRe¢lamino}-3-
title conpound was prepared follow ng procedure and

OXOPXAPAROU. descri bed for exanple 9, but starting from
tort-butyl 2-(2-arrin
1,2,4]triazol o[ 1, 5- yLkisw) 1H pyrrol e-| -

car boxyl ate ((A6), nmmol; 1.0 eq.) and
cycl opent anecar bonyl chlorl e ( nmg; 0.33 nmmol; 2.0
eqg.) as a white sol i25.4 ngg 51%- HPLC, R:t: 3.17
mn. (purity 99.7% o /
“4)
The title compound was prepared following procedure described for intermediate B1, but
starting from 5-(3-furyl)[1,2,4]triazolo[1,5-a]pyridin-2-amine ((A2), 660 mg; 0.30 mmol; 1.0
eq.) and ethyl 3-chloro-3-oxopropionate (90 mg, 0.60 mmol; 2.0 eq.) as a white powder (42
mg, 45%). HPLC, Rt: 2.72 min. (purity 90.8%). LC/MS, M (ESI): 315.3, M(ESI): 313.3.

Example 5 : N-[5-(3-furvD)]|1.2.4]triazolo][1.5-a]pvridin-2-vl]-2-methoxvacetamide
=N H
)—N
NN —

O 0—

6))
The title compound was prepared following procedure described for intermediate B1, but
starting from 5-(3-furyl)[1,2,4]triazolo[1,5-a]pyridin-2-amine ((A2), 660 mg; 0.30 mmol; 1.0
eq.) and methoxyacetyl chloride (65 mg, 0.60 mmol; 2.0 eq.) as a white powder (59 mg,
72%). HPLC, Rt: 2.21 min. (purity 98.2%). LC/MS, M (ESI): 273.4, M(ESI): 271.4.
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LOMS, M (EST): 296.4, M (EST): 294.3. Exanple 11 :
N-15- (1Hyvrrol -2-vl)11, 2,4l triazol ol

wo 2e@bnys i di n-2-vl I benzam de 76 WO 2009/ 027 28@1/EP2008/060884
PCT/ EP211118 /116118 8 4 / NHNN-N O HN (11) The
title conpound was prepared follow ng procedure and
work up described for exanple 9, but starting from

IInicotinamide

carboxyl ate ((A6), N O4l7 mmol, 1.0 eq.) and
benzoyl chloride (4\ . DB-83 ; 2.0 eg.) as a
white solid (22.7 ngy 4599 . \C /REGl 3.23 mn.

(purity 91.6%. LC M+( BSI ) : 04.3, M(ESI):
302.3. Exanple 12 : ¢

N-[5-(1H pvrazol -4-@W)[ 1, 2,4]triazol o[ 1, 5-al pvridin-2-
yll benzamide / NHNN-NO\ 1~ NN H (12) The
title conpound was prepared®ol | owi ng procedure

The tgfsgﬂr&pbo%%dfv%s prglt)a%ﬁ d1 o%&lgg %Irocséh&‘l% c?e)sCrlbe% %or rmeﬁgte B1, but

stamr%L fr&mby- gﬁﬁ{rﬂ)@ 244]hﬁazardpl 9[a]-py5rd@:1 Q;ﬁﬁmﬂé NA2) Y6000@pZ@BD démol; 1.0
cq.) azug ézphiprgmsotﬂl@wl 9&1@%@1(65@% %%m&o&%? 6flaas 2 White peyidar@7.7 mg,
0 I t I
720 AR QR L o 00 L A AT, 0 ENTBS1 O3
with a 1 N nethanolic HO solution (0.5 nL) and
pur| fi catl on b fI ash chromat(iraphy on _si I ica .

-2-yl]amino}-4-

povvder (23 rrg, 32% HPLC, Rt: 2. 07 m n.
oxob I"I”?tey 96.9% . LC B, |v| (EST): 305.3, M (EST):
303. 3. Exanple 13 :
N-[5-(IHpvrrol -2-v 2/}-4Ntr|azolo[15alpvr|d|n2v

|l nicotinamde N HWIN-N N

O_

(7
The title compound was prepared following procedure described for intermediate B1, but
starting from 5-(3-furyl)[1,2,4]triazolo[1,5-a]pyridin-2-amine ((A2), 660 mg; 0.30 mmol; 1.0
eq.) and 3-carbomethoxypropionyl chloride (65 mg, 0.60 mmol; 2.0 eq.) as a white powder
(83.5 mg, 88%). HPLC, Rt: 2.40 min. (purity 95.4%). LC/MS, M(ESI): 313.2.

Example 8 : 2-(benzyloxy)-N-[5-(3-furv])[1,2.4]triazolo[1.5-a]pyridin-2-vl]acetamide

NN~ />_N>/—\
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®

The title compound was prepared following procedure described for intermediate B1, but

starting from 5-(3-furyl)[1,2,4]triazolo[1,5-a]pyridin-2-amine ((A2), 660 mg; 0.30 mmol; 1.0
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(13) The title conpound was prepared foll ow ng
procedure described for exanple 9, but starting from
wo obpbusyl  2- (2-ani no| PCT/EP2008/060884
1,2,4]triazolo[1,5-a]pyridin-5-yl1)-1H pyrrolc-I-carbox
Iate ((A86), 2009/ 027283 11118/ 0611884
eq.) a@émhﬁgochezw ?Hl&ﬂlcy\o@oméq $0 mogg&)@ ﬁ&ww tf‘opmie (61.3 mg,
o, c r ( 04 I )
8/).2%[%2%13{ e 59d1ﬁm ﬁ%ﬁ‘l /g'?6 ﬁ%ﬁcﬂC)RNtT@ M (i%s@) 38613, ME(ESB By-pYN
100. 09 . LC/I\/S M (ESI): 303 3. Exanple 14 :
, 1,

lbe,\mﬁmg@epar ed foI I oW ng pr ocedure descri bed for
rnternediate Al step a), but starting from

N-(5-brono[1,2,4]tri

1 |.5- a] pyHddi n- 2-yl ) benzam dc

e and 2-furanboronic

: . urification by

n siliQa (ETOAC/ c- Hex, 45:55)
gave the title co as an off-white powder (19
ng, 2699 . HPLC, Rt: 3 4rrin (purity 97.9%9. LC/ M5, M
(EST): 305.3, M(ESI): 303,2. Exanple 15 :
N-16- ( 3-fl uorophenyl ) 11, 2, 4491)r| azol ol

The ttle c EH di-d3- I?rega{r&{] 'f&lﬁ)t\ﬂzlﬁg?r&%du{e #sﬂlﬂ\éd’\bplﬁ{erﬁe&é@ B1, but

| e conpou ow ng procedure
startu@scfnobed tat-butyt er Re@ianieolAl2,Stregpok) ],5- abmtrldsrt antl-hig-pyrrole-1-

f ) .
carboRpIREE (G S9 125 047 pmab 410594 B -apispyh Shlosids) G 7 mga 3 ammol: 2.0
eq.). IFA@thed BRatenddpt MWith §- BEMMRA sbilio®d (2 7)3%d pur?iﬁcc:)atlon by flash

3-fl uor ophenyl boronic acid (66 ny;
chromgagograptyuenf sieg |(E‘¥QA¢59-H€IXa§ﬁadi¢mon9moé9éﬁh§D 8A:28) 1gave the title

cornp&un(p_v Ew%gte so%dég% lgmg'PL h F&ﬁ)ﬁé %ﬁ 1? p@%ﬂ?y 92'7%3 LC/MS,

M(ESB 3’%3 M@gﬁ 3M+1 ESI): 334.3, M (ESI) 332. 3.

((B'), 75 ng; 0.24
acid (53 ng; 0.47
fl ash chronatograﬁg@

Exanpl e 16
N-(6-phenyl[1, 2,4l triazolo[ 1, 5-al pyridin-2-yl)nicotina
Exanffié® 78 19 : N-[5-(1H-pyrrol-2-yD[1,2 4]triazolo[1.5-a]pyridin-2-

vllcvclopentanecarboxamide

=N H
)—N
et
0
HN™

(10)
The title compound was prepared following procedure and work up described for example 9,
but starting from tert-butyl 2-(2-amino[1,2,4]triazolo[1,5-a]pyridin-5-yl)-1H-pyrrole-1-
carboxylate ((A6), 50 mg; 0.17 mmol; 1.0 eq.) and cyclopentanecarbonyl chloride (44 mg;
0.33 mmol; 2.0 eq.) as a white solid (25.4 mg, 51%). HPLC, Rt: 3.17 min. (purity 99.7%).
LC/MS, M'(ESI): 296.4, M(ESI): 294.3.

Example 11 : N-[5-(1H-pvrrol-2-vD[1.2.4]triazolo][1.5-a]lpvridin-2-vl]benzamide
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WO 2009/ 027283 PCT/ EP211118/0611884 N H\ \ NN -N N

(16) The title conpound was prepared foll ow ng
wot@oethiase described for internediate Al step pQT/EPIE/060884

starting from

N-(6-bromo[1, 2,4]triazol o[ 1, 5-a] pyridin-2-yl)nicotinam

ide ((B6), 75 ng; O. I;H1.0 eq.) and

phenyl boronic acid ( : 17 pmol; 2.0 eq.).

Purification by flash cth oghapAy on silica

(McOH Et QAc, 5:95) ) the tHtle conmpound as a bei ge

powder (42 ny, 560/3'. LC, Rt: 2.26 mn. (purity

98.7% . Exanple 17 :

N-16-(3-furvl)[1,2,4ltri az iﬁ[ 1, 5-al pvridin-2-vllnicot

inamide / NN>HHN O\ O\ / (17) The title

The t€l@EBAIPOGNIAES Pfe@@t@ﬂ e@lucfvahg @Wlo@@uﬂ@ ra0€ &k Qp dieﬁﬁbb@e& example 9,
for internmediate Al but tartlngf

but - Mart@ebrisers] 1or9-butv r lza(Zo’Clﬂé}PQ[:lSlﬂ}WP lodif A= afrpmdyrhﬁoé)rilﬂamrole 1-
ot 54088305 7t TR gy g 4 03 oo 20

eq.) aParvilfitcosatitl 422 . Dyng, U5 e hHEhCoRat 02 aprh y(p@itySi1l626a LC/MS, M (EST):
(Me Et , 5:95) gave the title conmpound as a beige
304.3pw%§ﬁ): 235 mg, 21%. HPLC, Rt: 1.82 min. (purity
92.2% . L M5, M(ES)): 306.3, M (ES)): 304.3.
Exanple 18 : N-16-(3-thienyl)11,2,41 triazol ol
Exanipl&i2t pviS-dithp Prazbl-ivbipt.2 ddtriadelo| BSa] N ridiht2\y1]DénZainide
(18) The title conmpound was prepared follow ng
procedure described fOry e“medl ate Al step a), but
starting from ™
N- ( 6- brom)[124]tr|azolo'[\|1 I di n-2-yl)nicoti nam
ide ((B6), 75 ng; O, nmol ; 10eq.) and
3-thi enyl boroni c aci 0 ng; 0.47 mol; 2.0 eq.).
Purification by flashhromatography on silica
(McOH Et CAc, 5:95) gave the title conpound as a beige
powder (18.1 ng, 23%. HPL@? : 2.13 mn. (purity
94.3% . LU M5, M(ESI?: 322 M (ESI): 320.2. 79
The title cornpound was prepared following procedure described for intermediate A1 step a),

but starting from N-(5-bromo[1,2,4]triazolo[1,5-a]pyridin-2-yl)benzamide ((B1), 75 mg; 0.24

mmol; 1.0 eq.) and 4-(4,4,5,5-tetramethyl-1,3,2-dioxaborolan-2-yl)-pyrazole-1-carboxylic
acid tert-butyl ester (139 mg; 0.47 mmol; 2.0 eq.), at 140°C for 14h. Further treatement with a
1 N methanolic HCI solution (0.5 mL) and purification by flash chromatography on silica
(EtOAc/c-Hex, 80:20) gave the title compound as a white powder (23 mg, 32%). HPLC, Rt:
2.07 min. (purity 96.9%). LC/MS, M"(ESI): 305.3, M(ESI): 303.3.

Example 13 : N-[5-(1H-pvrrol-2-vD[1.2.4]triazolo]1.5-a]pvridin-2-ylInicotinamide

ey

HN™

13)
The title compound was prepared following procedure described for example 9, but starting

from tert-butyl 2-(2-amino[1,2,4]triazolo[ 1,5-a]pyridin-5-yl)-1H-pyrrole-1-carboxylate ((A6),
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WO 2009/ 027283 PCT/ EP211118/ 0611884 Exanple 19 :
N-15-(3-furvl)[1,2,4ltriazolo[1,5-al pyridin-2-yll-3-ne
wo bospbeszamide NHO N N-N O\ O (19) Thertpiob$ocosss
conmpound was prepared follow ng procedure descri bed

for internediat§$B .but s

360 nag; 122G pyl) 1[-(_1,62 ]1{1 h}%&g@ﬂo@ﬁd&ﬁ%ﬁ&ﬁﬁﬁdg(gﬁ mg; 2.41 mmol; 2.0
oq.) o et by Yooller (ipeAPiek PG, RO2LIER ThAM2R0.0%). LOMS, M

(ESDp343.3.i ed on SPE NH2 colum and the title conpound was
isolated as a white powder (26.9 ng, 32% . HPLC, Rt:

3.32 min. (purity 89.0%. LC/MS, M (ESI): 306. 4.

Exanfpi@ 1Pt 8- furvl)[1,2,4]triazolo[1,5-a]pyridin-2- lbenzamideI |2 (2
- V - -
The
ng procedure and
work up described forYyéxalpl /49, sbut starting from
5-(3-furyl)[1,2,4]triagzol o[ 195-a]pyri di n-2-amni ne

((A2), 50 ng; 0.25 , 1.0 cq.) and

2-t hi ophencacetyl chloride (80 ng; 0.50 nmol, 2.0 eq.)
as a white powder (30.9 ng 3899 . HPLC, Rt: 3.28 mn.
(purity 96.6% . LG/ MS, M-(ESP): 357.2, M (ESI):

The t%_@%g%g)g%&% ?r[eﬁérec'l followin proc dure described %r intermediate zi&l step a),

,Z,iitrla lof 1, 5-al pyridin-2-yllcyclo

but stpeting droe 2F-Gobramiod b2 glikazo 1 1N -a]pltitia- Lyl @n@apRit)(BDhES mg; 0.24
titl e conqpound. was. pre ed f ow n rocedure and

ol e Beu BRI e 4 SR Befdrt i g Trom

Puriﬁ?at&o%rH}Uﬂééoéh)ch?or%atg%rﬁﬁﬁﬁpii%a EtdARIPMEL, disTs52 pabd the title compound

as an ogf-w%i:[e powder ’(19 rhg, 26%). HPLC, Rt: 3.24 min. (purity 97.9%). LC/MS, M (ESI):

305.3, M(ESI): 303.2.

Example 15 : N-[6-(3-fluorophenvD|1.2.4]triazolo[1.5-a]pvridin-2-vl]nicotinamide

Z /N>—H \
N -
F

(15)

The title compound was prepared following procedure described for intermediate A1 step a),

but starting from N-(6-bromol[1,2,4]triazolo[1,5-a]pyridin-2-yl)nicotinamide ((B6), 75 mg;
0.24 mmol; 1.0 eq.) and 3-fluorophenylboronic acid (66 mg; 0.47 mmol; 2.0 eq.). Purification
by flash chromatography on silica (MeOH/EtOAc, 5:95) gave the title compound as a beige
powder (42 mg, 53%). HPLC, Rt: 2.40 min. (purity 99.7%). LC/MS, M (ESI): 3343, M’
(ESI): 332.3.

Example 16 : N-(6-phenvl]1.2.4]triazolo[1.,5-a]pvridin-2-yDnicotinamide
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80 WD 2009/027283 PCT/EP211118 /0 6 0 8 8 4 mol, 1.0
eq.) and cycl opentanecarbonyl chloride (66 ng; 0.50

wopmb272s) €q.) as a white powder (64.1 ng, 8EOHEP2008/060884
HPLC, Rt: 3.11 min. (purity 82.7%. LCMS, M (ESI):

297.4, M (ESI): 295.3. Exanple 22 :
N-15-(3-furvl)[1, 2, 41trd =g§ﬁ%§5-alp ridin-2-yll-4-ne
N
n

t hoxvbenzam de K ©) ) The title
pr ure and work up

conmpound was prep
descri bed for exam 19, but starting from

5-(3-furyl)[1,2,4]triazol o[ 1, 5-a] pyridin-2-am ne
((A2), 50 ng; 0.25 nmol, J(lgz}) eq.) and p-ani soyl
chloride (66 ng; 0.50 mmol, 2.0 eq.) as a white powder
The ti¢ls 8opounyl waopfepareiPiiowing p®cddireridescripglifor iyteOiiediade Al step a),

anpl.e 23 ; N 15-(3-furvl C4l.triazol.of . .
but SEGIR YT RafGrRrom | Al B Rp v By 75 mes
0.24 th#d); 1.0788) bdd dé@nymmw%id\@ﬁ REEPET BEnd100.0 @W) MBLirification by flash
procedure and wor K UE described for example 19, but
chromategraphygorf pibas (McOH/EtOAc, 5:95) gave the title compound as a beige powder

(2 i 335 W ot S8 BERLUEERAE P ana 1 sami cott noy!

chl oride hydrochloride (89 ng; 0.50 nmmol; 2.0 eq.) as
a white powder (39.4 ngy, 5 19
e 1 7 ¢ N-lb7(3skuy vD j1cd.djtriazglo[deS-af
304.4. Exanple 24 :
1, 5-al pyridin-2-yl| gui
WN ~ -(/ N O (24
PCT/ EP211118/ 0611

a7
The title compound was prepared following procedure described for intermediate A1 step a),
but starting from N-(6-bromo[1,2,4]triazolo[1,5-a]pyridin-2-yl)nicotinamide ((B6), 75 mg;
0.24 mmol; 1.0 eq.) and furan-3-boronic acid (57 mg; 0.47 mmol; 2.0 eq.). Purification by
flash chromatography on silica (MeOH/EtOAc, 5:95) gave the title compound as a beige
powder (15.6 mg, 21%). HPLC, Rt: 1.82 min. (purity 92.2%). LC/MS, M (ESI): 306.3, M"
(ESI): 304.3.

Example 18 : N-[6-(3-thienvD[1.2.4]triazolo[1.5-a]pvridin-2-vl]nicotinamide

A=\ H

\N/>_N =N
e e W
S g 7

.

(18)
The title compound was prepared following procedure described for intermediate A1 step a),
but starting from N-(6-bromo[1,2,4]triazolo[1,5-a]pyridin-2-yl)nicotinamide ((B6), 75 mg;
0.24 mmol; 1.0 eq.) and 3-thienylboronic acid (60 mg; 0.47 mmol; 2.0 eq.). Purification by
flash chromatography on silica (MeOH/EtOAc, 5:95) gave the title compound as a beige
powder (18.1 mg, 23%). HPLC, Rt: 2.13 min. (purity 94.3%). LC/MS, M (ESI): 322.3, M’
(ESI): 320.2.
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The title conpound was prepared foll ow ng procedure
and work up described for exanple 19, but starting

wo sndrg3-firyl )[ 1,2, 4] triazol o] 1,5-a]pyridi PeRERNIE60884
((A2), 50 ng; 0.25 nmol; 1.0 eq.) and
6- qui noxal i necar bonyl chloride (96 ng; 0.50 nmol; 2.0
eq.) as a white powder (47.5 ng, 53% . HPLC, Rt: 2.73

1019 ¢ RUJS-BYrubor OQ4]tﬁgd}ﬁ'l,%ﬁﬁﬁmﬁ-zgﬁlk-L}net%);\(bgﬁglhide

N—16 (3 nethoxyphen ﬁltrlaz©+oll 5-al pvri di n- 2-
vl I ni coti nam de 10 (25) The title
compound was prepare oNIo p ocedure descri bed

for internediate Al ep a)O b starting from
N-(6-bromo[1, 2,4]tri a Io[l 5 a]pyrldln 2-yl)ni coti nam
ide ((B6), 75 ny; ®2Z4 .0 eq.) and

3- met hoxybenzenebor oni c aC|d (71 ng; 0.47 nmol; 2.0
eq.). Purification by flaih9khronatography on silica

oH adi ent  f 0:100 t t
The t{t’vethén% d%ar?dprgéar}gd lgélfggn% é)\}‘\%cgpur(e 4(%59536% av&te%eate B1, but
startirfg! tEroﬁll 443 g%zn)[lcpmymmlo[% -AB9ridib-OL Minc It/t'zif)sn) 'm@482% mmol; 1.0

cq.) aNd]!BﬂP@bﬁlmlﬁ@FﬂﬂfeWI 1}1&10 50 el 2O re)| Cauda vasridified n $PE NH,
COlqunnéIﬁpﬁll 39@ C%%BJONEH% 9%01% cpas y%l{eﬁgo)éw g%d%IS cé"l%%%c? HPLC, Rt:

nmpoun repare OVVI n

3.32 fhﬁnr (pudit-g BMO) AL E€/MS$, Mt @STaB06. but starting from
N-(6-bromo[1, 2,4]triazol o[ 1, 5-a] pyridin-2-yl)nicotinam
i de ((BG) 75 ng; 0.24 mol; 1. O eq ) and

5 DY FIC v v
(NtCkVDCNl gradlent fron10 100 t 0: 90) gave the
title conpound as a Hsol \d {(31 ny, 40% . HPLC
Rt: 1.07 mn. (purity. §7¢N M5, M+(ESI): 331.4,
M (ESI): 329.4. Exawp

N-16- (3- cvanophenyl) | 4]tF)azoIo[I 5-al pvri di n-2-vl
I ni coti nam de 82 V\ogo 9/ 027283 PCT/ EP211118 /116118
84 / NH

(20)
The title compound was prepared following procedure and work up described for example
19, but starting from 5-(3-furyl)[1,2,4]triazolo[1,5-a]pyridin-2-amine ((A2), 50 mg; 0.25
mmol; 1.0 eq.) and 2-thiopheneacetyl chloride (80 mg; 0.50 mmol; 2.0 eq.) as a white powder
(30.9 mg, 38%). HPLC, Rt: 3.28 min. (purity 96.6%). LC/MS, M'(ESI): 357.2, M(ESI):
355.2.

Example 21 : N-[5-(3-furvl)|1.2.4]triazolo[1.5-a]pvridin-2-vllcvclopentanecarboxamide

21
The title compound was prepared following procedure and work up described for example

19, but starting from 5-(3-furyl)[1,2,4]triazolo[1,5-a]pyridin-2-amine ((A2), 50 mg; 0.25
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NN-N N N (27) The title conpound was prepared
follow ng procedure described for internediate Al step
W@ 2009/0P183 starting from PCT/EP2008/060884
N-(6-bromo[1, 2, 4] triazol o[ 1, 5-a] pyri di n- 2 yI)ni coti nam
i de ((B6) eq.)
mmol 1l shdphet ﬁwl%finmeearﬁeﬁlymé@ldﬁg(% o 70- Mmolz 20 gq) ps & white

fii | @ n C
powd?ﬂ#}é@l%@@% lglvlégt %H‘%‘ﬁﬁgﬁf}ﬁlo 5/98)ng\3§’ lt%%ESI). 297.4, M’
(ESIDt293.2 conpound as a brown powder (6 ng, 7% . HPLC,

Rt: 2.09 mn. (purity 92.59%. L M5, M (ESI): 341.4.
Exanple 28 : N 15-(3-furvl)11, 2,41tri azol ol
Exanipl®28} R[S @Lfirdnpld. 4 ﬁzsﬂﬂ 1855 AARR2AN- 48 etROkVHehzdrde
e conpound was prepare
|b43d for exanple 19, but

>—N
(No[ di n- 2- ani ne
((A2), 50 ng; 0.25 . 1.9 eq) an

i soxazol e-5-car bon hloride (49 ng; 0.37 mol; 1.5
eqg.) as a white powder (19.4 ng, 26%. HPLC, R: 2.62
mn. (purity 95.3%. LC M5, M(EST) 296. 4, M (EST):
294. 3. Exanple 29 (22

e R AR B R
19, b(ﬁ Sra(t2f) frohh&-GHukd)[¢ aMieiandloas-ajpyeidar 2dnfied (QB)NGF0 mg; 0.25

procedur e and. work descri bed for exanple 19,  but
rnmo]stl &) €9 ﬁ@nck pPgpisoy! chlourPde (66 rné, 0.50 mmol; 2. Oné%) as a white powder (58.2

mg, ?V&%ﬁ)ﬂéyﬂ{ﬂsh%ﬂﬂ Eﬂu'r@lé‘i’ 61, 5-a] pyri di n-2-ani ne

foll ow ng procedur
starting from
5-(3-furyl)[1,2,4]t

WO 2009/ 027283
PCT/EP211118/ 0611884 nmol, 1.0 cq.) and

bonyl .chl orj de 8
-Eﬂ'gﬁ”é%ﬂﬁ %g % e
37

% . HPLC, Rt: 3.17 mip. ,Qurhty 81.5% . LC/ M,

M+( ES1) :
Y,

5 9

(23)
The title compound was prepared following procedure and work up described for example
19, but starting from 5-(3-furyl)[1,2,4]triazolo[1,5-a]pyridin-2-amine ((A2), 50 mg; 0.25
mmol; 1.0 eq.) and isonicotinoyl chloride hydrochloride (89 mg; 0.50 mmol; 2.0 eq.) as a
white powder (39.4 mg, 51%). HPLC, Rt: 1.90 min. (purity 97.2%). LC/MS, M'(ESI): 306.4,
M(ESI): 304.4.

Example 24 : N-[5-(3-furv])|1.2.4]triazolo[1.5-a]pvyridin-2-vlJquinoxaline-6-carboxamide
=N H N
RS N
“N —N
@]

(24)
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363. 0. Exanple 30 :
N-[5-(cvcl opropylamno)[1, 2,4]triazolo[l,5-al pvridin-2
wo Ylobpregsinamide N H\ N N-NN NH O (30) PpCI/EP2008/060884

N-(5-bromo[ 1, 2,4]triazol o[ 1, 5-a] pyridin-2-yl)nicotinam
idec ((B2), 50 ng; O mmol; 1.0 cqg.), in .

The ttlgcqoapoupg e r_ﬁepa(fqd %ﬂqlowwggr%&r@&?gtwogé@podﬁéﬁrﬁl?egihfor example

A3X L Hh 120 .
19, bl 8k GRS FHoAD 5W3E§1§&g}%t k&ngﬁgragsyrﬁiﬁl i*%ﬁhﬁen%(Azr),e 50 mg; 0.25

extracted wth I ne nic phases we

mmo wdgheql) wnd h-dunoxelinadribedy] diendan@gnegi 0o suhdhat2e) eq.) as a white

ponabt {55 300 SOBPEDRER ST b Sa PR U B 357, v
(ESI)}I\@jjﬁ powder (16.60 ng; 35 %9 . HPLC, Rt: 1.77 mn.

(purity 98.3%. LC/MS, M(ESI): 295.4, M (ESI): 293.4.
Exanpl e 31 :

0,
50 AEEA \ \ \= e C =
conmpound was prepared foklN oW ng, procedure and work up
ta

descri bed for exanple (30, /b;}t—Ns rAHNg from
N (5- bromo[ 1, 2, 4] t+riezorefN }/.—g/;y
I, 5-a] pyridi n-2-y|coti nam deo ( ( 50 ng; 0.16

mmol; 1.0 eq.) and pyrrolidine (1 m-) as a white
solid (1 ny, 2% . HPLC, Rt: 1.81 mn. (purity 97.3%.
LG M5, MH(ESL1): 309.4, M(ESI): 307.4. Exanple 32 :
N-15-(3-furvl)11, 2,4l tri azq?@
11, 5-al pvridin-2-vl -3, 5-di'et hoxvbenzamde NH O \

The title cOMBoBrd W ZRPSL LA RBInPprbc&RiRd ddstBLEDL Hérmédidle Al step a),
The title conﬁ)ound was prepared fallow ng proce

d
but s@geaner feey NG r.OmOélr,%é‘&Fria%%o[é»5,-alpmidinsﬂralamicwamiéffl%r((el%), 75 mg;
0.24 W) lu(g%leqh[géndcz) 3%&%(&1%%]3&8%]:@%% 3'7[] Iﬁg?@ﬁemmol, 2.0 eq.).

Purifidationdbyrfadhootydeaandosaphy loh ilicd d MdGH/DY; M Ogi@dBientrfybin @:1@0 to 10:90)
eg.)..as a white powder (42.9
gave th% zitle Séompourll as% ‘t\;\gge ng(?{er (43 mg, 53%). HPLC, Rt: 2.41 min. (purity

99.2%). LC/MS, M*(ESI): 346.4, M'(ESI): 344 4.

Example 26 : N-[6-(3-aminophenvy])|1.,2.4]triazolo[1.5-a]pvridin-2-vl]nicotinamide

A N=N0 H
N N
-
e

NH,

(26)
The title compound was prepared following procedure described for intermediate A1 step a)
but starting from N-(6-bromo[1,2,4]triazolo[1,5-a]pyridin-2-yl)nicotinamide ((B6), 75 mg;
0.24 mmol; 1.0 eq.) and 3-aminobenzeneboronic acid (64 mg; 0.47 mmol; 2.0 eq.).
Purification by flash chromatography on silica (MeOH/DCM, gradient from 0:100 to 10:90)
gave the title compound as a dark red solid (31 mg, 40%). HPLC, Rt: 1.07 min. (purity
96.3%). LC/MS, M (ESI): 331.4, M(ESI): 329.4.

Example 27 : N-[6-(3-cvanophenv])|1.2.4]triazolo[1.5-a]pvridin-2-vl]nicotinamide
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ng; 47% . HPLC, Rt: 3.51 mn. (purity 95.3%. LC M5,
MH(ESI): 365.3, M(ES1l): 363.3. Exanple 33 :
wodbdot3ss urvl ) 11, 2, 41tri azol ol |, 5-al nvri di n- 2p¢it/kpioydes0ss4
nvl -4-carboxamde g NHNN-N O O (33) The title
conmpound was prepared follow ng procedure descri bed
for internediate Bl, b rMngfrmn
5-(3-furyl)[1, 2, 4] tri azQl gN17 ]p/rl i n-2-am ne
((A2), 50 ng; 0.2 ;1. 4- bi phenyl
car bonyl chloride ng; O. 37(%nnl 1 5 eq.) as a
white powder (53.7 |ng, 56% . HPLC, Rt: 4.25 mn.
(purity 95.2% . LC/IvIS, M (EST): 381.4, M (EST):
379. 4. Exanple 34N
1 (4-chl oroyhenyl ) - N- 15- ( 3- furyl)ll 2,41 triazolo
,5-alnvridin-2- vil cvcl o @dntan ecarboxanid e N H

The tly‘ PFM\RAO&d \Qascéreégféa fo %%né 131101%&%1&9 HRQHB Wﬁ’nt@fﬁg@%ﬁgﬁ% step a),

ure escr Internmedi ate
but stttargt fmgl N @bromo[1,2,4]triazolo[ 1, 5-a]pyr1d1n 2-ylnicotinamide ((B6), 75 mg;

0.24 r(n(n%g)l (SJ 5% ﬁ%dl 3 2. ] h%;}?yﬁbolr%lé ac a]6§yr I g 4Ij/_n21f11%p12n()e eq.). Purification
by fladh CHroSMRkYr %ﬂlgwkill)ical(i\@é@ﬂimw gﬂﬁf‘e‘ﬁf ReRYb: 160P1d: ‘5’6’) gave the title

(Lancast er .) as a whit
comppahny 6]brg_wmow@©f%{6 megRL7)). IHPLQ], 16t4 Zrﬁ%rnnq p(lpmltyy92 5%). LC/MS,
LG M5, M (EST): 407.4, M (EST): 405.4.
M e 55

N[ 5-(3- furyl)[1,2,4]triazolo[1,5-alnvridin-2-v|]-2,3-

di hydro-1-benzofuran- 5-carboxam de 85 WO 2009/ 027283
MMMMMIOlmqﬁ-almvﬁdm-é}vlﬁsmwﬁrﬁ-caTh@nxamide

title conpound was prepar foll ow ng procedure and

wor k up described fo

(28)
The title compound was prepared following procedure described for example 19, but starting
from 5-(3-furyl)[1,2,4]triazolo[1,5-a]pyridin-2-amine ((A2), 50 mg; 0.25 mmol; 1.0 eq.) and
isoxazole-5-carbonyl chloride (49 mg; 0.37 mmol; 1.5 eq.) as a white powder (19.4 mg, 26%).
HPLC, Rt: 2.62 min. (purity 95.3%). LC/MS, M'(ESI): 296.4, M'(ESI): 294.3.

Example 29 : N-[5-(3-furvD)|1.2.4]triazolo]1.5-a]pvyridin-2-vl]-2.3-dihvdro-1.4-
benzodioxine-6-carboxamide
AN=NH O‘>
)—N
e
O
74
O
(29)

The title compound was prepared following procedure and work up described for example

19, but starting from 5-(3-furyl)[1,2,4]triazolo[1,5-a]pyridin-2-amine ((A2), 50 mg; 0.25
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19, but starting from
5-(3-furyl)[1,2,4]triazol o[ 1, 5-a] pyridin-2-am ne
wd £odgp27289 mg; 0.25 nmol; 1.0 eq.) and 2,3 - dedw/epmos/be0sss
-benzo furan-5 -carbon yl chloride (68 ng; 0.37 mol;
g.), .as ite solid (25,7 ;@, PLC, Rt;
rnmolg 1 :[)43(]; d 2(%9%)' 17,g bg%odlq_xgqvé-caq{yp{lﬁﬁ ondegzr%m,g, 0.37 mmol; 1.5
0
cq.) a%@}? %N%?% 3)2 E?@Eﬂ%* ﬁﬁai;%oleﬂ 17 mip. (gurlt 81.5y%). LC/MIS, M'(ESI):
363.0ramide / NHNNN O O(36) The t|tIe conpound
was prepared foll ow ng procedure and work up descri bed
for exanple 19, but starting from

Examiilé 30 f o W-acbaoﬁr&dﬂim%WI%ﬁtﬁaﬂﬂl(ﬁi 5L AlbPrid @2V icotinamide
((AZ). 50 ng;, U.25 " and 3-T Ur oyl

chloride (39 ng; O. 3 N1 Q cq ) as a white powder
(45.3 ny, 619%. HPL . 285 \(purlty 97.59%) .
LC/ M5, M+(ESI): 295. 4, ('FESI) Exanpl e 37

1-acetyl - N-[ 5- ( 3- furvl)&ﬂ 2, 4Ptr|azolo[1 5-al pvridin-2
-vl | piperidine-4- c oxan1de /I NH NN OMN O (37)
The title conpound was prepared follow ng procedure
and work up described for g;@ﬁple 19, but starting
from5-(3-furyl)[1,2, 4]tri o[ 1,5-a]pvridin-2-am no

N-(5-bfoAad) 1,230triaBo1o 0., 28] pyridl-2- y@nﬁoﬁlﬁhrﬂlda((dn), 50 mg; 0.16 mmol; 1.0 eq.)
1- acetylpl cri di ne- 4- car bon chloride (57 nmg; 0.3
n cyq{@mppylgmglee(d r?Lhya%heag@i M(%@wpggglgg"ghe reaction mixture was diluted

with Iﬁﬁﬁ éélh]a%%ﬁ/ v%‘t:hléf@&c( %@@e&%@%ﬁ% pﬁaﬁs%ﬁ %g@whﬁs?l%th brine, dried

over 8bdnésium I\ﬂu(fESl YilteRD2antl cﬁi«atmzhted 38Bhe title compound was obtained by

reeryitizaton i BIGAC sdTeagin tBie v ORrnaess oy PERE e k7 min.

(pur1t§r 98.@%). LC/MS, M (ESI). 295.4, M(ESI): 293 4.
Example 31 : N-(5-pvrrolidin-1-v1j1.,2.4]triazolo[1.5-a]pvridin-2-yl)nicotinamide

E?:T§N>—H N
U N<7 728N
J

D
The title compound was prepared following procedure and work up described for example
30, but starting from N-(5-bromo[1,2,4]triazolo[1,5-a]pyridin-2-yl)nicotinamide ((B2), 50
mg; 0.16 mmol; 1.0 eq.) and pyrrolidine (1 mL) as a white solid (1 mg, 2%). HPLC, Rt: 1.81
min. (purity 97.3%). LC/MS, M'(ESI): 309.4, M'(ESI): 307.4.

Example 32 : N-[5-(3-furv])|1.,2.4]triazolo][1.5-a]pvridin-2-vl]-3.5-dimethoxvbenzamide

=N H 0~
N PN
~N
o)
2 O—
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OO0OO0L X FF (38) The title conpound was prepared
follow ng procedure and work up descri bed for exanple

wd-209keegstarting from PCT/EP2008/060884
5-(3-furyl)[1,2, 4]triazo|o[1 5-a] pyri di n-2-am ne
((A2), 50 ng; 0.25 mol; 0 eq.) and

2,2-difluoro-1, 3- benzodloxdﬁg 4- car bonyl chloride
The tﬁi%lsmgﬁpou’ﬁé 7&%@ P la'%eLdeEme% p%oc%gm)e @e%gﬁore\ﬁhf& QnQP &ate B1, but
startlﬂgdrb/ﬁ, 5 M-@E&il])[jl 2 {%Bﬁai&,lo[ll/}S(E}Sj’r)dln 382311136 (@(23!,1‘[50 enggo 25 mmol; 1.0

eq.) aaii ﬁ% m@h Ixe{)]%/{r ?g&r],\isl&%f' t(%b\lazoéoj(ﬂﬁ?o?ﬂh% eqi %1{,] %%vhlte pow%er (42.9

mg; 4<7%ijde RBS ArBRA(REIS 95 oy 10«9/1\@3 QAedT e 3883 Cra(BSE): 363.3.
for exanple 2, but starting fro

5-(3- thlenyl)[l 2,4]triazol o[ 1, 5 a] pyridi n- 2- an1ne

Exanl1@ﬁ3 hﬁﬁk@Eﬂmgnﬁﬁhgﬂaamﬂ&i%S&@@J@JHZQQHiﬁft' ‘aﬂmmagnde

C Il UIIUC ||_yU| LIl Url1 -

bei ge solid (21 QO HPLC, Rt: 2.15 mn. (purlty
97.3% . LC/ NS, M EST,>3520 (ESH: 320.0. Exanpl e
40 1 N-[1,2,41tri axelNoj1, 5y vl ni cot i nam de
/ NN~ HNoON
PCT/ EP211118/ 0611 y The title conmpound was prepared
foll ow ng procedu descri bed for exanple 2, but
starting from][1,2,4]triazolo[1, 5-a]quinolin-2-am ne
((A13), 67 ng; 0.37 nmol; 13% eq ) and nicotinoyl
chlori de hydrochloride (80 ny; 44 mol ; 1. g.).

The tpler gamproani gypspRrepared ko llavipg ﬁ@@éﬂ@p«iﬁyﬁcr&?dsforue@rmedlate B1, but

startn%m%lh/% -ﬁlrgf)ggi ?Eﬁazfoﬁoc[WS?ﬁE%J]dlﬁ 293,;%3% (Q%pég%%éd E% fhmol; 1.0

oq.) ahd 813b1p‘hﬁ1ylc(a|dwnlyt yhl@ﬂd8%7 migCONB, mio(; ES]S ¥t.)280 @hite powder (53.7
288
me, SOSTPLG K e AT oA RSy PA2%) A MS B BBD: 35 L MAESPRIB 4

-vl | benzam de N

Example 34 : 1-(4-chlorophenyl)-N-[5-(3-furv]D)[1,2.4]triazolo[1.5-a]pyridin-2-

vllcvclopentanecarboxamide

/N>_H
~—N
N~N
y o}
//
o Cl
34)

The title compound was prepared following procedure described for intermediate B1, but
starting from 5-(3-furyl)[1,2,4]triazolo[1,5-a]pyridin-2-amine ((A2), 50 mg; 0.25 mmol; 1.0
eq.) and 1-(4-chlorophenyl)-1-cyclopentanecarbonyl chloride (Lancaster, 91 mg; 0.37 mmol;
1.5 eq.) as a white foam (61.1 mg, 60%). HPLC, Rt: 4.64 min. (purity 73.4%). LC/MS,
M (ESI): 407.4, M(ESI): 405.4.

Example 35 : N-[5-(3-furvD[1.2.4]triazolo[1.5-a]pvridin-2-vl]-2.3-dihvdro-1-benzofuran-

S5-carboxamide
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H / CNN-NO\/ /NHa (41) The title conpound
was prepared foll ow ng procedure described for exanple
w@tookrsst arting from PCT/EP2008/060884
N-(5-chloro[1,2,4]triazol o[ 1, 5-a] pyridin-2-yl)benzam d
e ((B3), 44 ng; 0.16 mol; 1.0 eg.) and eye] open
tylam ne (1.0 nl) ' (23 ny, 44%.
HPLC, Rt: 3.06 mn. L (RU .oLT MS, MESI):
322.1, M(ESI): 320.7. EXam :
N-15-(3-furvl)[1, 2, ri azoPol11, 5- al nvri di n- 2- vl | ni cot
inanmide 1-oxide / *™N/HO N_i>NN N OO (42) The
title conpound was ﬁ%epared foll ow ng procedure
dcscribcd for exanple 2, but_starting from
5-(3-furyl)[1,2, 4]tr|azoloﬁ§:5 a] pyri di n-2-am ne
f#%&n [NeXo) a
The tit i’ o CPOJaQ@ Wi ngp,eraé&i mlwm%p%c@%ﬂ%t aglgqxéorﬁ l% &és@t‘ﬂfed O Sxample
19, bs‘olstadn(gsﬁ:om g 3-8 1,2, 4WPladp lo R, 5- a]py@ﬂlmi-iamn(ep lQ(rAl)y 50 mg; 0.25

rnmolEi (ﬁ,ﬁ/%% a&g 2'\/38d1hyd1(0Eﬂaenzo 1%211%—5 c]érbonyf zlde %gi? mg; 0.37 mmol; 1.5

I I % :
o SR oy AL oy g, Lo, 5D

347.4pWT(ESDR 343,38/ 0611884 NHNO (43) The title
conpound was prepared foll ow ng procedure descri bed
for exanple 30 but starting from

Exanipié 36 ¢ N-F @ fur¢) A 2. dficddad 191 5-Slpaliani-2 dilR3-Zuddmidenzami d
e ((133), 50 ng; 0.18 mml; 1.0 eq.) and
3- nmet hoxypr opyl am ne rﬂ 91 mmol ; 10.0 eq.) in
THE (3.0 L), 90C, 12_h cneedles (35 nmy;
56% . HPLC, Rt: 1.95 | 9.3% . LC M5,
M+(ESL): 326. 2.

(36)
The title compound was prepared following procedure and work up described for example
19, but starting from 5-(3-furyl)[1,2,4]triazolo[1,5-a]pyridin-2-amine ((A2), 50 mg; 0.25
mmol; 1.0 eq.) and 3-furoyl chloride (39 mg; 0.3 mmol; 1.2 eq.) as a white powder (45.3 mg,
61%). HPLC, Rt: 2.65 min. (purity 97.5%). LC/MS, M (ESI): 295.4, M'(ESI): 293 4.

Example 37 : 1-acetyvl-N-[5-(3-furv])[1,2.4]triazolo[1,5-a]pvridin-2-vl]piperidine-4-

carboxamide

37)
The title compound was prepared following procedure and work up described for example
19, but starting from 5-(3-furyl)[1,2,4]triazolo[1,5-a]pyridin-2-amine ((A2), 50 mg; 0.25
mmol; 1.0 eq.) and I-acetylpiperidine-4-carbonyl chloride (57 mg; 0.3 mmol; 1.2 eq.) as a

86



Exanpl e 44 :

N-15-1(2-furyl methyl)am nolll, 2, 41tri azolol 1,5-aluyrid
wo toodiyikpenzamide ~N-H NN N/ | NH O O O (F&/EP200S060884

title conpound was prepared follow ng procedure

descri bed for anpl e 30 t startin
white gouglet i of BRIAS AL Gtk oL I ST 8 e G M M AFESY: 354.4,
50 0.18 mol; 1.0 e and
M(E$&%5‘&%§I) am nen?l 0 nmL) as a beige gozfvder (31 nmg, 519%.
HPLC, Rt: 2.20 mn. (purlty 94. 1% L MS, M (EST):
: 3 ) 3 I .

Exa

benz&iloyﬂoléﬂﬂapﬂﬁa%lﬁez y| | benzam de “N-H N N N ONH O
(45) 1The t1tle conpound was prepared foll ow ng

procedure descri bed anpl e 30 but starting from

N-(5-chloro[ 1, 2,4]tr az | N5- )l i di n-2-yl) benzanm d
e ((133), 50 my: 0.18% ) and
tetrahydrofurfuryl am (1 00mL_ ) as a white powder (32
ng, 52% . HPLC, Rt: m n. ty 91.7% . LC/ M5,
M (EST): 339.0, M( ). 338. 1. - anpl e 46 :

3- (acetvlam no)- N 15-(3-furvl) 11, 2, 41tri azol ol 1, 5-a] py

'Z

ridin-2-vllbenzam de 89 009/ 027283
PCT/ EP211118/ 0611884 H O N NN-NO O (46) The
The titiet d&l@ﬁ@%%r&@‘ie@fcﬂb&ﬂﬁgﬂ pfoRbd@eiang Wrﬁﬁ@ddﬁserlbed for example

descri bed for exanp but startin

19, byt stuting fronf £-G- @}xl}[ﬂéz"dtr@{qu[sl %r]ahyrlgm %ﬂgu%ﬁn(wel), 50 mg; 0.25
mmol (IAOZ)eE[Aéang f@éh@m%) 1@9%:{128&1090])%% éar@&ﬂrélcglgo?ﬂg v@gélﬁlmzé% mg; 0.3

as a
mmolyd,2 23%jas aHRhiTe pRtvder (75.2 mg, 78%). HPLC, Rt: 4.01 min. (purlty 97.4%).

LC/MS, M'(ESI): 385.3, M(ESI): 383.3.
Example 39 : N-[5-(3-thienvD|1.2.4]triazolo]|1.5-a]pvridin-2-vl]nicotinamide
A N=N0 H
N~ PN =N
=W,
O

%
St

(39
The title compound was prepared following procedure described for example 2, but starting
from 5-(3-thienyl)[1,2,4]triazolo[1,5-a]pyridin-2-amine ((Al), 82 mg; 0.38 mmol; 1.5 eq.)
and nicotinoyl chloride hydrochloride (55 mg; 0.3 mmol; 1.2 eq.) as a beige solid (21 mg,
26%). HPLC, Rt: 2.15 min. (purity 97.3%). LC/MS, M (ESI): 322.0, M(ESI): 320.0.

Example 40 : N-[1.2.4]triazolo[1.5-a]quinolin-2-vInicotinamide

=N H

N/>—N =N
N
O\/
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2.64 min. (purity 90.7%. LC Ms, M+(ESI): 362.1,
M (ESI): 360.1. Exanple 47 :

wokdibroiys! ohexvl am no)[ 1, 2, 4] triazol ol I, 5- al prei/dbiwosloc0ss4
vl)benzamide N H/ ~ CNN>-N NHO (47) The title

The qt](grcogg)gd @/Ség slrreg)g?er gfgg;g%tig&v}npg%ﬁ% %gg uerdefotirj ee?;zcl:lillplbeeZd but starting
( s

ﬁom“{jﬁgfﬂzero _agquéﬁ]\cglL %éﬁﬁ% é(?l(sgg)m L 0.37, mygol, 15, eq) and

nicotifio@ eljo¥idanddoyoblavtiex (Hlamge0.¢4. fmol) 185 eqr) d’hthmktuctne by flash

wd 50 .ny, o, C, R:_.3.3 ' [ :
chronfiiosahy' iy (s Giioat e e 1o Diish B dad s pmpound

as an 68l Bﬁ'(ﬁ’ﬁnngBW%]HPIZC A '1'8@%@1'110@[3111*1557 9’1’ P J% IQC/'M§ I\Q%‘Egi) 290.0,

methvl sul fonvl )b enzanid e 0.

M(E¥):38848) The title corrpound vvas prepared f ol I oW ng
procedure described for exanple 2, but starting from
5-(3-furyl)[1,2,4]triazol o[ 1, 5-a] pyridi n-2-am ne

Exan(f1é&d) : NoB- (@@ ¢loPendDlaiiinb)[1.2 LQtréolo] BB |pyridin-2-yl]benzamide
3- met hyl sul phonyl benzol c aC|d (60 ng, 0.3 mmol, 1.2

eq.) as an off-white i Hrg 9% . HPLC, Rt: 2.79
mn. (purity 96.5%. N.ES 383.0, M (EST):
381.0. 90 WO 2009/ 0272 @T/ E /0611884 Exanpl e
49

3- (am nonet hyl ) - N- [ 3 furyl)[l, 2,41triazol o[ 1, 5-al pv
ridin-2- vllbenzam d€& Step a) Formation of tert-butyl
[3-([[5-(3 furyl)[1,2,4]triazol o[ 1, 5-aJpyridin-2-

yl Jami no} car bonyl ) benzyl Jcd#Pamate O NH H N

The title compound was prepared following procedure described for example 30, but starting
from N-(5-chloro[1,2,4]triazolo[1,5-a]pyridin-2-yl)benzamide ((B3), 44 mg; 0.16 mmol; 1.0
eq.) and cyclopentylamine (1.0 mL) as a white powder (23 mg, 44%). HPLC, Rt: 3.06 min.
(purity 99.5%). LC/MS, M'(ESI): 322.1, M(ESI): 320.1.

Example 42 : N-[5-(3-furvl)|1.2.4]triazolo[1,5-a]pvridin-2-ylInicotinamide 1-oxide

4
NN

42)
The title compound was prepared following procedure described for example 2, but starting
from 5-(3-furyl)[1,2,4]triazolo[ 1,5-a]pyridin-2-amine ((A2), 100 mg; 0.50 mmol; 1.0 eq.) and
nicotinic acid N-oxide (83 mg, 0.6 mmol, 1.2 eq.) as a light yellow solid (37.2 mg, 23%)).
HPLC, Rt: 1.98 min. (purity 98.8%). LC/MS, M'(ESI): 322.1, M(ESI): 320.1.

Example 43 : N-{5-[(3-methoxypropvDamino]|1.2.4]triazolo[1.5-a]lpvridin-2-
ylibenzamide
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O O The title conmpound was prepared follow ng
procedure and work up described for exanple 2, but
wo b@phrngs from PCT/EP2008/060884

5-(3-furyl)[1,2,4]triazol o[ 1, 5-a] pyridin-2-am ne
((A2), 50 ng; 0.25 mmol; 1.0 eq.) and
boc- ( 3- am nonet hyl ) - benzéi i¢H (75 nyg; 0.3 mol; 1.2
eq.) as a white solid 2Q. 89 PLC, Rt: 3.86
mn. (purity 75.6% . LC ( . 4.1, M (EST):
432.2. Step b) Pr,e@a/au/o\di-iof S%(arri nonmet hyl )-N-[5- (3
furyl)[1,2,4]triazolo[1,5-adJpyridin-2- ylJbenzam de N
HNH2 NN>-N\ / OO(49)( )Tert butyl [4-({
[5-(3-furyl)[1,2,4]triazol of 5-a] pyridin-2- yl]am no}

The telardoampoyhd bam p;dp]axedrﬂ)hming ﬁr@@dm@ deBcritdrfopexample 3@chuy starting

fom K55 HRIORRS v reld-atlpytihory oogsiryls 88k S ghe D118 mimol: 1.0

eq.) aff¥ )Strﬁétﬁoxmﬂﬂﬁfﬂe‘(m gRUTAL ﬁﬁlowﬂ)e(s ey, ?QWHF @ *Z')emL) 90°C, 12 h,
residue slurried with di'ethyl ot’her and filtered

as whefe necdlése(36 ing; §6¥0ndBLO AR & d .98 mini. (reirisy PP.d%() IMCMS, NM‘%D 326.2.
HPLC, Rt: 3.57 min. (purity 96.3%9. LCM5, M (EST):
334.1. Exanple 50 :
Exanié 34 1N 5y duetindaivhaminb QP2 !4) @iHz0R] 1,5-a]pvridin-2-y1benzamide
[ 1,7, 4[triazol o[ I, 5-al pvridin-2- yl)benzam de 91 WO
2009/ 027283 PCT/ EP2111 884 - NCH ~N-N N/NH O
OH (50) The title co | pr ed follow ng
procedure descri be xampl e t starting from
N-(5-chloro[ 1, 2, 4] re)[l 5] pyridi n-2-yl ) benzami d
e ((133), 52 ng; 0.19 mmol; 1.0 eq.) and
2-am no-1|-butanol (0.2 n -)435 a white powder (13 ng,
2299. HPLC, Rt: 2.25 nmin. (
The title compound was prepared following procedure described for example 30 but starting

from N-(5-chloro[1,2,4]triazolo[1,5-a]pyridin-2-yl)benzamide ((B3), 50 mg; 0.18 mmol; 1.0
eq.) and furfurylamine (1.0 mL) as a beige powder (31 mg, 51%). HPLC, Rt: 2.20 min.
(purity 94.1%). LC/MS, M'(ESI): 334.1, M(ESI): 332.1.

Example 45 : N-{5-|(tetrahydrofuran-2-vlmethyl)amino][1,2.4]triazolo[1.5-a]pyridin-2-

ylibenzamide

(45)
The title compound was prepared following procedure described for example 30 but starting
from N-(5-chloro[1,2,4]triazolo[1,5-a]pyridin-2-yl)benzamide ((B3), 50 mg; 0.18 mmol; 1.0
eq.) and tetrahydrofurfurylamine (1.0 mL) as a white powder (32 mg, 52%). HPLC, Rt: 2.34
min. (purity 91.7%). LC/MS, M'(ESI): 339.0, M(ESI): 338.1.

Example 46 : 3-(acetylamino)-N-[5-(3-furvD[1.2.4]triazolo[1.5-a]pvyridin-2-vl]benzamide
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(purity 90.7% . LC M5, M (EST): 326.2. Exanple 51 :

N- 16- ( 3- hvdr oxyphenvl ) 11, 2, 41tri azol 011, 5-al uvri di n- 2-
wobdobernggri de / N N N-H O OH (51) The titleCT/EP2008/060884

conmpound was prepared follow ng procedure descri bed

for internediate Al, step a), but starti ng from

N- ( 6- brorm[124]tr|azolo[15a]p |n2yl)bcnzamde
((B5), 75 nmg; 0.24~ O e

3- hydr oxyphenyl bor #‘ ; O. 47 mol ; 2.0
eq.). Purification by f tography on silica

(Et QAc/ c- Hex, gr adi from 50 50 to 100:0) gave the
title conpound as a.bfown solid (9.5 ng, 12% . HPLC,
R: 2.59 min (purily 91.6%. LG/ MS, M+(ES1): 331.1,
M (ESI): 329.1. Exanple 52 5 rt-butvl
[4-(1][5-(3-furvl)[1,2,4] t {3 ol o[ 1, 5-al uvri di n- 2-
The tbﬂe' o%ﬁlﬂéﬁhd? aab ?F%Ja?e@_?_fﬁﬂbﬁ%ingcﬁb&i\ﬁ% gesbibtdtoPexamiple2, Mut starting

he title conpound was prepared

from 5&B1f@r\m1)hb2 ﬂt@%ﬁ@[rles @]@mrldmf%amwedé‘ws Lo et B850enmab|ld eq.) and

1sophéal(a§u<f acﬁt 4 ng)a'{ %Ilrnlloa%’z o'Izoefl]? as 8 be %\ivcriler 20 hule e23%). HPLC, Rt:
2.64 rﬁ{nA@umyﬁo rm;, 0CATS nvrb(IESI): 982.\1@1?(@99)6 @8(72,83

PCT/ EP2008/ 060884 .0 eqg.) and

boc- ( 4- am nonet hyI) ben20| c aC| d (113 rrg 0. 45 mok

Lvﬁbe&amlde

M (ESI): 432, 1. Exahp ' H

N-[5-(3-furvl)[1, 2,4l t|ri oI,)e{ pyridin-2-yll-4-is
obut yl benzam de K/ @
: NH O

(47)
The title compound was prepared following procedure described for example 30 but starting
from from N-(5-chloro[1,2,4]triazolo[1,5-a]pyridin-2-yl)benzamide ((B3), 50 mg; 0.18 mmol;
1.0 eq.) and cyclohexylamine (1.0 mL) as an off-white powder (50 mg, 81%). HPLC, Rt: 3.33
min. (purity 94.3%). LC/MS, M'(ESI): 336.2, M(ESI): 334.1.

Example 48 : N-[5-(3-furvl)|1.2.4]triazolo]1.5-a]pvridin-2-vyl]-3-

(methyvlsulfonyl)benzamide

0./
S.

vy

y @)

ot

(48)

The title compound was prepared following procedure described for example 2, but starting
from 5-(3-furyl)[1,2,4]triazolo[1,5-a]pyridin-2-amine ((A2), 50 mg; 0.25 mmol; 1.0 eq.) and
3-methylsulphonylbenzoic acid (60 mg, 0.3 mmol, 1.2 eq.) as an off-white solid (9 mg, 9%).
HPLC, Rt: 2.79 min. (purity 96.5%). LC/MS, M'(ESI): 383.0, M(ESI): 381.0.
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(53) The title conpound was prepared foll ow ng
procedure and work up described for exanple 2, but

wo b@phrmngs from PCT/EP2008/060884
5-(3-fury])[|,2,4]triazolo[1,5-a]pyridin-2-anine
((A2), 75 ng; 0.37 mmol; .0 eqg.) and

4-i sobut yl benzoi c aC|d (80 ng; 0.45 nnDI 1. 2 eqg.) as
g : [)ZN- ; -a|p rldln 2-

yupggzgmﬂ_e 54.tert but vl

Step s no Fortigigny ey weReRln! o {%'é(? J}»G%@p(? ééﬂlt%quﬁ@s y}l’y"dm-Z-

yl]amm}ﬁc&r‘bbhﬁ)lkﬁgﬂﬁld%ﬁlﬁé prepared follow ng procedure
and worK up scribed for exanple 2, but starting

from5-(3-furyl)[1,2,4]triazol o[ 1, 5- yridi n-2-am ne
((A2), 75 ng; 0.37 mol; 1.0 eq.9 a
4- (2-t - but oxy- 2- oxoethoxy)ben20|c‘>E@d (113 ny; 0. 45
mml ; 1.2 eq.) as A8 W foa 1.6 nmg, 13% . HPLC,
Rt : 3 98 min. (plritly H8N39 , MH(ESI): 435.1, M
(ESI): 433.1. Ex ;
4-butyl -N-[5-(3-furyl)[1,Q, 4]tTi azol o[ 1, 5-a] pyri di n- 2-
vl ] benzani de 93 2009/ 027283 PCT/ EP211118/ 0611884
NNNO\ / O The title conpound was prepared
foll owi ng procedure and work up described for exanple

The tigle comppurd wes pregafed dphlowing procedure and work up described for example 2,

but st(alitkﬁ)ffr § %hl’r%l)[é]v’z[ quzS o?g%ﬁl?}é)% d?t}/-g-lr?glnﬁe_ g(;ﬁalgj‘l gfz%iOCZS mmol;
1.0 eq’:ty bl 68&(31@1111&{140'&1 1izoib- a%laecvs) mgsoes Mﬁio'l mfeqqras(az@hue solid

15% . HPLC, 4.45 min. /%
20.0 mg( E&7y): HPEL, Rt l\%g(éEslH} (resty, 15 6@9& EM SI): 4341 M(ESI):

4322 oN-[ 6- (4- hvdr oxv- 3- met hoxvphenvl ) [ 1, 2, 4]tr|azolo[1 5-a
nvridi n-2- vllbenzam de hydrochloride / N\H N N N HO

Step b) Preparation of 3-(aminomethyl)-N-[5-(3-furyl)[1,2,4]triazolof1,5-alpyridin-2-

yiJbenzamide
AN g NH
)—N
)
y O
ot
(49)
Tert-butyl [4-({[5-(3-furyl)[1,2,4]triazolo[1,5-a]pyridin-2-

yl]lamino}carbonyl)benzyl]carbamate (20 mg, 0.05 mmol, 1.0 eq.) was suspended in
DCM/TFA (50:1, 1mL) and reaction mixture was stirred at rt for 1 h. The reaction mixture
was then concentrated under vacuum, the residue slurried with diethyl ether and filtered to
give the title compound as a white solid (11 mg, 54%). HPLC, Rt: 3.57 min. (purity 96.3%).
LC/MS, M'(ESI): 334.1.

Example 50 : N-(5-{[1-(hvdroxvmethyDpropvllamino}[1,2.4]triazolo[1.5-a]pyridin-2-
yl)benzamide
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"0 HCQ  (56) To
N-(6-brono[1,2,4]triazol o[ 1, 5-a] pyridin-2-yl)benzan de
wa 60b303728#00 ng; 1.26 mmol; 1.0 eq.), cesiumpdyRPiodS060884

(383 ng; 2.52 mmol; 2.0 eq.)
d|chlorob|s(tr|phenylphosphlne)palladlun1 (89 ng; 0.13
mol; 0.10 cq.) and &

2-nEthoxy-4-(4,4,5,5 ctnﬁgf_ 2 di oxabor ol an- 2-
yl') phenol (631 ngy; 2. in a seal ed
tube, under inert atwpd$phere, Over e added di oxane (3.2
m.) and water (1.6 niL The m xture was heated at 120C
for 12 hours. The reacmion m xture was cool ed down to
rt and filtered over a celite pad. The celite was
carefully rinced with McOgsgynd a 0. 1N sol ution of HC

was added to the filtrate. The desired product was
The tifjecgmpronad ads pyepatedife llowingfpregedige, deseried fagexqmeple P eyt starting

vom RSB EFLE RLERILE 3D 20 a0 S B g ot 1.0

eq.) aBd Q3anBin6-1 -§urano3 kl).2 mIl) &ba (hite powd& HZ,mgd,H2%)7 HPDCT R312.25 min.

( 3H) .37 J =1.8 Hz, 1H), 7.22 (dd, J = 1.8,
(Puﬂtﬁ.gb-%); LCM,, 1\4(6&8%) Gd623 = 8.2 Hz, 1H), 4.7-3.9 (bs,
7H), 3.89 (s, 3H. 1H ™ M (DVSO d6) S . HPLC, Rt:
2.59 min. (purity 96 49@ LC VB, N%(ESI) 361. 03,
Examyl¢ BBt N-[636G3h¥ Midnx ¥.4 M RDG-23vIbedZhmide
2.0 H20] Corrected: C 55 50% H 4. 89@6 N 12. 94%
Found: C 55.83% H 4. V131 14% Exanple 57 :
N- 15-1( 2- net hoxvet A , 4 i azol o
I, 5-al nvridin-2-yl nzam de 09/ 027283
PCT/ EP211118/ 0611 NCH CNN NNH O Qr (57) The
title conpound was Jrepared foll om ng procedure
descri bed for exanpte 30 but starting from
N-(5-chloro[ 1, 2, 4]tr|azolok%15 a] pyridin-2-yl)benzam d
e ((B3), 50 ng, 0. 18 mmol eq.) and
The téle! @&I?PMM@ anQi follo%r[’@-@ro@@dlﬁl@ dedckibwdn Ifdireinwllﬂéﬂl:{té%l step
HPL 08 mn. (purity 90.1%. LC
a), waH.s@ frogy_y (ﬁ brmx(oEIstﬁ trigzado[1,5- gpmpéz glgbenzarmde ((BS) 75 mg;

L di I
024 Fphd J8 L AT LRIBRARENBRID ofifo(6s, e @ 4RO 0
Purifidbhtidd 9y flash chrornatography on silica (EtOAc/c-Hex, gradient from 50:50 to 100:0)
gave the title compound as a brown solid (9.5 mg, 12%). HPLC, Rt: 2.59 min. (purity 91.6%).
LC/MS, M'(ESI): 331.1, M(ESI): 329.1.

Example 52 : tert-butvl [4-({[5-(3-fury]D)|1,2.4]triazolo[1.5-a]pyridin-2-

=N H Ho‘é
P
O

yvllaminolcarbonvlbenzvl]carbamate

(52)
The title compound was prepared following procedure and work up described for example 2,

but starting from 5-(3-furyl)[1,2,4]triazolo[1,5-a]pyridin-2-amine ((A2), 75 mg; 0.37 mmol;

92



OH OH (58) The title conmpound was prepared foll ow ng
procedure described for exanple 30 but starting from

wobkdboehkoro[ 1, 2, 4] triazol of 1, 5- a] pyri di n- 2- yl pboORER0S/660884
e ((B3), 50 ng; 0.18 mmol ; 1 0O eg.) and

1.0 eonbam tve &@%rﬁ@yﬁ%eg@w ﬁ?lﬂ (1 ](%ﬁllgr 9?}5 \!\@g’ln(%](?/ol %q@g white foam

5 LS5 RG4Sl b b PHPTRU Sy s o, s
432.15- al pvri di n-2- yllbenzam de N>H NN N O (59) The

title conpound was prepared foll ow ng procedure

described for exanple 56 but starting from

Exandjié §3 A LiugvHiIt Y 41RERL [ 1.5-alpyridin-2-vl]-4-isobu Ibenzamide

-aJ pyrrarn-2Z-yl)benzam de , ny, moT |

1.0 cqg.) and 2, 3-
acid (155 ng; 0.9
PCT/ EP211118 /1161
chr omat ogr aphy on

O-H - benzof an- 5- beoronlc
95 WD 2009/ 027283

AUT gation by flash
\lica GEtcmc c- Hex, gradient from

40: 60 to 100:0) the title conpound as a white

solid (117.2 nmy, . HPLC, Rt: 3.18 min. (purity

84.6% . LCO M5, MH(ESI): 35255, M (ESI): 355.1. Exanple

60 :

The tllt 825 §lrelrllli] delasa y@egé)t)ﬁ#i %gl?qﬁ 5 rplr\?acz | o[aln? gﬁ))rk RY Ieéjcltrlb{e% f01rI éxgmple
but sta@iROfde M@ﬁﬁ@ylg[p@rqm‘z@lol[DWam@mmﬁmgfadﬁﬁ@ ((das c7$ bed 0.37 mmol;

ut starti n% rom

1.0 ec{\f %@e ﬁ%ﬁiﬁegmf e8¢ 045 i | dicq-)2syy yahiowoformads.5> me,
ot o Belaoh g TR e g gy 551

HPLC, Rt: 2.46 mn. (purity 85.8%. LC M5, M (ESI):

345 1, M-(ESl) 343 1. Exarrpl e 61: . -
Examypl 3ol obian DR ) op(d21Y d triazolol] Jr-a]pyridin-2-

vilanitiblcBHRLBABAES 1aclidi AT ochl or i de
= /N H O‘é
)—N X
NN >—< >—o o
%r O
<
O

(54)

The title compound was prepared following procedure and work up described for example 2,

but starting from 5-(3-furyl)[1,2,4]triazolo[1,5-a]pyridin-2-amine ((A2), 75 mg; 0.37 mmol;
1.0 eq.) and 4-(2-t-butoxy-2-oxoethoxy)benzoic acid (113 mg; 0.45 mmol; 1.2 eq.) as a white
foam (21.6 mg, 13%). HPLC, Rt: 3.98 min. (purity 98.3%). LC/MS, M'(ESI): 435.1, M’
(ESI): 433.1.

Example 55 : 4-butyl-N-[5-(3-furvD[1.2.4]triazolo[1.5-a]pvridin-2-vl]benzamide
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N / N~HNNN GNHO.2HC (61) The title
conpound was prepared foll ow ng procedure descri bed
wo wooexaspl e 30 but starting from PCT/EP2008/060884
N-(5-chloro[1,2,4]triazolo[ 1, 5-a] pyridin-2-yl)nicotina
mde ((134), 296 ng; 1.08 mmol; 1.0 eq.) and
cycl oheptyl am ne . /ﬂ%;H The parent fonpound was
di ssol ved i n MeOHang_ &t way added. The
preci pitate obtaingd wis 14T , washed with Et20
and dried under rgduced Bressure at 40C to give the
title conpound asla ite powder (178 ny, 42% . HPLC
Rt: 2.98 mn. (puf?ty 99.7% . LCO M5, Mr(ESI): 351.4,
M (ESI): 349.4. CHN analysis: [Cl9H22N50 -2.0 HC
-1.5 H20] Corrected: C 50.6¥% H 6.04% N 18.66%
. 0 .0 .
e R R i AR Wi o cmpe
but sthkting- ffem 3-Ghexyl)[d#,4o0)dze 1021 4] pyir slzel-aidin& (@ 2Dy 7 diga-0B7 mmol;
viInicotinamide NH ~tN:) NH Q (62), The title
1.0 e il RO IREHF e EmedPHSIAG: droorre B0 me. 15%)
HPLA, ®t: £X800h §padtytint 698 /MBI M {(ESIN 361.1, MT(ESI): 359.1.
N—(5-bronDﬁF,2?3%%ri;zolg?%,é?a?%;ridin- -yP)nicotinam
ide ((B2), 100 ng; 0.31 mmol; 1.0 cq.) and
cycl okexyl.amype, (1,0 ,m ' A

a]pyridin-2-

vilbeiEaShille h¥drochlorddd ES| ) : 335.2. Exanple 63 : N (5-f
[ (5-nmethyl-2-turvl)nmethyllamno! [1, 2,41
triazolo[1,5-al1)vridi pP2~=M)mi cotinanide / N >-N
N-NNN Ol NH O__(6% ne/tit | e/Togpound was
prepared foll ow ng ocedur & dedcr d for exanple 30
but starting . 0

HCI

(56)

To N-(6-bromo[1,2,4]triazolo[ 1,5-a]pyridin-2-yl)benzamide ((BS), 400 mg; 1.26 mmol; 1.0
eq.), cesium fluoride (383 mg; 2.52 mmol; 2.0 eq.) dichlorobis(triphenylphosphine)palladium
(89 mg; 0.13 mmol; 0.10 eq.) and 2-methoxy-4-(4,4,5,5-tetramethyl-1,3,2-dioxaborolan-2-
yl)phenol (631 mg; 2.52 mmol; 2.0 eq.) in a sealed tube, under inert atmosphere, were added
dioxane (3.2 mL) and water (1.6 mL). The mixture was heated at 120°C for 12 hours. The
reaction mixture was cooled down to rt and filtered over a celite pad. The celite was carefully
rinced with MeOH and a 0.1N solution of HCI was added to the filtrate. The desired product
was precipitated by addition of EtOAc, filtered and dried under reduced pressure as a beige
solid (373 mg, 74%). "H NMR (DMSO-ds) § 11.27 (s, 1H), 9.24 (s, 1H), 8.03-8.01 (m, 3H),
7.76 (d, J = 9 Hz, 1H), 7.65-7.51 (m, 3H), 7.37 (d, J = 1.8 Hz, 1H), 7.22 (dd, J = 1.8, 8.2 Hz,
1H), 6.89 (d, J = 8.2 Hz, 1H), 4.7-3.9 (bs, 7H), 3.89 (s, 3H). HHNMR(PMSO-d6)-6— HPLC,
Rt: 2.59 min. (purity 96.4%). LC/MS, M'(ESI): 361.03, M(ESI): 359.05. CHN analysis:
[Co0H16N4Os -1.0 HCI 2.0 H,0] Corrected: C 55.50%, H 4.89%, N 12.94%; Found: C
55.83%, H 4.84%, N 13.14%.

Example 57 : N-{5-[(2-methoxvethyl)amino][1.,2.4]triazolo[1.5-a]pyridin-2-vItbenzamide
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from

N-(5-bronmo[ 1, 2,4]triazol o[ 1, 5-a] pyridin-2-yl)nicotinam
wo 9®9/04B8) , 100 ng; 0.31 mmol; 1.0 cq.) and PCT/EP2008/060884

S5-methyl furfurylamne (1.0 nL) as an off-white solid

(40 nmg, 379% . HPLC, 2.38 mn. R: (purity 98.6%.

LG M5, M(ESI): 347.1#7 Ile 64 :
N-t5-f (tetrahvdrofura -2NyI’ yI i nol [ 1, 2,4]tri azol
ol I, 5-al pvridin-2- yI}|CO|n NHCNN'NN

QONH O (64) The titl eNconpound was prepared foll ow ng
procedure descri bed f/[er exarrpl e 30 but starting from
N-(5-brono[ |, 2, 4]troazol o[ 1, 5-a] pyri di n-2-yl ) ni coti nam
i de ((B2), 100 my; 0.31 nmol; 1.0 eq.) and
tctrahydrofurfurylamnc (1.0 nL) as a white powder (17
mg, 16%9. HPLC, Rt: 1.73 @M. (purity 95.5%. LC/ M5,
M+(ESI): 339.1, M(ESI):. 337.1. 97 WD_2009/ 027283

The tﬁ@'FPEH’?Tﬂ‘iT@S p@g@@éo@owmg@g%p@ ¢scribed for example 30 but starting

o S YT A G B o

€q.) and)ﬂpnethdxymwlmimpat.édnlbdld awbfirgvipteso&d (52 nge 8 £¥ol) HERLC, Rt: 2.08

. or. exa rting f
min. {@1’(1‘@’- %ﬁ@&iﬁ@gﬁbﬁf&[-%l‘éﬂg?ﬁy%liodk-n- 2-yl ) bcnzani dc
((BS) 150 ngy; 0.47 mol; 1.0 eq.) and
hydroxyphenylboronlc aci d (131 ng; 0.95 mml; 2.0
: o~ ] ) o[l 2.4 Ftia b3-alpvyridin-2-
urlty 97. 2% LC/ VB, M(ESI) 331.1, M (ESI):

T
ﬂb—%@@ Exanpl e 66

N-[ 6- (4- hydr oxy- 3- net I)[124]tr|azolo[l 5-al
pvridin-2- yllnicotinam e roc r|de H I\I-N-ON

HO HCI (66) The titl& mpou reparedfollovvlng
procedure described fog, xarrpd) ut starting from

N- (6-brono[ 1, 2, 4]tr|a oI 0[1 -a] pyridin-2-yl)nicotinam
idc ((B6), 400 ny; %mml

OH

Exanm

(58
The title compound was prepared following procedure described for example 30 but starting
from N-(5-chloro[1,2,4]triazolo[1,5-a]pyridin-2-yl)benzamide ((B3), 50 mg; 0.18 mmol; 1.0
eq.) and 3-amino-1,2-propanediol (1.0 mL) as a white powder (6 mg, 7%). HPLC, Rt: 1.65
min. (purity 99.5%). LC/MS, M'(ESI): 328.1, M(ESI): 326.1.

Example 59 : N-[6-(2.3-dihvdro-1-benzofuran-5-vD[1.2.4]triazolo]1.5-a]pyridin-2-
yl]benzamide

R0
0

(39
The title compound was prepared following procedure described for example 56 but starting
from N-(6-bromo[1,2,4]triazolo[ 1,5-a]pyridin-2-yl)benzamide ((BS), 150 mg; 0.47 mmol; 1.0
eq.) and 2,3-dihydro-1-benzofuran-5-ylboronic acid (155 mg; 0.95 mmol;, 2.0 eq.).
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1.0 eq.) and

2- met hoxy-4-(4,4,5,5-tetranet hyl -1, 3, 2- di oxabor ol an- 2-
wobjophenned (629 ng; 2.51 nmol; 2.0 eq. ) as a paghP2008/060834

yel | ow SO|Id (249 ng, 55%. HPLC Rt: 1.71 mn.

Puﬂﬁsﬁe%rn'dgyy %%g@p%@gﬂés%@cs /e Hrq% gr%él(egsgﬂgd@ 160 to 100:0)
0% %
gave @n tltgggl)mggﬁ%(gﬁ/g gﬂwlg@%? /o ﬁ) 1 5% /Séx NP%E 7I9t °3 18 min. (purity

84. 6‘VN- L&/NI8y b Gisd):\35art, N6)EST): 35811t r i azol ol
| ,5-alpvridin-2-yllInicotinamde NH CNN>NN ONH
0 (67) 98 WD 2009/027283 PCT/ EP211118/ 0611884 The

Exaniplé b@: 80 RgvIX@nd)[ P At zd18] 1,2 RYid#h-2 Edtinamide

escribed for exanpl € Ut starting from
N-(5-chloro[1, 2,4]tri 1|5a]pyridin2yl)nicotina
midc ((B4), 58 ng; 0.R1 N g.) and

cycl ooctyl anine (440 L asNa’ \e wder (4 ng, 4%

HPLC, Rt: 3.25 nin. pm:Hrlty@79 . LO MBS, M (EST):
365.4, M (EST): 363.4[ Exanple 68

N- 15-1cycl ohexyl (ne )am nol 11, 2, 41tri azol ol 1, 5-a] pv
ridin-2- vllnicotin e NHctN~) NO (68) The
title conpound was preépared foll ow ng procedure

descri bed for exanple 30 but starting from
N-(5-chloro[ 1, 2,4]triazol o[(40)5-a] pyri di n-2-yl)nicotina

i d 13 55 : 20. [ 1. . d .
The tﬁ- rﬁ%ﬂ&’& Plé@?/a% Rref;%grlf'g H%w%m%OWyre C.ges%ﬂge)gf Pt pv%anf“%les?g | starting
from N3 -bmof B¢ triatd16) 1, 5-Rpyridin@Z yNhidotifapnl 6 (682971@9/%& 0.31 mmol;
M5, M (EST): 351.4, M(EST): 349.4. Exanp

1.0 eN ansl anay lpaedrl 6l i py pmAta sgiddOeg. 0ok, HﬂtQﬂRéz% (46 1min. (purity
85 899 RCPVE! R Edy: Ms1inhe@idinagide N H ctN-) NH O

Example 61: N-[5-(cycloheptylamino)|1.2.4]triazolo[1.5-a]pvridin-2-vl]nicotinamide
dihvdrochloride

.2HCI

(61)

The title compound was prepared following procedure described for example 30 but starting
from N-(5-chloro[1,2,4]triazolo[1,5-a]pyridin-2-yl)nicotinamide ((B4), 296 mg; 1.08 mmol;
1.0 eq.) and cycloheptylamine (1.0 mL). The parent compound was dissolved in MeOH and
Et,O/HCI was added. The precipitate obtained was filtered, washed with Et,O and dried under
reduced pressure at 40°C to give the title compound as a white powder (178 mg, 42%).
HPLC, Rt: 2.98 min. (purity 99.7%). LC/MS, M'(ESI): 351.4, M(ESI): 349.4. CHN analysis:
[C19H22N6O 2.0 HCL 1.5 H,0] Corrected: C 50.67%, H 6.04%, N 18.66%; Found: C 50.69%,
H 5.97%, N 18.61%.
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oJ~" (69) The title conpound was prepared foll ow ng
procedure described for exanple 30 but starting from
wokdobrnbneso[ 1, 2, 4] tri azol of 1, 5- a] pyri di n- 2- yl ) pémebionse6sss
ide ((B2), 100 ng; 0.31 nmmol; 1.0 eq.) and and
4- am not etrahydropyran 1.0 m_) as_a wWhite
‘ b Sqalpviidin-25dnicotinamide

0. 913 (d ) :1éHz/ | &), 8.77 (d, J = 4.9, 1.5

Hz, 1 H, 8.33 (d 0, H. 1H), 7.58 (m
1H), 7.51 (t, J = ,@d J =7.9 He,
1H), 6.62 (d, J = 8.7 1H)g 6 (d, J = 7.9 Hz,
1H), 3.88 (m 2H), 1H), 3.45 (m 2H), 1.89
(m 2H), 1.72 (m HPLC Rt: 1.51 min. (purity
99.0% . LOMS, M(EST): 339.4, M (EST): 337.4. 99 WO
2009/ 027283 PCT/ EP211118/ 0611884 Exampl e 70
N- 15-[ (1- net hvl pi peri di n- 4(é amnol[1,2,4]triazol o] 1,
The t%fe%ﬁ%hﬁd Qg Pr%hﬁeﬂ'ﬁ@&dvﬁ%'ﬁrg@edmw dds&ived Bk eXhhSIE/IIbPstarting

The title conpound was prepared follow ng
from py- &b@utoél aééthcue[d F-alpydsiardlyBnigotisunide (@) h@O nfeg M1 mmol;

1.0 eql\s-degn% Cé’é%;{o £y11 nﬁéﬁ Odna]éoa!lso 1{11%6 pcg\Q ! gg’& %%OIO rﬁl&% Ilﬂag1 60 min.
punt§199m5%)0LbeStW{E31) BarildMESIE3850L) as a white powder

g, 27%.'H NWVR (DVBO-dr) 6 11.25 (brs, 1H), 9.13
(d,J—19Hz, 1H) 877(dd J=4.7, 1.7 Hz, 1H),

Exa

nichtifakitde 1H) . 6. 46 (d. J = 8:3 e 1I—I) 6.312 (d, J =
2

7.5 Hz, 1H), 3.49 (m 1H), 2.77 (m 2H), 2.
3H), 2. 05 (m 2H), 1.89@2‘@_H1 70 (m 2H). HPLC,
Rt: 1.07 nin. (purity 10Q. M+(ESI): 352. 4,
M (ESI): 350.4. Exafiplie N}‘—®

N- 15-[ ( 3-am nocvcl o N nol ©
[1,2,4ltriazolo[1,5-al pvridin-2- yl}benzam de rN H
N>-N HzN ~ /NH (71) (63)

The title compound was prepared following procedure described for example 30 but starting
from N-(5-bromo[1,2,4]triazolo[1,5-a]pyridin-2-yl)nicotinamide ((B2), 100 mg; 0.31 mmol;
1.0 eq.) and 5-methylfurfurylamine (1.0 mL) as an off-white solid (40 mg, 37%). HPLC, 2.38
min. Rt: (purity 98.6%). LC/MS, M'(ESI): 347.1.

Example 64 : N-{5-|(tetrahydrofuran-2-vimethyl)amino][1,2.4]triazolo[1,5-a]pyridin-2-

vllnicotinamide

(64)
The title compound was prepared following procedure described for example 30 but starting
from N-(5-bromo[1,2,4]triazolo[1,5-a]pyridin-2-yl)nicotinamide ((B2), 100 mg; 0.31 mmol;
1.0 eq.) and tetrahydrofurfurylamine (1.0 mL) as a white powder (17 mg, 16%). HPLC, Rt:
1.73 min. (purity 95.5%). LC/MS, M'(ESI): 339.1, M(ESI): 337.1.
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The title conpound was prepared foll ow ng procedure
descri bed for exanple 30 but starting from

wododbnehkoro[ 1, 2, 4] triazol o[ 1, 5-a] pyri di n- 2- yl pornEmng/eboss4
c ((B3), 52 ng; 0.19 mml; 1.0 eq) and
1, 3-cycl ohexanedi anine (1.0 m-). The crude was
d| rectly purl f| ed by preparative HPLC (Startl ng wth

1
94% . HPLC,

R: 1.84 mn. (purity 9. 3 )t MS=AH(ESI ): 351. 4,
M (ES|): 349.4. ExagfpRe N O
N-15-1( 1- et hvl p| di n- 4-yl )an®nol 1, 2, 41tri azol ol

|, 5-al pvri di n-2-HQ| } Benzani de too WO 2009/ 027283
PCT/ EP211118/ 0611884 / NCH CNNN /NH O /NJT (72
The title conpound was pref8Ped fol | owi ng procedure

The t?@%oﬂﬂfohnd" Ra S?e%ﬁ%eﬁ%gué&fng%@&ﬁhr% deberitidtfos Eﬂ{lﬁbl@%6 but starting
from N~(6Sbrotboplr, D kri@z04d [t 1S-@lpadidih-D- phtednpamniddi((BS); Y30 imgna avnndnol 1.0

d
°q.) anﬁ%fh%}gs;iﬁgw apiionic @%ééhﬂ%gsegﬁrymaé 25 ) %%3 eplid (15 mg
9%). H@Ecrrﬂt 24&%11111 (ﬁhrl}}%)’&(zﬁ)g{ﬁ@c@@é; M*(%%I)QJB(WM(E%W 32@100

benzamide

HZ, 1H) 649(d J = 8.3 Hz, 1H) 629(d J:79
) L . ) _ X 1 'SiglongS;-a]pvridin-Z-
yvllnichtiA@midnydidbhlokie 99.4% . LCO M5, M (EST): 351.4,

M (EST) . 349.4. Exanple 73 :

N-[ 5- (cycl opropvl am no nIBLJHuoromathyl)[l 2,4]tria

zolo[ |, 5-al pvridin-_2 IN- in e FFINN F

gN---N N H~ ~ (73) NThe | g/ conpound was

prepared fol | ow ocedure d@scri ed for exanple 71

but starting FPom

N-[5-chl oro-7- (trifQuoronethyl)[1, 2, 4] tjgzol o[ 1, 5-a] p

yridin-2-yl]nicotinamde ((B7), 50

(66)

The title compound was prepared following procedure described for example 56 but starting
from N-(6-bromo[1,2,4]triazolo[1,5-a]pyridin-2-yl)nicotinamide ((B6), 400 mg; 1.26 mmol;
1.0 eq.) and 2-methoxy-4-(4,4,5,5-tetramethyl-1,3,2-dioxaborolan-2-yl)phenol (629 mg; 2.51
mmol; 2.0 eq.) as a light yellow solid (249 mg, 55%). HPLC, Rt: 1.71 min. (purity 60.7%).
LC/MS, M'(ESI): 362.0, M(ESI): 360.0. CHN analysis: [C1oH;sNsOz -1 HCI -0.4 CH;CN
-0.6 H,0] Corrected: C 55.95%, H 4.36%, N 17.79%; Found: C 55.95%, H 4.76%, N 17.53%.

Example 67 : N-[5-(¢vclooctylamino)|1.2.4]triazolo[1.5-a]pvridin-2-vl]nicotinamide
Z>=N H
N\ /
: NH 0

(67)
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ng; 0.14 mol, 1.0 eq.) and cycl opropylamne (1.0 m-)
as a white powder (30 ng, 59%. HPLC, Rt: 2.98 mn.
wd penjosP9. 6% . LG M5, M (ESI): 363.3, M (ESIpcT/BEboecosss

Exanple 74 :
5- (cvcl ohexvl am no)-7-(trifluoromethvl)[ 1,2, 4]triaz ,
The t@i@&f@mu%d B# PERPALed -fo b?WW@dﬁ??eﬂaﬁ %éc FROT\F’P'P l]ﬂfﬂ but starting

fom B B3 2 ) SR B PV WO REAFERIS: G2y S 021 ool

1.0 ecp) emhcmbdcqlldlmiﬂer(gmp nog eslarvehidgaerdeb €4 nigo m%ame’plCE R713.25 min.
rting from .
(PurltWFg/@thfMSVM( @S{I?I3@éi“o%@$9)3)3ﬁ-,42, 4]triazolo[1,5-a]p
yridi n-2-yl]nicotinamde ((B7), 50 ng; 0.14 nmmol; 1.0
ed.) and cycl ohexylamne (1.0 nL) as a white powder (3
Examqe 56§ . HPL C NRS:[c8claBexvi(metliydiaming][12003riadold[WS-a]pvridin-2-

o MH(ESL) - 405.3, M (ESL): 403.2. Exanple 75
nigeti cl oheytyl amino)-7-(trifluoronethyl)11,2, 41tria

zol o 11, 5-al pyri di n- 2- |namdeFFFq~N-NN
HiNN G\H O (75) Tet’fl,)e_;é d was prepared
foll owi ng procedure de \ex nple 71 at rt but

starting from o
N-[5-chloro-7-(trif oh'et hyl)[ 1, 2,4]triazolo[1,5-a]p
yridin-2-yl]nicoti de ((B7), 50 ng; 0.14 mmol; 1.0
eq.) and cycl oheptyl am ne (1.0 nL) as a white powder
(8 nmyg, 13% . HPLC, Rt: %gqmn (purity 95.99.
LG/ VB, MH(ES1): 419.3, M ( 417.4. Exanple 76 :
The tiNeXd Mﬁd Wﬁ@@fe‘ph@mfﬁﬂéwﬂl (ﬁré@ﬁhtécue@ﬁmelawbb éﬂalﬂplémrm starting
zol o 11, 5-al pyr Fnl coti nam de F
from N-(5- chloro[l 2,4 trlazolo[l 5 a]pyr1d1n—2 yl)nicotinamide ((B4) 55 mg; 0.20 mmol;
1.0 eq.) and N-methylcyclohexylamine (1.0 mL) as an off white solid (30 mg, 43%). HPLC,

Rt: 2.67 min. (purity 97.8%). LC/MS, M*(ESI): 351.4, M'(ESI): 349 4.

Example 69 : N-[5-(tetrahvdro-2H-pvran-4-vlamino)[1.,2.4]triazolo]1.5-a]pvyridin-2-

vl]nicotinamide

(69)

The title compound was prepared following procedure described for example 30 but starting
from N-(5-bromo[1,2,4]triazolo[1,5-a]pyridin-2-yl)nicotinamide ((B2), 100 mg; 0.31 mmol;
1.0 eq.) and and 4-aminotetrahydropyran (Apollo), 1.0 mL) as a white powder (15 mg, 14%).
"H NMR (DMSO-ds) 6 11.27 (s, 1H), 9.13 (d, ] = 1.9 Hz, 1H), 8.77 (d, J = 4.9, 1.5 Hz, 1H),
8.33 (dd, J =8.0, 1.9 Hz, 1H), 7.58 (m, 1H), 7.51 (t, J = 8.5 Hz, 1H), 6.90 (d, J = 7.9 Hz, 1H),
6.62 (d, J =8.7 Hz, 1H), 6.38 (d, J = 7.9 Hz, 1H), 3.88 (m, 2H), 3.80 (m, 1H), 3.45 (m, 2H),
1.89 (m, 2H), 1.72 (m, 2H). HPLC, Rt: 1.51 min. (purity 99.0%). LC/MS, M (ESI): 339.4, M"
(ESI): 337.4.
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H iNN F%~N CGNHO (76)
N-[5-chloro-7-(trifluoronmethyl)[1,2,4]triazolo[1,5-a]p
wo tdodhopr28s Y1 | ni cotinamide ((B7), 50 ng; 0.14 npot/Eribodocosss

eq.) in cyclopentylamne (1.0 nmL) was stirred at rt

overnight. The reaction, mxture was diluted with a
Example 70 me 4 1

ple N s Neidrk(ipmethvipiperidin-dsyaminol 1 2. Hirigrole|£,5x3
ylinic ?ﬁanﬁ% phases were separated and the organic phase
ed four tinmes with a saturated solution of
NaHCC3, after which th ctyprecipitated in the
organi ¢ phase. It was f oc:N dwth a
saturated sol ution of NaHCO3 anq}—é@, dri ed under
vacuum and i sol at edii/ Q2 WOQ@009/627283

DY ridin-2-

PCT/ EP2008/ 060884 alwhifte solid (13 ng, 23%. HPLC,
Rt: 3.54 min. (purii 00%. LG M5, M(ESI): 391.3, M
(ESI): 389.3. Exanple 77 :
N-[ 5-[ (cvcl ohexvl met hvl ) ampgl - 7- (trifluoromethvl )[1, 2
,4]triazolo[1,5- al pyridin-2-vll nicotinamde F F F /

The tielgomponndiwanpigpaed f()lgwingm@chmel desgrdrpddianexample 30 but starting

from REEPRLFR | AARAISPS- 2SS I6REbHAGal WA AP 651 mmor
1.0 eq\ 442 b 0Ot -Aref iyl ipfpetigine ME DL dsla whild i@ @b @, 2798).PH NMR
ridin-2- Iénl coti nam de (5518.7%11,3 50 rrg; 0.14 mmol, 1.0

(DM%M)) %Mﬂg;ﬁ 150 hid k hhesk Byt Aftile 18508 71 Y(dés! a 4whilteHz, 1H), 8.32

X g HPLC X 1 7 g it _
(dd. JGGRESR oL TR 7 Rt T T e s T Ry R 80 @
7.9 HZ8IH), 6.46 (d, ] = 8.3 Hz, 1H), 6.312 (d, ] = 7.5 Hz, 1H), 3.49 (m, 1H), 2.77 (m, 2H),
217 O 435 Bl BT B (b hagdh g (oa) b & R AVG S ity ho0.0%)
LC/MS, M'(ESI): 352.4, M(ESI): 350.4.

Example 71 : N-{5-[(3-aminocyclohexvl)amino][1.2.4]triazolo]1.5-a]pyridin-2-

vlibenzamide
=N H
)—N
H,N. : NH o

(71
The title compound was prepared following procedure described for example 30 but starting

from N-(5-chloro[1,2,4]triazolo[1,5-a]pyridin-2-yl)benzamide ((B3), 52 mg; 0.19 mmol; 1.0

eq) and 1,3-cyclohexanediamine (1.0 mL). The crude was directly purified by preparative
HPLC (Starting with 45% ACN in water for 5 min, then up to 60% in 10 min.). The title
compound was isolated after lyophilisation as a white powder (63 mg, 94%). HPLC, Rt: 1.84
min. (purity 98.2%). LC/MS, M'(ESI): 351.4, M(ESI): 349 4.

Example 72 : N-{5-[(1-methvlpiperidin-4-yl)amino][1,2.4]triazolo[1.5-a]pyridin-2-
ylibenzamide
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(78) The title conmpound was prepared follow ng

procedure described for internediate Bl, but starting
wo £@8027283 PCT/EP2008/060884

6- brono-5-nmethyl [, 2, 4] triazol o[ 1, 5- a] pyri di n-2-am ne

((A8), 4.0 g; 17.62 mol, 1.0 eq.) and nicoti noyl

chl ori de hydrochl ori de gH21 1 mok 1.2 eq.) as
a yellow solid (4.53 Kf‘ (DMBO- d6) 6
11.54 (s, 1H) 9 13 (d , 9.78 (dd, J

= 4.9, 1.5 Hz, Niddt | _79 1.8 Hz, 1H),
7.85(d,J:8HzNH) 763754(m2|—|) 2.8 (s,
3H). HPLC, Rt: 1.7 m™mn. (purity 98.8%. LC M5,
M(ESI): 334.2. CHN analysis: [CLl3HLONsOBr -1.0 H20]
Corrected: C 44.59% H 3.4%%) N 20. 00% Found: C
44. 68% 3.41% N 97%
The tﬂetcsm[pe%n VA BEDEee %‘g‘h’&(}% y%% ﬁ&g PoRf v flesegpesh for gxample 71
1 t (i
but Slt:)agcﬁlf_I;gEg?zoﬁ- ﬁ 75%1%%2 34]%%&1% 19%]%%%0@%9&&%&% (((333 100 mg;
0.37 ®manki ho-egycindHesmmol1 (IBéwérerldme @BEB P nd.)58 enwblte powder

(59 s C6R T MoV AP AT 200 TA TR TR0 6 13 Pl 57 410

687(@ Dle 8(3(Bé)1H)8@ 4994, IP%% HmIH) 420 (€93 7.9 1Y, %)(?@4@, 1H), 2.74
i vat ed Char coal

(

(m, 2HBL2d~¢ (80313) r%L()3 (mrhzh) ﬂ@%&m, 8- &4 Gﬁélﬁhﬁ%tl?éd? 49 min. (purity

0,20 Ve n rowave irradiation. After
99'4@h|9§/1{4?i rre(Egll?%v?g]éWﬁég 'ggbgn a celite pad and the

cake was washed with ACN. The filtrate was di rectly
purified bg/ RP HPLC (Start] ng vvlth 15%ACN i n wate
Me 73 5 glopropyla - T-(1 91 QH , A tyig l[lSa]pvrldln-
2.Vl vva3|solated af t er Iyophlllsatlon as a white

1 nmg, 49%. HPLC, Rt: 2.14 mn. (purity
98.0% . LO M5, MH(ESH): 353.0, M(ESI): 351.0.
Exanpl e 80 N-15-1( b ﬁvcl ohexyl ) am nol

11, 2, 41tri azol 011, >/?_\<1:}_N}i cotinam de N H
N\ /

/>N N NNHO
NH 0

v

UN Y
-allpyr | dipa-

(73)
The title compound was prepared following procedure described for example 71 but starting
from N-[5-chloro-7-(trifluoromethyl)[1,2,4]triazolo[1,5-a]pyridin-2-yl]nicotinamide ((B7), 50
mg; 0.14 mmol; 1.0 eq.) and cyclopropylamine (1.0 mL) as a white powder (30 mg, 59%).
HPLC, Rt: 2.98 min. (purity 99.6%). LC/MS, M'(ESI): 363.3, M(ESI): 361.3.

Example 74 : N-|5-(cvclohexvlamino)-7-(trifluoromethvD|[1.2.4]triazolo]1.5-a]pyridin-2-

vl]nicotinamide
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Ira (80) The title conmpound was prepared follow ng
procedure and work up described for exanple 79 but
w6 babhrnags from PCT/EP2008/060884

N-(5-chloro[1,2,4]triazolo[ 1, 5-a] pyridin-2-yl)nicotina
mde ((B4), 80 ng; 0.29 mpl; 1.0 eq.) and
4-tert- butylcyclohexylan1né ?bl nmg; 0.58 mmol; 2.0

The tﬁﬂé aorf?%uﬂdmés gre%ﬁga\qgﬁox&lﬁé ﬂgﬂ’i%eé%i @es&%@écﬁ:for@xa?@é«?)a 1 at rt but

startu@ Xrom ]Ea{éfthafo-gil.(trlﬂuoromethyl)[l 2 4]triazolo[1,5-a]pyridin-2-yl]nicotinamide

(B7)58 Fige e SS9 Faibreiahciolimies bbby iie povder (3 me,
5%). fi@%tEﬁ?-lz»lﬂsl&hpW%OO%) IC/MSHMQEM)MG% 3, Nt (EX1)046572.

The title conpound was prepareéd follow ng
procedure and work up described for exanple 30 but

alpyridin-2-

vnm@nhém&) 100 ny; 0. 37 mml ; 1.0 eq ) and
t et rahydr o- pyran 3-ylam ne hydrochlorlde (CBI, 257 ny;
1.87 mol; 5 eq.) A h DVA (1 nm) as a white powder (32
48-

ng, 26% . 1H NMR ( _8 14.05 (s, 1 H), 8.00 (d
J =6.8 Hz, 2H), ()rrrN4H)— 91 (d, J =
Hz, 1H), 6. 46 (d, J A\ 6/36 (d, J =
Hz, 1H), 3.86 (m ) Wl(npzw 3.50 (m 2H),
2.06 (m 1H), 1.2#@1 3H). HPLC, Rt: 2.27 nin.
(purity 99.6%. L M(ESI): 338.1, M(ESI): 336.0.
Exanpl e 82 :
N-[ 5- (cvcl oheyt vl am no) [ 1, 7 [triazolo[1, 5-a] pyridin-2
-vl 1- 4- (nor phol i n-4- yl net hyl’) benzamde O H N1 ~-N N

The ti‘tlleCi‘dhh}Qun(iaﬂés prepared ifbﬂl(emﬁg rm@cwddre\l\ascﬂbﬁbﬂfr&dample 71 at rt but

O||OMAn cedu descri bed for ernmedi ate Bl, hut |
starting aﬂcotql %ro /- ér(l;ﬂuoromethyﬁ[l 2 4]tr1az t10[1 5- a]pyr&cﬁn 2- yl]n?cotlnarmde

((B7)|\§0 G%qutl%%% {1l gq gllﬁ({ bﬁzf&{e%y]farﬁln@](ff%rﬂlﬁ) R€3 whte %@%r (8 mg,
13%). HPLC Rt: 3.85 min. (purlty 95.9%). LC/MS, M (ESI): 419.3, M(ESI): 417 4.

Example 76 : N-[5-(cyclopentvlamino)-7-(trifluoromethvl)[1.2.4]triazolo]1.5-a]pyridin-2-

vl]nicotinamide

N~ }/__Q
T

(76)
N-[5-chloro-7-(trifluoromethyl)[1,2,4]triazolo[ 1,5-a]pyridin-2-yl]nicotinamide ((B7), 50 mg;
0.14 mmol; 1.0 eq.) in cyclopentylamine (1.0 mL) was stirred at rt overnight. The reaction
mixture was diluted with a saturated solution of NaHCOs (10 mL) and EtOAc (5 mL). The
two phases were separated and the organic phase was washed four times with a saturated
solution of NaHCOs, after which the product precipitated in the organic phase. It was filtered,

washed with a saturated solution of NaHCOz and EtOAc, dried under vacuum and isolated as
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mol ; 1.0 eq.) and 4-(chl oronet hyl)benzoyl chloride
(142 ng; 0.75 mmol; 1.5 eq.). Solvents were renoved

woing@en2nesduced pressure to yield a gumry sol i dpdhBb20v8660884
resuspended in norpholine (1.74 g; 20.0 mmol, 10.0

nd th ur stirred at 60C for
o S O S S e GRS B BBt
(ESI)S% ggnts were evaporated under reduced pressure and
e residue washed with Et20 (4 x 5 nL). A solid
crystallized in the Et20 phase which, after

anfigh {52000 0w Ehe S Lhe corpaun 2ol By 9] Siazolof1.5-

. 1%6%,@423 1, M(ESI): 421.1. Exanple 83 :
—Lﬂy—m@%mrtmo 11,2, 41 triazol ol
, 5-al pvridin-2-ylE cot|nan1de 105 WO 2009/ 027283
PCT/ EP211118/ 061188 IiIygN NO O O(83) To a
sol ution of »2—N =
N-(5-chloro[1,2,4]tria %Il\l, S-wdi n-2-yl)nicotina
mde ((B4), 136 ng; O.fjymol;01.0€q.) in dry THE (10
nm.) was added in one pot cycl ohexyl nercaptan (58 ngy;
0.5 muol; 1.0 eq.). reaction m xture was stirred
0 (

at rt for 14 h. The luct precipitated upon
addition of water after which filtration and washi ng
with McOH and Et 20 gave the title conpound as a white
solid (78 ng, 44% . HPLC, R¥7) 2.94 mn. (purity

The t%&eé;ﬂﬁpgu was preparesi '%Sflc))wmg proceduM ({escrﬂ:?ed fgr example 76 but starting
from N&f $5c1{l(ﬁrbf7ﬂ(’[ﬁﬂ&oﬂaﬁf$ﬂ§rl<)‘fpyq teiRexy 1) 2RMppadihL- ?l]ﬂléotlna/rmde ((B7), 50

triazol OH in-2- }ni cotinam de

mg; N4 mmaiH @ eqH@t@g@ylohszg@n@@hyéﬁmne (500 ul) as a white powder (27 mg;

447 SPLESRE N Rl frt] 00 kP30t Cluks SuTRYT. 4.0 GrShP £P4
trans-4-am nocycl ohexanol hydr ochl ori de (ABCR) 277

1.83 6rrm)I . 65 rmDI

20 m n under mcrowave_ir adl atl on. The reactl on

m xture was directly furi ;_dbe reyerse phase
Br N\ /

o)

(78)

The title compound was prepared following procedure described for intermediate B1, but
starting from 6-bromo-5-methyl[1,2,4]triazolo[1,5-a]pyridin-2-amine ((AS8), 4.0 g; 17.62
mmol; 1.0 eq.) and nicotinoyl chloride hydrochloride (3.76 g; 21.1 mmol; 1.2 eq.) as a yellow
solid (4.53 g; 77%). "H NMR (DMSO-ds) 6 11.54 (s, 1H), 9.13 (d, J = 2.3 Hz, 1H), 9.78 (dd, J
=4.9, 1.5 Hz, 1H), 8.34 (dt, ] = 7.9, 1.8 Hz, 1H), 7.85 (d, J = 8 Hz, 1H), 7.63-7.54 (m, 2H),
2.8 (s, 3H). HPLC, Rt: 1.75 min. (purity 98.8%). LC/MS, M'(ESI): 334.2. CHN analysis:
[C13HoNsOBr 1.0 H,0] Corrected: C 44.59%, H 3.45%, N 20.00%; Found: C 44.68%, H
3.41%, N 19.97%.

Example 79 : N-{5-[(3-hvdroxvcyclohexvDamino][1.2.4]triazolo][1.5-a]pvyridin-2-

vllnicotinamide
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chromat ography (Starting with water then up to 60% ACN

in water in 40 mn.). The title conpound was isol ated
wa@tkdosn2ypphi | i sation aS a white powder (31 nOpCR#PP008/060884

HPLC, Rt: 1.77 mn. (purity 80.2%. LC M5, Mt(ESI):

353.1, M(ESI): 351.1. Exanple 85 :

N- 15- (cvcl obut yl am no) Hor onet hyI )11, 2, 41tri az
ol 011, 5-al pyri di n- 2- I& 6 WO
2009/ 027283 PCT/ EP211118 06 F/ FNHNINN N

/- INH O (85) (e Niﬂcon'p und was prepared

foll ow ng procedure @ ri bed for exanple 84, but
starting from
N-[5-chloro-7-(trifluoronmethyl)[1,2,4]triazolo[1l,5-a]p
yridin-2-yl]nicotinamdc ((BP), 100 ng; 0.3 mmol; 1.0
eq.) and cycl obutyl amne (125 |; 0.150 mmol; 5. O eq )
at 120C for mn. under nicrowave jrradiatio

3- amlsmcv@ﬁb@wmlr@e@hﬁ% 6drRd&e: Padutmel:c Yy hees a%@éé? a mixture of
N-(5- Mb%s}?@gﬁfﬁb ufamdfnri gHﬁl% é pPWtS%rm fd.4 Bh&A, 1 0 eq.),

and 've ound as
DIEA/\ﬁl6trag p@JﬁSJ emelSQ 01@1 ) W@ctwa’tddNMFﬂrc(dfaWBDmgG)m InBli(’lH4(O(85mL) The

reacti Hz*nl ew satedgt 200° 8f r 1 de cro a¥e,y1 d 10 fter this
Py Mitytuge gs ?dd% qr x @%ﬁ& Vr‘eesrfyas%e

time, %ans f Ytel%a ((nb§'cle_|)l:l-1.lé|)pad6arﬁ6thé d:al(iel was %a@hgg Wét?aHACN (The filtrate was

dlrectiZy[—purlfn_edﬁgf IiP -HPLGr{Stantng w15 % RICN Q/atemfcrf 5 g thenyup to 30% in
10 mgt) %é?e tltkcéo'\r/nspoull\l/ld(vga% 1)sola§ fpe’r lyophghsa{l f as a wglte powder (51 mg,

49%) NHRBE( RY ¢l 1ahaMy (it 93 .0%) 2L.d/MS | MZ@IS 35§06Mm581 BHIL.8-
)yl I -6(m)ryhol in-4- vI ni Cgtl nam dezﬁ\l if N / m)gm

/NC\ Cr NHO(86) Thetltle conpound vvas prepared

Exa

vl nico%llnamide

(80)
The title compound was prepared following procedure and work up described for example 79
but starting from N-(5-chloro[1,2,4]triazolo[1,5-a]pyridin-2-yl)nicotinamide ((B4), 80 mg;
0.29 mmol; 1.0 eq.) and 4-tert-butylcyclohexylamine (91 mg; 0.58 mmol; 2.0 eq.) as a white
powder (32 mg, 27%). HPLC, Rt: 4.63 min. (purity 99.3%). LC/MS, M (ESI): 393.1, M’
(ESI): 391.1.

Example 81 : N-[5-(tetrahvdro-2H-pvran-3-vlamino)[1.,2.4]triazolo]1.5-a]pvyridin-2-
yl]benzamide
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starting from
N5- cycl ohexyl [ 1, 2,4]triazol o[ 1, 5-a] pyri di ne-2,5-di amn
we 200009083 174 ng; 0.75 mol; 1.0 eq.) and PCT/EP2008/060884
6- nor phol i noni coti noyl chloride (255 ng; 1.12 nmol ;
1.5 eq.) as a white solid (15 ng, 5% . HPLC, Rt: 2.83

mn. (purity 99.0%. M+NESI) 422.2, M (ESI):
420.1. Exanple 87 N- N
N-[ 5- (cvcl ohexvl am no) '\11] [1, 5-a] pvridin-2-

vl 1-4- [ (di m et hyl gmi hh et h benzarri de 107 WO
2009/ 027283 PCT/ EP@?S/ 0611884 NN~ NH C NHO
(87) The title co und was prepared follow ng
procedure descri bed for exanple 82, but starting from
N5- cycl ohexyl [ 1, 2, 4] tri azol(gi)l 5 a] pyr| d| ne 2,5-diamn
e ((138), 288 ny; 0.75 mol;
The tighewermpginthivaepieparad folpwisg pmcr:@ﬁe naﬁd WHFl‘} ulaéesaﬂped fopgxample 30

but sGRCITOnY & TRy Bl S T DagAidefmgy, d00 me

0.37 8ol; 1.0 eq? alhd tetrlahydro pyra1£-32y12ri1t1ne hYdYOIChZII_OJI:ldSG (CBI, 257dmg, 1.87 mmol;
N 15-

5 cah DA S )b B e N it B 100,

8.00 ('féib{“N& bz 2 g(ﬁé‘é m, 1419, biotl( POQ’%OHleHyaé 4@'{&3&81 89 Hz, 1H),

| om ng procedure descri bed or exanp
6.36 st &t 7.0d1z, flHOM. &b(myesHmrﬁe@(rtl,lZH) &]i()rﬂrmz?cﬂl)op 06 (rn 1H), 1.22-1.97

(m.387) GPE L 200 B Bl e oS s M (Es ot 28 (EEP) 330
an off white powder (120 ng, 37%. HPLC, Rt: 2.69

mn. (purity 99.3%. LM, MESI): 435.2, M(ESI):
Examia 87 : NoiSrieyiclohgptvlamino)[1,2.4]triazolo[1.5-a]pyridin-2-vl]-4-(morpholin-4-

lmeI\I- - 1( cvgl onronvl met hvl ) am nol -7-(trifluoromethvl)[1,
o[1,5- al pyridin-2-yll nicotinamde F F F

NHNNNNi Q»_ (J

(82)

The title compound was prepared following procedure described for intermediate B1, but

starting from N°-cycloheptyl[1,2,4]triazolo[1,5-a]pyridine-2,5-diamine ((A10), 123 mg; 0.50
mmol; 1.0 eq.) and 4-(chloromethyl)benzoyl chloride (142 mg; 0.75 mmol; 1.5 eq.). Solvents
were removed under reduced pressure to yield a gummy solid that was resuspended in
morpholine (1.74 g; 20.0 mmol; 10.0 eq.) and the mixture was stirred at 60°C for 2 h. After
this time, reaction mixture was cooled down to rt, solvents were evaporated under reduced
pressure and the residue washed with Et,O (4 x 5 mL). A solid crystallized in the Et,O phase
which, after filtration, gave the title compound as a white solid (90 mg, 40%). HPLC, Rt: 3.99
min. (purity 98.9%). LC/MS, M'(ESI): 423.1, M(ESI): 421.1.

Example 83 : N-[5-(¢vclohexvylthio)[1.2.4]triazolo]1,5-a]lpvridin-2-ylInicotinamide
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~NH O (89) The title conpound was prepared foll ow ng
procedure described for exanple 85, but starting from

wododroenkoro-7- (trifluoronethyl)[1, 2, 4] tri azol p{i/Ek208d/§0884
yridin-2-yl]nicotinamde ((B7), 50 108 WD 2009/ 027283
PCT/ EP2008/ 060884 ng; 0.15 rmDI 1.0 eq.) and

(am nontt hyl ) cycl opro O 73 mml 5.0 eq.)
as a white solid (43 Rt: 3.19 nin.
(purity 78.69%. LC/I\/S M (ESI):

418.0. Exanple 90

trans-4-{[2-[ (pyri yI carbonyl ) am nol - 7-
(trifluoromethvl)[12,41 triazolo[1,5-a] pyridin-5-yl]
am no}cycl ohexanecarboxylate FF F NHN /NN N~
NH O 1~0 (90) The title d8¥Wpound was prepared

To agggllpt)? ﬁ)g‘q\l-? 5 090 rl% éﬂterfc'agg Flegi Epyl‘ldl X? r{‘lrlglmecotglgarmkgilét((B4) 136 mg;
0.5 rnhlidl5l ¢ ngrlﬁ) dfy THF (b yer zmdekl [111 03@ ﬂ&)tt Jﬁc%@iﬁ[rﬂer@aﬁ&rp(% mg;

Lnl cotinam dc ((
0.5 m@qﬂ) i Ared. )t T mea&ktlemnnﬁumyw&)ﬁem aia"t Iﬁmlyﬂd h. chaﬁclpr@duct precmltated

upon g&%p %Ibof \%‘E:J,’%Ir‘ afthwqry\x(fjlgloﬁ gtl)t\?l\%fg?l aflél Rh‘fg%)ng éxﬂéé MGQ%L %‘EB gave the title
compauxfeﬁammm(dowud g@ﬁ@"@a )LEPVB, Rt QB8 tin. A(@ﬁm%, 94.6%). LC/MS,
461. 1. nple 91 N [5-{ [(1
M (E&Q @ﬁsga-l‘é@ﬁpﬁﬂx(}met hyl ) cycl ohexyl | ani no}- 7-
(trifluoromethvl)l 1,2,41 triazolo | 1,5-al
yyridin-2-vl | ni coti narri de F F NHI NNF g--N~- N
Exanigte B4, N=(F (tfafid-1-hvdroxycyclohexyl)amino][1,2,4]triazolo[1,5-a]pyridin-2-

vllnicotinamide

NH
HO O

(84)

A solution of N-(5-chloro[1,2,4]triazolo[1,5-a]pyridin-2-yl)nicotinamide ((B4), 100 mg; 0.37
mmol; 1.0 eq.), trans-4-aminocyclohexanol hydrochloride (ABCR), 277 mg; 1.83 mmol; 5.0
eq.), DIEA (472 mg; 3.65 mmol; 10.0 eq.) in n-butanol (1.0 mL) was heated at 220°C for 20
min under microwave irradiation. The reaction mixture was directly purified by reverse phase
chromatography (Starting with water then up to 60% ACN in water in 40 min.). The title
compound was isolated after lyophilisation as a white powder (31 mg, 24%). HPLC, Rt: 1.77
min. (purity 80.2%). LC/MS, M'(ESI): 353.1, M(ESI): 351.1.

Example 85 : N-[5-(cvclobutylamino)-7-(trifluoromethvD|[1.2.4]triazolo]1.5-a]pyridin-2-

vl]nicotinamide
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The title conpound was prepared foll ow ng procedure

descri bed for exanple 85, but starting from
wododoehkoro-7- (trifluoronethyl)[ 1, 2, 4] tri azol p{i/ER2088/660884

yridin-2-yl]nicotinamde ((B7), 50 ng; 0.15 mol; 1.0

eq.) and trans-2-hngoxynethyl-I-cyclohexylanine

hydr ochl ori de (121F ; 0.73 mmol; 5.0 eq.) as a white

solid (32 ng, 50% : 3.00 mn. (purity

89.6%. LCOMS, M-(ESI): 43N MRSl ): 433.0. 109 WO

2009/ 027283 PCT/ EP21111%7 06118 npl e 92

N- [ 6- br ono- 5- (cvcl ohex Nanino)?l,Z, 1ltriazolo

[1,5-al pvridin-2- ylllnicotinanmide ~NHN iNN Br N

NH O (92) The title conpound was prepared foll ow ng

procedure described for intggnediate Bl, but starting

from (89)

The tBtcRbaFouNE way plephed ¥bllohvidg $Fddetiaz Aeedribed f&d @vhiple B8, Bt starting
5-di am nc Al4 616 ?ggﬂl.gg mol, 1.0 eq.

, . . _and
from nNclor¢erpr7-tHflopiometiig mlabhi-ahmlﬁ@;2-gl])glsowde ((B7),

100 s il 7958 (53R AR VR T & mobfli gy w20 or

30 minxamjel ei&dwave irradiations. Solvents were removed under vacuum to dryness after
N- [ 5- | oh | am 11,2, 41tri I - a| idin-2
i B TPk SR LAY 2 e it

oid as@WhiR hARder 30 engd 58§ EPRRAY MRS /B EP &4 1H), 9.15 (d, T =
Conm?oll%VAng p?océgére éscri bed for@?nterngéfateégl,)but @
2.2 Hgt Hi), BAQ (@d.ohs 1.5, 4.5 Hz, 1H), 8.35 (dt, J = 1.8, 7.9 Hz, 1H), 7.63-7.56 (m, 2H),

-cycl ahept vl [ 4 i I , b-al.pyr,iLdinc-2,.5-diam

732 (8% fr%)Afgi)%, (R Sﬁ; SE, ‘ﬁ%‘f‘;%i(% @,_ ?.43%0?4 i 2175382 18 (m,
2H), 1 gbriafy dho21d}Himyr@nré-X20 ReRYlpust o1 848, LéMm*%sgp 377.0, M’

nmol; 1.5 eq.) as a white solid (33 ng, 46% . HPLC,
(ESDRE75.8.02 min. (purity 96.9%. LC/ MS, M+(ESI): 358.0,

M (ESi): 356.0. Exanple 94 :

N-15- (2-met hyl prop-1-en-1-yl)11, 2,41
Exaniplé 8860k oN.[5FcadlgheikiyRiniing){ 1.2 4] ftidz01d N8:1] féridin-2-yl]-6-morpholin-4-

di hydr ochl ori de
NN H
Ty
N N O
N\ 7/ "/

vlnicotinamide
:: NH 0
(86)

The title compound was prepared following procedure described for intermediate B1, but

starting from N°-cyclohexyl[1,2,4]triazolo[1,5-a]pyridine-2,5-diamine ((A9), 174 mg; 0.75
mmol; 1.0 eq.) and 6-morpholinonicotinoyl chloride (255 mg; 1.12 mmol; 1.5 eq.) as a white
solid (15 mg, 5%). HPLC, Rt: 2.83 min. (purity 99.0%). LC/MS, M (ESI): 422.2, M (ESI):
420.1.

Example 87 : N-|5-(cvclohexvlamino)|1.2.4]triazolo[1.5-a]pvridin-2-vl]-4-

[(dimethvlamino)methyvl]benzamide
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NH NIiNNN\ / .2HC O 110 WO 2009/ 027283
PCT/ EP211118/ 0611884 (94)
wododbnehboro[ 1, 2, 4] triazol o 1, 5-a] pyri di n- 2- yl pavi/eeions)es0ss4
mdc ((B4), 141.00 ng; 0.52 mmol; 1.00 eq.),
2, 2-di net hyl et henyl boroni ¢ acid (Synthoni x, 102.96 ny;

1.03 mol ; 2.00 eq. ) ll:rmfluorld\e(156 53 ny;
1.03 mmol; 2.00 eq. a E él; N

bi s(tri phenyl phosphin )pyll I u chl oride (36.16
ng; 0.05 nmmol; O ] flushed with nitrogen in
a scaled vial. T@?ﬂlgassed wWth nitrogen, 1.50 ni-)
and water (1 m-) re then added and the m xture was

heated at 120C O/N in an oil bath. A solution of
saturated NH4Cl was added 487 the reaction mxture

was extracted with EtQOAc. (twi ce). Conbi ned Organi .
The (i oBbonal wEnathiad o Rving proe iy 4SS bg0 Sor SPaiue Barhut starting
fiom SEc§ @by 1112 6 RN SGHRGRALE A5 Rk Ac G189, 386D 8 rnot; 1.0

yelTow foam Hydrochiofide salt was then obtai ned by
eq.) aadoﬂlmeﬁwlmlnﬁ@omml\/l( golpigyo inufli Mﬂ)asmyallovs oowden(Plofmg, 31%).

LG Ry B TR e R oM S T TR 1 e

t|t| e conpound as a beige solid (181 ng, 96% . HPLC,
Rt: 2.05 mn. &purlt 92.3% . LC/ M5 M (ESI): 293.9,
Exanmle 188 3 N-frafcvcdohexyiamino)de2 4 triazolo[1, 5-a]pyridin-2-yl]-3-(morpholin-4-
Be ?mﬁellS (1H-yvrazo| -1-yl)11,2,41 triazol ol
ek n-2- vll am no} propvl)benzam de _NHC
N- N~ N N\I\V OO (95 The title compound was
prepared foll ow ng urg and worhk descri bed for
exanpl e 94 but statifgFrk g
5- (I K pyrazol - 1-yl ) [ 2, M] t rjraz , 5-a] pyridin-2-am
ne ((A12), 43 ng,~_OnR7 nmo?, 1. eq ) as a white
solid (13 ny, 1HPLC, Rt: 2.41 mn. (purity
87. 3% . LCO M5, WB(ES1): 376.0, M (ESI): 374.0.
Exanpl e 96
N-(3-1[5-(3-furvlll1,2, 41tr @zol o[1,5-alnvridin-2-vlla

m no! -3- oxopropyl) benzam de / NH
The title compound was prepared following procedure described for example 82, but starting

from N°-cyclohexyl[1,2,4]triazolo[1,5-a]pyridine-2,5-diamine ((B8), 173 mg; 0.75 mmol; 1.0

eq.) and morpholine (653 mg, 7.5 mmol, 10 eq.) as an off white powder (120 mg, 37%).
HPLC, Rt: 2.69 min. (purity 99.3%). LC/MS, M'(ESI): 435.2, M(ESI): 433.1.

Example 89 : N-[5-[(cvclopropvimethvl)amino]-7-(trifluoromethvl)|1.2.4]triazolo]1,5-

a|pvridin-2-vl]nicotinamide

o
£NH o
(89)

The title compound was prepared following procedure described for example 85, but starting

from N-[5-chloro-7-(trifluoromethyl)[1,2,4]triazolo[1,5-a]pyridin-2-yl]nicotinamide ((B7), 50
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NNN NH OOO (96) 111 WO 2009/027283
PCT/ EP211118/ 0611884 The title conpound was prepared

wo 2doboysi28g procedure and work up described forperarhgo60884
94 but starting from

5-(3-furyl)[1,2,4]triazol o1, 5-a]pyridin-2-am ne
mg; 0(-](5,(A§¥1}0L14§-0>nﬁ1,1-) @}(b}ﬁnﬁﬁ%m?thyb?@?%ﬁ.oﬁanﬁé% K 'é mypli -0 eq.) as a
: A ; .. Wk ( olot 3% . -
white R e e PG RG 5 CRs ey PR L BsPdl gsn: 4200,
(ESHMNHIE0{[5-(2-furvl)[1,2,4ltriazolo[l,5-al pvridin-2-vlla
m no }-3- oxopropyl)benzamde NCHNNNON OO (97)
The title conpound was prepared follow ng procedure
Exanifléd Wor g up descri hedn{ior exanm-4 (PA[(pPrllins3-31dakBéhvl)amino]-7-
fromo-(Z2-Turyl)[ L, Z, 4[tri1azol o] I, o-a pyr1 di n- Z2- am ne
trifl hyvIY B2 gjtrigyovf1 ridin-$vHaminedcvelohgxianecarboiviate
(51 nmg, 42% . HPLC, Rtz 2.85 min. (purity 92.7%.
LG/ MS, M (ESI): 447®Q, M (ESI): 445.0. Exanple 98 :
N-(3-{15-(cvcl ohexyl tri a.ﬁol ol 1, 5-al Pvri di
n-2-yllam no 1-3- oxopr mde ¢/ NHNHON O
(98) The title compound S pre /61 | owi ng
proccdurc and work u s i bed for exanple 94 but
starting from
N5- cycl ohexyl [ 1, ? trazol o[ 1, 5-a] pyri di ne-2,5-di am n
e ((A9), 49 ng; 0.87 mmol; 1.0 eq.) as a white solid
(28 nmg, 25% . HPLC, Rt: 3.22 min. (purity 87.49%.
LC M5, (90)

The title compound was prepared following procedure described for example 85, but starting

from N-[5-chloro-7-(trifluoromethyl)[1,2,4]triazolo[1,5-a]pyridin-2-yl]nicotinamide ((B7), 50

mg; 0.15 mmol; 1.0 eq.) and trans-4-amino-cyclohexylcarboxylic acid methyl ester
hydrochloride (IRIS), 52 ul; 0.73 mmol; 5.0 eq.) as a white powder (23 mg, 34%). HPLC, Rt:
3.33 min. (purity 96.4%). LC/MS, M (ESI): 463.1, M(ESI): 461.1.

Example 91 : N-[5-{[(1RS.2RS)-2-(hvdroxymethvl)cvclohexyllaminol-7-
(trifluoromethvD[1.2.4]triazolo]1.5-a]pvridin-2-vl]nicotinamide
F i N
F 7 = H
N~ PN =N
N \ /
NH o
O _OH
1)

The title compound was prepared following procedure described for example 85, but starting
from N-[5-chloro-7-(trifluoromethyl)[1,2,4]triazolo[1,5-a]pyridin-2-yl]nicotinamide ((B7), 50
mg; 0.15 mmol; 1.0 eq.) and trans-2-hydroxymethyl-1-cyclohexylamine hydrochloride (121
mg; 0.73 mmol; 5.0 eq.) as a white solid (32 mg, 50%). HPLC, Rt: 3.00 min. (purity 89.6%).
LC/MS, M'(ESI): 435.1, M(ESI): 433.0.
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M (EST): 407.1, M (EST): 405.0. Exanple 99 :

N- 15- (i sopropylam no)-7-(trifluoronethyl) 11, 2, 41tri azo
wo o0bdoDred pyridin-2- vllnicotinam de 112 WO 200E81/82288%0884

PCT/ EP211118/ 0611884 F F NN F g---NNNH/ NHO

(99). The title compound pared faoll ow n ..
005 2 o and Nsl-bromers phexvis an_]g)dé&‘ﬁglwlmgﬁtam}grldln-z-
Nnicotiftbii fromfrom _
LI_N—‘PS—L’#H] a7 oro-7-(trifluoronmethyl)[1,2,4]triazolo[1,5-a]p

yridin-2- yl]nicotinamn NB7%), 50 ng; 0.15 nmmol; 1.0
eq.) and isopropylam ne ( 3/)1@\,1 0.#2\mmol; 5.0 eq.)
as a wite soIid(8Bn§:;§)8. : 3.09 min.
(purity 87.7% . LC NH(ESI)Q 365.0, M (EST):
363. 0. Exanpl e 100
N-[ 5- (sec- butyl am 7-(trifluoronmethyl)[1,2,4]triazo
lo[1,5-al pyridin-2- yllnicotinamide F F N F g----NN
NHi N\ /NHO J (100) Tt(gz)title conmpound was
prepared foll ow ng procedure and work up described for
The telcasnrhougd webmregqrgc? o llpgvihg prededwin described for intermediate B1, but

O e e RN A e N P
mg; 1699 thndl 6 eg) Hd Yicamhed chivdide @%yﬂﬁ)bhﬁria@ (400 ; 2.38 Gmol; 1.2 eq.)
eqg.) as a white SO|Id]g4 , 7?.‘HPLC,‘Rt: 44 mn.
as a [opga peydaoOuye, [ BpMa] Mfﬂs@-‘} ngro(purityP¢.6%)) LC/MS, M (ESI):

416.9377- 0. Exanple 101 :
“N-[5-(methvlam no)-7-(trifluoronethvl)[1,2,4]triazol of
1,5-a]lpvridin-2- vlilnicotinamde FF F g---NNNH/N

alfa h. )

N
Example 93 : N-[5-(cvcloheptyvlamino)|1.2.4]triazolo]1.5-a]pvridin-2-vlltetrahvdro-2H-

=N H
N’>_N

93)

The title compound was prepared following procedure described for intermediate B1, but

pyvran-4-carboxamide

starting from N°-cycloheptyl[1,2,4]triazolo[1,5-a]pyridine-2,5-diamine ((A10), 50 mg; 0.20
mmol; 1.0 eq.) and tetrahydro-2H-pyran-4-carbonyl chloride (45 mg; 0.30 mmol; 1.5 eq.) as a
white solid (33 mg, 46%). HPLC, Rt: 3.02 min. (purity 96.9%). LC/MS, M (ESI): 358.0, M"
(ESI): 356.0.

Example 94 : N-[5-(2-methylprop-1-en-1-vD[1.2.4]triazolo[1.5-a]pyridin-2-

vl]nicotinamide dihvdrochloride

AN H
—N
YO
K N\ 7/ 2HCI

=
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.AH O (101) 113 WD 2009/027283 PCT/ EP211118/0611884
The title conmpound was prepared foll ow ng procedure
waowsopngs up described for exanple 85 but stapdi/Re2008/060884
from
N-[ 5-chl oro-7- (trlfluorontth%h)[l 2,4]triazolo[1,5-a]p
yridin-2- yI]nlcotlnan1de 50 ng; 0.15 mmol; 1.0
N-(5-Efl oo RRA BRI Y] 12974 '&'&h-—%l fik t%{ déN(B 'Hﬁ'(ﬁﬁ 0.52 I;
( thﬁﬁ bi%a nnnﬂf 5&8“éh_ §gs a fﬁ?tewgolp ndf fmo
1.00 3992, 2+dﬁh€thletheanbdﬂ)ntd acid (Sputhonix, 962. B%mg,LCO]VSmnM 2.00 eq.),

cemw&&f@n@é %f % % lgﬁlﬂr%]ﬂ,q? 32 88 SA- %Xangqols(trlp%enylphosphlne)palladlurn(H)

chlorllde %3@%"1‘1’@ @.0% gﬂﬁﬁll b0z} W&e fmsﬁéd\lvvﬁ‘ﬂh Mitroden i  JQRM vial. THF

he title conpound was prepared follow ng procedure
(degamd wibr kitiogeniels 8¢ indedintlovaterxdnpile vBse thyntaddedand e mixture was

heate‘ikat( @ b SO 28 4] Farh- £ 871810 S safysptet! QHCh #p pdsd And;throaction
mixtutd B&);,exil’é&edirgmth @+OAc NEPice). ICdnisifed OiFlﬁlc phases were Washed with
furan-3-boronic acid (112 ng; 1.0 mMmo 2.0 e

brine,iqdeo y5s iRREnCSIpBOSukgte, glite%i aqqch@cerpgatedgtozgw CL$6 mg of a yellow
foam.(Egg#B Péloﬁg%gﬁ was hiPobid Qy B0 of %tz((ﬁﬁlc)l (l%leso}utlon) to a

solutha b5tl(1$ viakdo e RN XTH freiphdtt bbazeldof dk, fﬂteﬂldad,lwd diileml 1?(1d\tf vacuum
m et oxvphenvl)acetanid cc/J 0 Q
at 40 (%%)%Weﬁﬁ% t’ct{ét JOSRYAD S HAOHES S‘g}&@ Qgrle%‘gf @%bvﬁlwgc Re: 2.05 min.
(puritp©OIOHUL €A UD3 despliistRdol or 1 ntermediate Bl
ut starting f
5- (cyclohcxyloxy)[l 2, 4]tr|azolo[1 5- a]pyrldln 2-am ne
) 80 4 0

vnanﬁﬂo}br@ﬁvl?oewﬁmmeoommr (| | ny, 8% HPLC R: 3.60

mn. (purrity 88.2%. LC/I\/IS MESI): 381.1, M(ESI):
379.1. Exanple 10

N- 15- (cycl ohexyl o 1,é—NI ri azol ol 1, 5-al uvri di n- 2- vl
| ni coti nam de 114 ﬁOOQ}ﬁZ\EBS PCT/ EP211118/ 0611884

N 5RO
N
\J S
95)
The title compound was prepared following procedure and work up described for example 94
but starting from 5-(1H-pyrazol-1-yl)[1,2,4]triazolo[1,5-a]pyridin-2-amine ((A12), 43 mg;

0.27 mmol; 1.0 eq.) as a white solid (13 mg, 13%). HPLC, Rt: 2.41 min. (purity 87.3%).
LC/MS, M'(ESI): 376.0, M(ESI): 374.0.

Example 96 : N-(3-{[5-(3-furvD[1.2.4]triazolo]|1,5-a]pvridin-2-vlJamino}-3-

oxopropvllbenzamide
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H CNi>NN NO 010 O (104) The title conpound
was prepared foll ow ng procedure and work up descri bed

wo dooodnger medi ate Bl but starting from —  pCT/EP2008/060884
5-(cycl ohexyloxy)[1, 2, 4] triazol o[ 1, 5-a] pyri di n-2-am ne

, 268 ; ot |, 0
The télﬁwampavéndnva% H@H@rs% ?%W@&Pf%ﬁduri a@%WOﬂﬁw 3@9@ %ﬁﬁr pxample 94
f 5 - - . .
but st@ﬁm%nf(&%ﬁ-{’wﬁfégl)[g%ﬂr{a%%ﬁkgg aW1@n %'ﬂﬁgg% ((?2) ﬁ%, e().27 mmol;
1.0 eq0%s a white solid (52 mg, 51%). HPLC, Rt: 2.72 min. (purity 84.8%). LC/MS,

no)[1,2,4]triazolo[1,5-al pvridin-2-

M (ES!D][ ?%éétg\%ﬁggﬁ ﬁ‘@énn -vlethvl)nicotinamde N N i H

N N NON Q\H (105) The title conpound was prepared

foll owi ng procedure described for internmedi ate Bl but
Examgtlert i 4 from N-(3-{[5-(2-furyD)[1,2.4]triazolo[1,5-a]pyridin-2-vl]amino}-3-
0X0 rl})ls- cl ohe I[1,2,4]triazol o[ 1, 5-a] pyridine-2,5-diamn

ng; 0.5 nmmol; 1.0 eq.) and

6- (2- pyrrolldln 1- ethylhnlcotlnoyl chloride (239 ny,

1.0 mol; 2.0 eq. S p—white powder (130 ng, 60%.

HPLC, R: 2.67 mi iy t“purlt)y—xg% LG M5, M (ESI):

434.1, M (ESI): 432.1. Exenpl e-H06:

N- 15- (cvel ohexvl ami Bp) [ 1, 2, 41 t ri, 5-al pvri di n- 2-

vl 1- 6- (nor phol i n- 4=/%I m et hyl ) nOcot Fram de Step a)

For mati on of potassi um

6- (hydr oxynet | yl) pyridi ne- 39par boxylate. HO N O K

aqueous sol ution of potassi um hydroxide (40,4
The tléle empgungd was prepyey foliosving awe@ae ang ¥Erk vy é?ﬁcebe%fqﬁwmple 94
Y(F% ] 3. (@A

bt s R TS M g 06 S 4 B [Py S o
1.0 eqhEs(80vinte) solithés Ir em 1426)g HRIACt Ron2. ./ xhinr éplwag 92. 7%) LC/MS,

M*(ng)i: 5176& MJ(EZISSI)VHSZ ‘09/ 027283 PCT/ EP211118/ 0611884

Example 98 : N-(3-{|5-(cvclohexvlamino)|l.2.4]triazolo]1.5-a]pvridin-2-vljamino}-3-

o
O/NH O (}_@

(98)

The title compound was prepared following procedure and work up described for example 94

oxopropvllbenzamide

but starting from N°-cyclohexyl[1,2,4]triazolo[ 1,5-a]pyridine-2,5-diamine ((A9), 49 mg; 0.27
mmol; 1.0 eq.) as a white solid (28 mg, 25%). HPLC, Rt: 3.22 min. (purity 87.4%). LC/MS,
M (ESI): 407.1, M'(ESI): 405.0.

Example 99 : N-[5-(isopropvlamino)-7-(trifluoromethvD|[1.2.4]triazolo]1.5-a]pyridin-2-

vl]nicotinamide
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at rt for 3 h. The precipitate was coll ected by
filtration and dried on under vacuumto give the

wé bdob@2ggrpound as a white powder (3.6 g, 92%pcBEEMoBIc0884
Formati on of 6-(chl oronethyl)pyridi ne-3-carbonyl
chloride hydrochloride. C NONHC 1-1 C To a
suspention of potass|um 6- (hydroxyn1ethy|)pyridi n e-3

-carboxyl ate (96 ; Nggm 1.0 eq.) in DCM (1
m.) was added DMF (O. ; 2082 eEN 0.01 nmol ). The
NTh aplyl chloride (317

m xture was chilled at

my; 2.5 mmol; 5.0 eq~) _wWas addéd dropwi se and the

resulting mxture was |stirred 4 h at it. Evaporation

of the solvent gave a black fine powder w thout

further purification in the QFXt step. Step c)

For mati on of
The tI{t\i'e [cémﬁa&yﬁd &Q@fiﬁé a8 ﬁﬁ)o[v@m% pﬂdcbdldr@éﬁél Qlode §p é&ﬁ@MEédjfoE‘ efample 85

nmor ph i n-4yl et )nicotinamde N N CX
but }stangNH fono N- ni}et)lomyﬁ(mﬂmero(m@layl)@; 42]t.r@qunbll $-alpyridin-2-
dde n qf. N5- .

ynicd{iprie VDT 58 75 O 1ok Ul i seiopramise 93 ey §-73 mmol:
50¢ )(A,9a) whitd folfis Mg, SGMBIPLCLRE: 209 Inih. TpudGM7(R4 P LTMS, M'(ESI):

chloronethyl)pyrl di ne- 3-car bonyl chloride
3650hy&?@@hﬁéﬁpde (190 ng; 1.0 mml, 2.0 eq.) was added

and the resulting black solution was stirred under

reflux for 14 h. The solvents were evaporated to
Exanplel1d0a N![gakecobhitvlavbing 0. (triBudrdhithigl)[1 2.4 triamio| 13-4 pyridin-2-

.eq.) .and THE (0.5 nlL) were added to this residue, and
I[ni a ure was then stirred and heated at 60C for 12

h. Purification by RP-HPLC (Waters Sunfirei M Prep C18

OBDI M 5M 100x49 fall n a gradlent starting

with 20/80 (0.1% fb&rm c/a

/ 0.1%formc
acid in H20) up to 9 N he fractions were
to 95 title conpound

col l ected and Iyophiliz
as a white powder (2 99@ HPLC Rt: 2.11 mn.
(purity 100% . LC M5, M (EST): 436. 3.

(100)
The title compound was prepared following procedure and work up described for example 85
but starting from from N-[5-chloro-7-(trifluoromethyl)[1,2,4]triazolo[1,5-a]pyridin-2-
yl]nicotinamide ((B7), 50 mg; 0.15 mmol; 1.0 eq.) and sec-butylamine (53.50 mg; 0.73 mmol;
5.0 eq.) as a white solid (4 mg, 7%). HPLC, Rt: 3.44 min. (purity 89.4%). LC/MS, M "(ESI):
379.1, M'(ESI): 377.0.

Example 101 : N-[5-(methvlamino)-7-(trifluoromethvD|[1.2.4]triazolo]1.5-a]pyridin-2-

vl]nicotinamide

(101)
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116 WO 2009/ 027283 PCT/EP211118 /116118 8 4 Exanple
107:
wokdobntRss uryl ) [1, 2, 4] triazol o[ 1, 5-al pvri di n- 2p/i/ER2008/650884
pr opanecar boxanmi de The title conpound was aquired
f Bi of DPI K . . 3204252 0343, ./ N
The tiﬂre%&nrnmlg%ldogélss @epzfgé] ol?og%gérﬁyoggg}gg _rand \e;vork up gescribed for example 85
N- [3stfnd- t hi ) [ N-5-4ibtd- a4 i -
t it 1 thyD)[1,2,4]t lo[1,5 din-2
bt ol Pt PAG Boromatiy 1 2,4 sscolgl S lpyidin
yl]nicatjpamidd (BN Bi mzpOUS MDRlol( UK) e ptand Moethgami@20ME6 L of a 2M

0074 N N>-NO .S (108 | e : .
solutig TEMegHa (4 o2 000, 35 For Bt ST Ty e i tide HPL o i 47 min.
e o/ il +(:Eg]p i d from Bi of oc DPI
(p“r“?ﬂ%% /?:SatE.CyNgE’hgler: 3%2%%@%&%259] NHN IN> N l(J)S o)
(109) Exanple 110: .
f Il n-2-\xl | benza

(UK), cat. nunber: 3 2620343. / NHN N NO O
(110) Exanple 111: &

N-[ 6- (4- hydr oxy- 3- met Hoxvphenyl )[ 1, 2, 4] tri azol o[ 1, 5- al
pvridin-2- yllacetani N H

(102)
The title compound was prepared following procedure and work up described for example 56
but starting from N-(8-bromo[1,2,4]triazolo[1,5-a]pyridin-2-yl)benzamide ((B9), 159 mg;
0.50 mmol; 1.0 eq.) and furan-3-boronic acid (112 mg; 1.0 mmol; 2.0 eq.) as a white powder
(80 mg, 52 %). HPLC, Rt: 3.26 min. (purity 99.6%). LC/MS, M'(ESI): 305.0, M(ESI): 303.1.

Example 103 : N-[5-(cvclohexvloxv)|[1,2.4]triazolo[1.5-a]pyridin-2-vl]-2-(3-

=z /N H OMe
)—N
S
(103)

The title compound was prepared following procedure and work up described for

methoxyphenvDacetamide

intermediate B1 but starting from 5-(cyclohexyloxy)[1,2,4]triazolo[1,5-a]pyridin-2-amine
((A11), 80 mg; 0.34 mmol; 1.0 eq.) and 3-methoxyphenylacetyl chloride (64 ul; 0.41 mmol;
1.2 eq.) as a white powder (11 mg, 8%). HPLC, Rt: 3.60 min. (purity 88.2%). LC/MS,
M (ESI): 381.1, M(ESI): 379.1.

Example 104 : N-[5-(cvclohexvloxv)|1.2.4]triazolo]1.5-a]pvridin-2-ylInicotinamide
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The title conmpound was aquired from Bi of ocus DPI (UK),
cat. nunber: 3952182 0314. 117 WD 2009/ 027283

Wb 2431118/ 0611884 H N N HOP O 011 (111)pCEEPIops/€50884

112:

N-[ 6- (4- hvdr oxv- 3, 5-di et hyl phenyl )[ 1, 2, 4l triazolo[1,5
-a] pyridin-2- yllnicot Fde HNH N, N~N -N O HO
(112) The title conmpoundywds ‘Rrepargd fol | owi ng
procedure described for Jex ut using the

de ((B5), 95 ng, O. I, 1 nol eqg.) and the
2, 6-di nmet hyl
-4-(4,4,5,5-tetranet hyl -1, 3, 2-di oxabor ol an- 2-yl ) phenol
(89 rTg, 0.36 mml, 1.2 no(10dy.) as a vvhite solid (8.1
HPLC, Rt 7 t
The ?ya% Eg}rypou@éov@s g@a%ﬂe?oiglgfmg prrolced){lre d Work up h@eserlbed for

lnterﬂlle&l[%té nzey Et%f‘ﬂn%o)rbﬂq 3. (é}]’él&ﬂe%ﬂ%lx%[iQar]fi‘iaE(YlB!\ISS %]p@lrlﬁ n-2-amine

N-(6-bronmo-[1, 2, 4“@%,2' o[ 1, 50a] pyridin-2-yl)-benzam

- (di et hvl am no)ethvl] bénza
((A1YQ R n@, (11153nmoTol .8 erqe)amdl mnotvmsfé @hlomdntladmch@rlde (247 mg; 1.38

mm%@%%@%@%ﬂrmﬁﬁggﬁ EWEﬁ%%} g%my
LC/N@T!\/[T@Sﬂ gk )1- 4- boroni ¢ aci d-benzam de (85 ng, O. 36

.2 nol eq.) and cesiumfluoride (135 ng, 0.9
mml, 3rm| ~eq.) in DMF (0.75 nL) and H20 (0.5 nl)
~Talo | )

_Vlemgnmﬁgeﬁhdu th nitr ogen capped. and he;at ed

GN%H N
x N‘N/ -
N\ 7/
T OMNQ
(105)

The title compound was prepared following procedure described for intermediate B1 but
starting from N°-cyclohexyl[1,2,4]triazolo[1,5-a]pyridine-2,5-diamine ((A9), 116 mg; 0.5
mmol; 1.0 eq.) and 6-(2-pyrrolidin-1-ylethyl)nicotinoyl chloride (239 mg, 1.0 mmol; 2.0 eq.)
as a white powder (130 mg, 60%). HPLC, Rt: 2.67 min. (purity 99.9%). LC/MS, M (ESI):
434.1, M(ESI): 432.1.

Example 106 : N-[5-(cyclohexyvlamino)|1,2.4]triazolo[1,5-a]pvridin-2-vl]-6-(morpholin-4-

vimethylnicotinamide

Step a) Formation of potassium 6-(hydroxymethyl)pyridine-3-carboxylate.

HO N O
728\

— 07 K+
An aqueous solution of potassium hydroxide (40.4 mmol, 8 mL, 5 N, 2.0 eq.) was added to a

solution of ethyl 6-(hydroxymethyl)pyridine-3-carboxylate (3.7 g; 20.4 mmol; 1.0 eq.) (J.
Med. Chem. 2004, 47, 5230-5234) in THF (80 mL). The resulting reaction mixture was stirred
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at 95 C for approximtely 18 hours. The reaction
m xture was cooled to roomtenperature, filtered and

wé b@ongrsgiue dissolved in DVBO (1.5 nl-) and peei/fkb@os/60884
by reverse phase 118 WO 2009/ 027283 PCT/ EP211118

e b PR by B ondn s S kst vt
: | (PR Ve . MS MH(ESI): 429.3, M (ESI)
title c%{g%é%{a Jéx aa\ﬁ%‘lllféeﬁ%xi(he? %3.%6& 9%.

N-[6-(1H pvrazol -4-vl)[1,2,4ltriazol o[ 1, 5-al nvridin-2-

Step 1) g atpiam b - bbb Digpicing-sattobibiliorid Bl ddade

for exanple 112 but @tran—Rg ©rom
N- (6-bronmo-[1, 2,4]tri§-z—e§(\£f>,—§-a] pyaii di n-2-yl ) - benzam
de ((B5), 95 ng, 0.3 moM—=~1 en.) and

4-(4,4,5,5-tetramet hyl -1, 3, 2- di oxabor ol an-2-yl ) -1 h-pyr
azole_(Boron-Mol, 85 ng, 0.36 mmol, 1.2 nol eq.) as a

To a wispteiocsiodfi mbt{ssiuth 6afhydtomethiAlGridRte-3-2arBoxytata (PPug; tly30 mmol,

1.0 qu\f tt%@?%kfpﬁﬁé%;f@%ﬁhﬁggpﬁg'm%w gq.,l (}%1 mmol). The mixture was

chillell bt ﬁqé]ﬁHeh%%QllyP&qu)ﬁd@gﬂWrﬂl lions gmot! 3.0icq9tWRARHERLDpHlise and the
N,NMN /-~ NH O N (115) 0 a mcrowave vial (0.5-
resultmg- mixfyers veagdigired 4 h at rt. Evaporation of the solvent gave a black fine powder

. 5:bro 1.2.4]triazolo[ 1, 5-a]pyridin-2-
withol§ RGN DR R ot o B2 60", 0. 19 ol | |
equi valent), di i sopropyl ethyl amn e (0.05 niL, 0.30

[, i val e - et ] in-2-vl1-6-
Step (L | FormafLL Uy SO (FBh O I Y R L S At TBin- 2-31]-6
(morpliokined-gimwthyvéentisgriide a Bi ot age initiator 60 microwave

at 220 C for 30 mnutes. The reaction m xture was

cool ed and the sol vent renpved in vacuo. The residue

di ssol ved in DVBO ( ) |_alnd purified by reverse
phase preparatory KLC/to)—gmve title conpound as
a white solid (4.0 ,NM.%P@R—'\Z.SGmn
(purity: 99 %9. LC Mgy MESD): .2,N%S( ESI) 349. 2.
119 (j C

O

(106)

Pyridine (198 mg; 2.5 mmol; 5.0 eq) was added to a solution of N°’-
cyclohexyl[1,2,4]triazolo[1,5-a]pyridine-2,5-diamine ((A9), 116 mg; 0.50 mmol; 1.0 eq.) in
DCM (2.0 mL). 6-(chloromethyl)pyridine-3-carbonyl chloride hydrochloride (190 mg; 1.0
mmol; 2.0 eq.) was added and the resulting black solution was stirred under reflux for 14 h.
The solvents were evaporated to yield a black oil. Morpholine (218 mg; 2.5 mmol; 5.0 eq.)
and THF (0.5 mL) were added to this residue, and the mixture was then stirred and heated at
60°C for 12 h. Purification by RP-HPLC (Waters Sunfire™ Prep C18 OBD™ 5uM, 100x49
mm) following a gradient starting with 20/80 (0.1% formic acid in CH3CN / 0.1% formic acid
in H,O) up to 95/5 in 12 min. The fractions were collected and lyophilized to give the title
compound as a white powder (20 mg, 9%). HPLC, Rt: 2.11 min. (purity 100%). LC/MS,
M (ESI): 436.3.
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WO 009/ 027283 PCT/ EP211118/ 0611884 Exanple 116:

N- 15-[ (4- hydroxvcvcl ohexyl)am no] [ 1, 2, 4]triazolo[ 1, 5-a
wo poobjoghi2gs 2- yl } - 3- net hoxvbenzam de -N H N, Ned/EPAabS60884
OO OH(116) A seal ed vessel contalnlng

2 4]tr|azolo 1 5 n-2-yl)-3-nmetho
‘ o] 1,5 cyclopropanecarboxamlde

The t&l"e%?ﬁlpéﬁﬂd‘%sy u%&p%ﬂﬁia iofftis TP (1 égKéQ Fﬂg&lgmls@o 4795 b 0343.

di -1so-propylc anlnc
nol eq.) and n- butano//
220 C, with stirring,
renmoved in vacuo and
(1.5 nL) and purified

- was irradiat ed at
Zb—nlnutes The sol vent was
~Nesi geHii ssol ved i n DVBO
revePse phase preparatory
HPLC to give the titl% jyonpound as a beige solid
(27.5 ng, 36 %9. HPLCORt: 1.86 mn (purity: 100 9.
LC/MS M (ESI): 382.3, M (ES) 380.3. Exanple 117:
N—[5 (cvclonentvlanlno)[l 0l04)tri azol 011, 5-al pvri di n-2

The u¢15 -cbmpmmc{ @as%qﬂa]rédi Iﬁam)Bm)[fdcuS Dl rqwm)dam N&fnbﬁir 1328n 25 0074,

(61 mg, 0.20 nml, | nol eq.), cyclopentylam ne (26
mg, 0.30 mmol, 1. 5 N , H di-/so-propylethylanine
(60 L, 0.32 mol , 1. 2&qN n- butanol (0.75 m)
was irradiated at 22 C, Nwi t# ing, for 20

s renBved Th vacuo and the

resi due dissolved in O (1.5 nL) and purified by
reverse phase prepar&fory HPLC to give the title
compound as a white solid ng, 46 . HPLC Rt:
2.32 min (purity: 97% I@SMS I\/(ESI) 312.3. Exanple

m nutes. The sol vent

The thlElCdtnlpoﬁid whs etqucreﬂ maﬂBdﬁodﬁ@RwJKQQ% QRhB&3320 4251 0343,
PCT/ EP211118/ 0611884

T O

(109)
Example 110: N-[5-(3-furvD)[1.2.4]triazolo[1.5-a]pyridin-2-yl]benzamide
The title compound was aquired from Biofocus DPI (UK), cat. number: 320 4262 0343.

=

(110)
Example 111: N-|6-(4-hvdroxv-3-methoxyphenvD)|1,2.4]triazolo[1.5-a]pyridin-2-

yllacetamide
The title compound was aquired from Biofocus DPI (UK), cat. number: 395 2182 0314.
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NC 7NHN-UNHON (118) The title conpound was
prepared foll ow ng procedure described for exanple 84,
whrioosiassing from PCT/EP2008/060884
N-(5,7-dichloro[1,2,4]triazol o[ 1, 5-a] pyridin-2-yl)nico
tinam de ((B10), 100nmg; 0.32 mol; 1.0 eq) and
cycl obutyl am ne (139 L; )| ; HS5. 0 eq) heated at
180C for 1800s after [ sl vents were evaporat ed
under vacuum then r pended Nn er, filtered and
washed with Et OAc to-give the titl® conpound as a
white solid (23 ng,” 21%. HPLC, Rt: 2.95 mn. (purity
96.7% . LC/MS, M+(ES1)©~342.8, M (ESI): 340.9. Exanple
119:
N-[7- chl oro- 5- (cvcl opent vl €dilho) [ 1, 2, 4] tri azol 011, 5- al
pvridin-2- vilnicotinamde CIl NH -N> N/NHN <y
(119) The title compound was prepared follow ng
Exanﬁjtl@c quz.ef and] 6A0K kv diex 8- ik HyIipAEn AN [P | Eriazblsl 1.5t pyridin-2-
_starting from
Ylniggtinampde|j chl or o[ 1, 2, 4] tri azol o[ 1, 5-a] pyri di n-2-yl ) ni co
ti nam de ((B10), 100 rrg;/O. 3@ nmmol, 1.0 eq) and

cycl opcntyl am ne (161 L;[1. l; 5.0 eqg) to give
the title conpound Nt g soliq/(>\nmy, 4% . HPLC
2.39% . LGEMBA_N (ES)): 356.9,

Rt: 3.20 mn. (puri
M (ES)): 354.9.
N-17-chl oro- 5- (cvcl ohexyl am no) 11, 2, 41tri azol ol 1, 5-al p
yridin-2- yllnicotinamde 121 WO 2009/ 027283

PCT/ EP211118 /116118 8 4 @I2)NHNN-C NH ON

The téégq%)é%ﬁy;lrlgg %tm%%?ﬁggaﬁrgggfgagégg%kl oevgarrrll%le 113 but using
the N-(6-bromo-[1,2,4]triazolo[1,5-a]pyridin-2-yl)-benzamide ((BS), 95 mg, 0.3 mmol, 1 mol
eq.) and the 2,6-dimethyl-4-(4,4,5,5-tetramethyl-1,3,2-dioxaborolan-2-yl)phenol (89 mg, 0.36
mmol, 1.2 mol eq.) as a white solid (8.1 mg, 8 %). HPLC, Rt: 1.75 min (purity: 98 %).
LC/MS M+(ESI): 360.3.

Example 113: 4-]12-(benzovlamino)|1.2.4]triazolo]1.5-a]lpvridin-6-vy1]-N-[2-

(dimethylamino)ethvyllbenzamide

(113)
To a reaction vessel containing N-(6-bromo-[1,2,4]triazolo[1,5-a]pyridin-2-yl)-benzamide
((BS), 95 mg, 0.3 mmol, 1 mol eq.), N-(2-dimethylamino-ethyl)-4-boronic acid-benzamide
(85 mg, 0.36 mmol, 1.2 mol eq.) and cesium fluoride (135 mg, 0.9 mmol, 3 mol eq.) in DMF
(0.75 mL) and H,O (0.5 mL) was added bis-triphenylphosphine palladium dichloride (0.009
mmol, 3 mol %) in DMF (0.25 mL). The vessel was purged with nitrogen, capped and heated
at 95 °C for approximately 18 hours. The reaction mixture was cooled to room temperature,

filtered and the residue dissolved in DMSO (1.5 mL) and purified by reverse phase
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118, but starting from
N-(5,7-dichloro[1,2,4]triazolo[1,5-a] pyridin-2-yl)nico

wo bovaprdes ((B10), 100 ng; 0.32 mmol; 1.0 eq) BOHEP2008/060884
cycl ohexylam ne (187 L; 1.62 nml; 5.0 eq) to give the

prepa{t@'ttérlygliﬁlgcnm%?vde( gl {ewolé%)e i Ea&ﬁge o %3’@? '}I}gﬁ%%%)gﬁl’w Rt:
9 1
1.74 H%T][((g%ﬁre?lﬁt gl%l%é%g?tgl)cﬁ?go% olYI{E%I) 4Ft ri azol 011, 5-al pv

ridin-2- yllnicotinamide CI _N HNN- NHON (121)
J [ pl(ri.o(z_d

amide

from
N-(5,7-dichloro[1,2,4 fz’3\1 H.S- yridin-2-yl)nico
ti nam de ((B10), Nggl .0 eq) and
sec-butyl am ne (128 jigy; 1.62 l; eq) to give the
title conpound asqa white solid (15 ng, 13% . HPLC,
Rt: 3.07 mn. (purity 96.3%. LC M5, M (EST): 344.8,
M (EST): 342.9. Exanple 122 :
N-[ 7-chl oro- 5- (cvcl opr oyvl ?ﬁiﬂpo) [1,2,4]triazolo[1, 5-al
pvridin-2- yllnicotinam de HNNON,7 ,NHON
The tﬁl@ %8)npo&1?c?vv¥ppl%99r%ﬁ @&?cgﬁﬁg ngegt?rg Jdégcl%eﬁ %Qz&p& 12 but strating

he title conp ound was prep are ovvlng proce ure
from éh(ﬁ biomo-Lig2, élblsamldtiéd -f|pyricex-2ryl)- enzm&ie HBS).s?amg, i3 mmol, 1

fr .
20) 16484440 ety At b gl s - Bopy Moko S me:
0.36 ﬁ]hﬁilinll Zeno CBIA a wﬂ&osorma (62132, 7| HPLCOREM 2@ Rt (purity: 99 %).
ropylamne (113 L; 1.62 mol; 5. 00 eq) to give
LC/MS%/M (Eltoll 385&onpound as a white solid (50 ng, 43%.
HPLC, Rt: 2.59 mn. (purity 92.6%. LCMS, M (ESI):
328.8, M (ESI): 326.9. Exanple 123:

Exanipi¢ 515 { R- fhefi@lohek it dthvi) axfimo[H (X 4]brfih 2006 [0 Fed |pytillint 22, 4
] tt.r iaazol o[1,5- a] pvridin-2-vl] nicotinamde F F N~H N

11ni
>_
x-N~N A\

NH

(115)

To a microwave vial (0.5-2 mL) was added N-(5-bromo[1,2,4]triazolo[1,5-a]pyridin-2-
yDnicotinamide

(Intermediate B2, 60 mg, 0.19 mmol, 1 equivalent), diisopropylethylamine (0.05 mL, 0.30
mmol, 1.5 equivalent), cyclohexyl-methylamine (34 mg, 0.3 mmol, 1.5 equivalent) in butanol
(0.6 mL). The mixture was heated in a Biotage initiator 60 microwave at 220 °C for 30
minutes. The reaction mixture was cooled and the solvent removed in vacuo. The residue
dissolved in DMSO (1.5 mL) and purified by reverse phase preparatory HPLC to give the title
compound as a white solid (4.0 mg, 6%). HPLC, Rt: 2.56 min (purity: 99 %). LC/MS
M (ESI): 351.2, M(ESI) 349.2.
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NH ON (123) (123) The title conpound was prepared
follow ng procedure and work up descri bed for exanple
wd idd9/0bugs starting from PCT/EP2008/060884
N-[5-chloro-7-(trifluoroncthyl)[1,2,4]triazolo[1,5- a]p
. 5 '

ni cotl nam dc 0.14 mol ; 1.
4 0} 1.5-3 erdm &-Vl} 3-

th nAadifed at 120C to g| ve the t|t| e corrpound as a
%%Md (23 my, 40%. HPLC, Rt: 2.70 min. (purity

98.1 % . LC/MS, M (ES)):.~380N8, jM (ES)): 378.09.
Exanpl e 124 : >N
a

N-[ 5-f (3- hvdr oxyyr oyvl ) ati Héﬁ\l- 7-p @> oronethvl)[1, 2,
4]triazolo[ 1,5 a l ri gqn-2-yb | Ngotin amde F F
N HN F g--NN NH OH (124) The ©itle conpound
was prepared fol |l oy rocedure and work up descri bed
for exanple 118, but starting from

N-[ 5-chl oro- 7- (trlfluorom§1m5)[l 2,4]triazolo[1,5-a]p

yr|d|n2 yl ] ni cotinam de ((B7), 50 ng; 0.14 mol; 1.0
and 3-am no-| -propanol (56 RL; 0.73 123 WO

A %ag%f /e ggsggls %}%ﬂl}iﬁgz 3%%{%&0? ?ﬁitn%zo‘llo%lngpgnémoz ?Hb methoxy-

benzanfifle (@9i hg, GO nﬁln((IZE rmjj eq )4@%s-aﬂﬂlﬁh@cldﬂexa®l 0% mign0.30 rnmol 1.5

(purjity 96. ZOQ %ESl) 380.8, M (ESI): 378.
mol egyg W@-plcg)ylet ylarmne (60 uL, 0.32 mmol, 1.6 mol eq.) and n-butanol (O 75 mL)

was il B2 € WP 3 APbmfads The MSER GRS ¥inbielt o fhpuo and
the rebdbE NissdrtOnNDMIO OI 5 (dl2%nd pTlﬁéieti ibylrevarmmms@ grepasitory HPLC to

repared follow pro gdure and. wo E descrij bed for
give t@ |C@rnpound as a elge solid (27.5 mg, 36 %5 PLC, Rt: 1.86 min (purlty 100

%). LC/MS M*(ESI): 382.3, M(ESI) 380.3.

Example 117: N-[5-(cyclopentylamino)|1.2.4]triazolo[1.5-a]pvridin-2-vl]-2-furamide

e

NH o O

<l
(117)

A sealed vessel containing furan-2-carboxylic acid (5-bromo-[1,2,4]triazolo[1,5-a]pyridin-2-

yl)-amide (61 mg, 0.20 mmol, 1 mol eq.), cyclopentylamine (26 mg, 0.30 mmol, 1.5 mol eq.),
di-iso-propylethylamine (60 uL, 0.32 mmol, 1.6 mol eq.) and n-butanol (0.75 ml) was
irradiated at 220 °C, with stirring, for 20 minutes. The solvent was removed in vacuo and the
residue dissolved in DMSO (1.5 mL) and purified by reverse phase preparatory HPLC to give
the title compound as a white solid (28.4 mg, 46 %). HPLC, Rt: 2.32 min (purity: 97 %).
LC/MS M'(ESI): 312.3.

Example 118: N-[7-chloro-5-(cyclobutvlamino)|1,2.4]triazolo[1.5-a]pyridin-2-

vl]nicotinamide
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118, but starting from
N-[5-chloro-7-(trifluoromethyl)[1,2,4]triazolo[l,5-a]p
wo tdodhopr28s Yl ] ni cotinam dc ((B7), 50 ng; 0.14 pamkp20ds/60ss4

cq) and cthanolamnc (44 p.L; 0.73 mmol; 5.0 eq),

heated at 120C, to give the title conpound as a white
solid (15 ng, 28% . HPLC, Rt: 1.91 mn. (purity

97.9% . LO M5, M (h;;l):/ SGQ 8 M (EST): 364.9. Exanple
126:

N-[ 5- (di met hvl am no) -

NFN?_ et vI)[124Itr|azoI
o[, 5-al pvridin-2- yllrﬁl{:otln ~N~H N-N N
IIN~ON (126) T l e corrpound vvas prepared
foll owi ng procedure~and work up described for exanple
118, but starting from
N-[5-chloro-7-(trifluoromet$))[ 1,2 4]triazolo[1,5-a]p
The t1¥ cghﬁagndd %hg gt%]ﬂ Ed;‘lmvﬁgg é)g Qlur(%ﬁg%d}ﬁ)’ed%rle%&gn@% 84 ]buQ starting
from h]§e(6 geldlamloﬂn:EQQ:A]ﬂnazcgo Meﬁ-a]pgrldmtl -g)ciooficumnde a@(Ba())gmilﬂ)(hng, 0.32
solid (2

0 ,.399% . HPLC, Rt: 2.52 mn.
mmolg3.0reg) ey MbUwAALEes § 108l 662 Ry ooy BHiad STksgs] Gr 1800s
after h?n[cg sz)%:v\eg sovizqeg;c( Velva r%r%tgg f.l%deé‘ VX]C]tll}l’{l,at%lgl’ll geslus%en T)d in wgter fbltered and
washad itB-FrOricdiongige th ditetampalmdlRde Whit2 GOBA sze@s 21%). HPLC, Rt:
PCT/ EP21 /10 8. P, & or ion
2.95 o (Ruridy %g%%i %@&@I Mc(%lsi)i‘ ﬁ%%gd}/ﬂ)ﬁ@ @n@al yl chloride

(211. 1; 2.23 mol; 1.2 eq.) was added to a suspension
of 3- pyrldlneacetlc aC|d (255 ng; 1. 86 nnDI 1 0 eq )

1 at.nos (Tere. The react| on m xture vvas thenstl rred at
y—]—cﬁLf“—Ehm I h. It was then concentrated under reduced
pressure. The solid obtained was used as such in

am dation reactions. Step b) Formation
of N-[ 5- (cycl ohexyl ani ,Htriazol o(1, 5-alpyridin-

2yl J-2 pyridin-3- ylaegt gy de ™
i NH O N
(119)

The title compound was prepared following procedure and work up described for example

118, but starting from N-(5,7-dichloro[1,2,4]triazolo[1,5-a]pyridin-2-yl)nicotinamide ((B10),

100 mg; 0.32 mmol; 1.0 eq) and cyclopentylamine (161 puL; 1.62 mmol; 5.0 eq) to give the
title compound as a white solid (5 mg, 4%). HPLC, Rt: 3.20 min. (purity 92.3%). LC/MS,
M (ESI): 356.9, M(ESI): 354.9.

Example 120 : N-[7-chloro-5-(cyclohexvlamino)|1.2.4]triazolo]1.,5-a]lpvridin-2-

vl]nicotinamide
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NNH O\NH (127) A mxture of pyridin-3-ylacetyl

chl oride (120.07 ng; 0.77 mmol; 1.50 eq.) and N5-
weydboreyyl [1, 2, 4]triazol o[ 1, 5- a]pyfidine-2,5-ﬂ@ﬂﬂtnﬁwmm&m

((A9); 119 ng; 0.51 mol; 1.0 eq.) in DCM (1 nmL) in

presence of pyrrdrn (124 L; 1.54 mmol; 3 eq.) was

heated in a sealed N55€: for 3h. Et20 and Water

were then added to theyn t e— reC|p|tate

obtai ned was filtered, ma ter Et 20,

Acetonitrile and dr NHder J%cuunﬂ%t 40C to give the

title conpound as éijg/f white powder (74 ng, 41%.

HPLC, Rt: 2.49 mn. urity 98.0%9. LCO M5, M (EST):

350.9, M (EST): 348.9. Exanple 128:

N-15- (cyclohexvlanino)ll 2(1Q0yri azol ol 1, 5- aluyridin 2-

| -4-(yiperidin-1- t.hyl ) benzam
The t&%scqr@% qraé@fmeqvérge@%m@fs vrifegfgoré up G(Sirg%d'\ga example

r |
118, But s?%ﬁ%% gﬂ%gﬁ 55@&1 dfzeﬁ%hf[lrl :Qaégglagolo[ ]pg;/ idin-2- rXe)mcotmarmde ((B10),

100 nng]d) Hiﬁlrncr’rgl Oan3 anﬁmblclo]iead]an)unar(dm pilet I@Irmmmhé @ §Kto give the

title Caa@@wmﬁaspr Babite d?lhd %%mﬂef%vca o f}?ryt'r ggﬁr(r%mn@r@%gw LC/MS,

hd(E§D7§ﬂﬁ@QW(E§253 as a solution in aectonitrile (2
m’), dr'opw s The vessel was capped and stirred at

roomtenperature for approximately 16 hours. The

V“n“§hhﬁﬁ&ﬂ3at roonrtenperature for a further 16 hours

The solvent was renoved in vacuo and the residue
di ssolved in DVSO (1.5 nlL) and purified by reverse
phase preparatory HPLC to give the title conpound as a
: Et 3.86 mn (purity: 97
% . LCMS MH(ESI): 43 (ESI . 2. Exanple 129:
N- [ 5- (cvcl ohexvl ami no) 2 A1t (f az L1, 5-al pvridin-2-v
['1-4-(pvrrolidin-I- hyI) enzam de aNH ~NHQNO
(129) To a reaction yessel containing
N-5-cycl ohexyl -[ 1, 2,4] triazol o[ 1, 5-a] pyri di ne-2, 5-di am
ine (69 ng, 0.3 mmol, 1 eq.) and pyridine (63 L, 1.2
mol, 4 eq.) in di chl or ometiHdhe (1 mL) was

The title compound was prepared following procedure and work up described for example

118, but starting from N-(5,7-dichloro[1,2,4]triazolo[1,5-a]pyridin-2-yl)nicotinamide ((B10),

100 mg; 0.32 mmol; 1.0 eq) and sec-butylamine (118 mg; 1.62 mmol; 5.0 eq) to give the title
compound as a white solid (15 mg, 13%). HPLC, Rt: 3.07 min. (purity 96.3%). LC/MS,
M (ESI): 344.8, M(ESI): 342.9.

Example 122 : N-[7-chloro-5-(cyclopropvlamino)|1.2.4]triazolo]1.5-a]pvridin-2-

vl]nicotinamide

(122)
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added 4-(pyrrolidin-1-ylnmethyl)benzoyl chloride

hydrochl oride (142 ng, 0.6 mvol, 2 eq., prepared from
wdah2qoypsks di n- 1-yl met hyl - benzoi ¢ acid, catal ytpcr/bboos/oc0ss4

and oxalyl chloride in DCM as a solution in

The tgkcp@é%phl Orogﬁ tv{?@?{?@éﬁ%@ )io(gxgqugigl\%cg urgglg (Y\S'g?% Seleqiesﬁcril@d for example

118, l!SlR%"ta?mégT s va2§t7 %R!@raﬁ lirzgtri’é% oEPS" @agrr B%%w%?ﬁéﬁ% ((B10),

renove € resi

100 nid; )0. 3Encmoler 1.0 icgdaralycyctopesstarpinasg el 3 pL;apéI atrmlySlﬂBLe@) toogive the
.. give the title conmpound as a beige solid (1
title copppund gy £Vhie solicy S weh lHPIt(g Rt; §@9gpin. Lr@ﬂr&zgg2 6%). LC/MS,

ESI) 417.2 . Ex l e 130:
M (E%E%ﬁ(%vl\g ﬁQXv%df:\@m(no)%l 2,4]tri azglmgl Ie 5-al pvri di n-2-

vi1-4-11(2- methoxvet hyI ) ( met hyl )am nol
. i d

\ 1,%,§]t£iazolo[1,5-

o P el ‘~ ," 1“n t ethy
@Rl cyﬁ‘ﬁﬁﬁ{decont ai ni ng 4-chl or orret hyl
JBY_N‘(‘%%V_Ohe—xyramnl_p[l 2,4]triazol o[ 1, 5-

a] pyridin-2-yl)-bepzZam de ((B8), 90 ny, 0.23 nmol, 1
eq.) and Al, N di| Jdret hyl amine  (0.35 nmol, 61
L, 1.5 eqg.) in dioxan Nvas ed
N- (2- met hoxyct hyl ) net h NiMe W8,mol, 25 L, 1.2
eq.) dropwi se. The vessgl was @app and the reaction
stirred at room tenpdgrature for 1 hour and heated to
80 C for a further hours. The sol vent was renoved
in vacuo and the repidue dissolved in DMSO (1.5 nl)
and purified by reverse phase preparatory HPLC to
give the title conpound as 1§3ki ght yellow solid (3.9
mg, 4%. HPLC, Rt: 3.46 m A% purity: 93 9%. LOTviS M
The t{tESc'B)mpo‘ﬂlﬁéf vas Prefae&ll Jol35n@ prockkatphe vtk up described for example
N-[ 5- (cycl ohexvl ami no)[l 2 ‘%\Iﬂ iazol o[ 1, 5-al pvridin-2-
118, \ pyt 6staﬁﬁtghyfrﬁnb otN-hafilge- O(Ridurramgthyl )il 2, 4]maz‘e19[311§ -a]pyridin-2-
e i.h
yl]nic ggag?:ﬁ%%ﬁ)ogé‘h?g? g cy@%ohegg l%gg?nc{@trﬂé?goﬁl%thglhﬂme (55.0 mg; 0.73
mmolf, B (Peqb] hedtar of HJ0RCStagivy thatitie 2Zombduntt §2a white pylid §23 dig, 40%).

HpL R YIS SA AR, YEsi) 485 s, MEsI): 378.9.

Example 124 : N-[5-][(3-hvdroxypropyvl)amino]-7-(trifluoromethvl)|1.2.4]triazolo[1,5-

e F
N =
NH O N

OH

a|pvridin-2-vl]nicotinamide

(124)
The title compound was prepared following procedure and work up described for example
118, but starting from N-[5-chloro-7-(trifluoromethyl)[1,2,4]triazolo[1,5-a]pyridin-2-
yl]nicotinamide ((B7), 50 mg; 0.14 mmol; 1.0 eq) and 3-amino-1-propanol (56 uL; 0.73
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cycl ohexyl am no-[1,2,4]triazol of

1,5-a] pyridin-2-yl)-6-nethyl-nicotinam de as a
whswoiyped | ow solid (36.5 ng, 35%. HPLC, Rt: BEcRirioglocosss

(purity: 95 9% . LC/ M5 Mr(ESI): 351.1, M(ESI) 349.1 .

Ex le 132: ) ) . .
mmowfl@g@;he%% SR, 11B)giYe Teatitle popprugdassam pliprhits splisl. (22 me,
0 b, i i k dey- :
0% B o 25 BB, ) o ™ E PR Bk
H (132) To a biotagc initiator mcrowave vial

alpvr@tﬁhlﬁﬁlﬁﬁ@tlﬁz{lﬁﬁ@ "0 27 mol, 100 mg 1 eq),

3-am nopropan-T-ol (0.54 nmol, 0.028 nL, 2 eqg.) and N,
N- di i ospropyl et hyl g (0. 54 mol, 0.094 nL, 2 eq.)
in butanol (2 m), -xa apped and heated in a bi ot age
initiator 60 mcrowa or 36N mi s at 180 C, and a
further 10 mnutes at 20N T ol yent was renoved
in vacuo and the residugudi ssadved—ihh DMSO (1.5 nl)

and purified by reverge phase preparatory HPLC to

give the title co d as a white solid (33.4 ny,

30% . HPLC, Rt: 2. mn (purity: 92 %9. LCMS M

(EST): 410.2, M (EST) 408.(71. ann”ple 133:

N- 15- (cvcl ohexvl am no) 11, 2; A%IS ri azol ol
The ttleScorhpéxinll 6 a3-prepardd fbllo@ﬁng brocydure tay Gadtk N dlescrlbed for example

n| cotinamde aNH N\N N HNH (133) The tit
118, ¢ BHposiaetingas figpe pdF-Exchlero- W%thwtlﬁrlﬂééddtr@zolo[l 5-a]pyridin-2-

yinicBR 9&5&%3@9% S0 hie S4aNRLE 11*8q ity %ﬁa(n%ﬁ/ar}gﬂ%ﬁu §%,9.73 mmol: 5.0

eq), hickte€.at RLO°C3t&@ivd the titlp Lbbhip%un@ ls %WhlﬂeQOM@ (M @S DPBY%). HPLC, Rt:
432.2, M % EST 430. 2

191 Wnlépupéw@ 8%@@@% rM)(f@I)Z 3@@ 5{M6(f~§l)oi5@4 8- a] pvri di n- 2-

vl I ni coti nam de 1- oxide

Example 126 : N-[5-(dimethylamino)-7-(trifluoromethvD|[1.2.4]triazolo]1.5-a]pvyridin-2-

F
F
N =
N

(126)

The title compound was prepared following procedure and work up described for example

vl]nicotinamide

118, but starting from N-[5-chloro-7-(trifluoromethyl)[1,2,4]triazolo[1,5-a]pyridin-2-
yl]nicotinamide ((B7), 50 mg; 0.14 mmol; 1.0 eq) and dimethylamine (43.0 uL; 0.73 mmol;
5.0 eq), heated at 120°C, to give the title compound as a white solid (20 mg, 39%). HPLC, Rt:
2.52 min. (purity 99.7%). LC/MS, M"(ESI): 350.8, M(ESI): 348.9.

Example 127: N-[5-(cvclohexylamino)|1.2.4]triazolo[1.5-a]pvridin-2-vl]-2-pvyridin-3-

ylacetamide
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Step a) Formation nicotinoyl chloride i-oxide 128 WO
2009/ 027283 PCT/ EP211118/0611884 ~ ~ OO d The title
w6 oporngs was prepared foll ow ng procedure despeei/bemos/ 60884
for exanple 127, step a), but starting fromnicotinic
aci.d N-oxide 255 1.83 nmol; 1.0 eq.). The solid
Step ‘fﬁb’f‘ﬁ’m‘lgﬁn\%éy”‘lfgeﬁyng§etyﬂlprf‘f? am dation reactions.
Step b) Formation
of N-[ 5- (cycl ohexyl ami no) [ 1, 2, 4] tri azol o[ 1, 5-aJpyri di n-

2- yl[nicotinam de 1-oxi N(H CNN-N CNHON, O
(134) A mxture
ofhE-cycIohexyI[1,2,4]tP 5-a] pyri di ne-2, 5-di am

ine ((A9), 108.00 ng; O. 47 nnDI 1.00 eq.) and
Oxalymchlnimldl (@/11 q:||11,| Pl (ﬂ&n(_bl- 0X elp) 613.3’7_5dd’w to Q. stSpamgivh ;of B ﬁyrldlneacetlc

in the sence of pyridine (
acid (239 'mg; 86 mpl 130 é’ﬁ )) iny B VDTS i @ﬁhn@wwa% ag0°C under
nitro %ﬁcathl% Ii')étlje zﬁ% ?é%#\@g ﬁ]ﬂ{?ﬂr D%%Ag d[P%P %tﬂ;rg a[telg;:fok Ofh. It was then

conceﬁﬂm’ed nﬁﬂelo If@ﬁlm:d? pphsses Therselid I't&jtalﬂmﬁ has used hslsuclhdn amidation
dri ed over magnesiumsulfate, filtrated and con
reactig@icent rat ed. The crude was purified by Mass Directed
Aut oPrep. The title conpound was obtained after
| yophilisation as a white powder (36 ny, 22% . HPLC
Step B Forta@ibn ofiNa[5-(cpclohexyl@Rindfy .2, 4] @l deelo [ N-ali5tidin-258]-D-pyridin-3-
M-g S1): 351.0. Exanple 135:
yiacet@nide (i sopr opvl ani no) - 7- (trifluoronethvl)[l 2,4]triazo
| 011, 5-a] pyri di n- 2- yI] pyrldln 3- Nlacetan1de
trihydrochloride F F |NH O N . 3HCI

(135) A m xture of /
N5-i sopropyl - 7- (trlfl hMI)[l 2 4]triazol o[ 1, 5-a]
pyri di ne-2, 5- dlan1ne

(127)

A mixture of pyridin-3-ylacetyl chloride (120.07 mg; 0.77 mmol; 1.50 eq.) and N°-
cyclohexyl[1,2,4]triazolo[1,5-a]pyridine-2,5-diamine ((A9); 119 mg; 0.51 mmol; 1.0 eq.) in
DCM (ImL) in presence of pyridine (124 uL; 1.54 mmol; 3 eq.) was heated in a sealed tube at
55°C for 3h. Et,0 and Water were then added to the mixture, the precipitate obtained was
filtered, washed with water, Et,0, Acetonitrile and dried under vacuum at 40°C to give the
title compound as an off-white powder (74 mg, 41%). HPLC, Rt: 2.49 min. (purity 98.0%).
LC/MS, M'(ESI): 350.9, M(ESI): 348.9.

Example 128: N-[5-(cyclohexyvlamino)|1.2.4]triazolo[1.5-a]pvridin-2-vl]-4-(piperidin-1-

vlmethyl)benzamide
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((A17), 73 ng; 0.28 mmol; 1.0 eq.), pyridin-3-ylacetyl
chloride (90 ng; 0.58 mmol; 2.05 eq.) and Pyridine
wd 2009887289 in DCM (1.00 nL) was heated at 55C poOI/EBI08/060884
a seal ed tube. Water 129 WD 2009/ 027283
PCT/ EP2008/ 060884 was added and the reaction m xture
was extracted vvith DCMl\/bd-‘r @3 1, three tines).
\Q/!]Pt,,p] [
To a %QI Q%\%’see?E&ngcghe | N \ff@)tfﬁ [tl QQ{] r%?llggldS Bl NE.diamine (69
g, Ochnmoerif t atle)dmtiarlghylamh%(mg uﬁ 0a75ymhiod)v\2 SIEqpcmdleetomtnle (1 mL)
Thi s crude, was, di ssal ved in )/%and Et 20

was aG‘@edn‘L pEngin Mf%%hﬂtheamylxﬁé@ﬂéa éb7c§ m%‘b BIRli on eﬂ)a%s a solution

s SHIEAD]S HEOGHRURG, TFEVESO,Rie B o ELPI B e o

approkinhdtelyd@ rands. (Trhle sdlvamtd\&as reewved dr proas sud eheatesuﬂlﬁﬁtg solid dissolved

n me%%ight Q;Elé}olntﬁ{ 84 %1?8 und %b’[fﬁnatt?;foérg I tgaﬁl% k% (é‘rthnlgm hours.
The sbEed)waskéfoled M‘\(a%%_ )md alé%egdu&i%ﬁ%@l MSDMSO %1 5 rnL) and purified
[ CL7TH17N6OF3-3. 0 - H20] Corrected: C 40.

by revierg8phash| ptepagosy HBhﬁdto gve ohaotle corpdauiriBgs a Nem sml%(IS 3 mg,

127 O IO RO TP, FEDRY OERDI 132 2TAFSD 44k of 1, 5-

al pyridin-2-yll nicotinamde FF Fi rNH~NN NNH

136) The title conpound was pr epar ed fol I owi ng
S-¢e¢lohexylaminedbl 2 4] thiagolp bl S-aipyridin-21 vik-4-(p

T
lme Izn'n 5_7 (tr|f|uoronrethy|)[| 2,4]triazolo[l,5-a]p

yridin-2- yl]ni nam de ((B7), 50 ng; 0.14 mol; 1.0
eq) and 3-am none (86 p.L; 0.73 mmol; 5.0 eq),
heated at 120C, to gnMe the t|t| e conpound as a white

solid (23 ng, 409%. 3.66 mn. (purity 96%.
LG M5, M (EST): 397, SN x391. Exanpl e 137:

N-[ 5- (i sopropyl am : 7 netNyI)[1,2,4]triazo
l o[ 1, 5-al pyridin-2- yllnicotinam -okide FF O F/
N NN>-HN

(129)

To a reaction vessel containing N-5-cyclohexyl-[1,2,4]triazolo[ 1,5-a]pyridine-2,5-diamine (69
mg, 0.3 mmol, 1 eq.) and pyridine (63 uL, 1.2 mmol, 4 eq.) in dichloromethane (1 mL) was
added 4-(pyrrolidin-1-ylmethyl)benzoyl chloride hydrochloride (142 mg, 0.6 mmol, 2 eq.,
prepared from 4-pyrrolidin-1-ylmethyl-benzoic acid, catalytic DMF and oxalyl chloride in
DCM) as a solution in dichloromethane (2 mL), dropwise. The vessel was capped and heated
to reflux for approximately 16 hours. The reaction mixture was cooled and the solvent
removed in vacuo. The residue dissolved in DMSO (1.5 mL) and purified by reverse phase
preparatory HPLC to give the title compound as a beige solid (12.4 mg, 10%). HPLC, Rt:
3.50 min (purity: 100 %). LC/MS M (ESI): 419.2, M(ESI) 417.2 .

Example 130: N-[5-(cyclohexvlamino)|1.,2.4]triazolo[1,5-a]pvridin-2-v1]-4-{[(2-

methoxvethyl)(methvl)amino]methyllbenzamide
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NH p 130 WO 2009/ 027283 PCT/ EP211118/ 0611884 (137) A
m xture of nicotinoyl chloride 1-oxide (180.0 ny; 1.12
wonmbp23s# eq.) and N5-isopropyl -7- PCT/EP2008/060884
(trifluoromethyl)[1,2,4]triazol o[ 1, 5-a] pyridine-2,5-di
amne ((Al7), 86.0 ng; 0.33 mmmol; 1.0 eqg.) in DCM (1

m.) in presengé of pyridine (80 RL; 1.0 mmol; 3 eq.)
was heated in eal ed tube at 55C for 3h. Water was
t hen added to the Mixture gnd the precipitate obtained
was filtered, wa NM t h ter and DCM and purified
by Mass Directed |Aut P|’>e~p\| |t|13 conpound was
obtai ned after |y | Nsaﬂlo asla Mbite powder (19
ny, 15%. HPLC, Rt: 3.13 nin. (purity 99.49%. LC/ M5,
M (EST): 380.9, M(EST): 379.0. Exanple 138:

N1 5-1(3-hvdroxvevel ohexvl §138 nol - 7- (tri fl uoronet hvl )1

To alrgfgcr;[fbét g%sfé%l E&ﬁ&@ﬁ @thb‘(%%h?kﬁ%cg%ﬁ%ﬂﬁ%q? 2 ZHtlrlazolo[l 5-
alpyridint-2-glelompauiid ((B&), PO eqt@rOeZiS Ifntddl olwsqlg ad OC &d ld[lesmmpylethylamme
descri bed for exanp 18, but startin

k
0.35 rmorgr@la Bhitdr - &g i firquérro@ewmﬂ adgded N-(2-methosy %hysl)ra?tbylamrne

i dhi 1.nic Q.

028 il 251 YD SOADROL G LT Py T Rl t o
tempdatdie foHP houbardtheatt to BBQCQ’& @furth203 héieh. Tht.sdlvivht Witk removed in

McOH (2 nL) was added to the solid residue and the
vacu%rardtthmrdyﬁ éiessgth:%tnelaNb%D oMl srd prrifedby reverse phay preparatory

[ C

L g 0 o AP R SO A PLLIAS i .46 mi
(puritg: 93ﬁ/0>)tm,‘/MS)M*cE$1.).t43msM@Eﬂﬁanss.as a white solid (11

ng, 18%. HPLC, Rt : 1.72 min. (purity 48.9% isoner

A) 1. 87 m n. (purlty 46 6% |sorrer B) . LC/I\/S

methﬂlr_ngjon,t_lﬁnndlgavrl din- 2-yllnicotinam de form ¢ acid 131
WD 2009/ 027283 PCT/ EP211118 /116118 8 4 CI N

NH

0]
STt
N/

(131)
This was prepared using the same method as that described for N-(5-cyclohexylamino-
[1,2,4]triazolo[1,5-a]pyridin-2-yl)-4-(2-oxo-pyrrolidin-1-ylmethyl)-benzamide to give N-(5-
cyclohexylamino-[1,2,4]triazolo[1,5-a]pyridin-2-yl)-6-methyl-nicotinamide as a
brown/yellow solid (36.5 mg, 35%). HPLC, Rt: 3.21 min (purity: 95 %). LC/MS M'(ESI):
351.1, M(ESI) 349.1 .

Example 132: N-[5-(cyclohexylamino)|1,2.4]triazolo]1,5-a]pvridin-2-v1]-6-[(3-

hvdroxypropvlamino]nicotinamide
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H N/>N NHQ,aNH O (139) The title conmpound was
prepared foll ow ng procedure and work up described for
wExauptass 118, but starting from PCT/EP2008/060884
N-(5,7-dichloro[1,2,4]triazol o[ 1, 5-a] pyridin-2-yl)nico

tinam de ((B10), 100 ng; 0.32 nmmol; 1.0 eq) and
3-am nocycl oheganol (Betapharma, 187 ny; 1.62 nmmol;
5.0 eq), heat at 120C, filtered and dried under
vacuum purified bWHVAss D(Fected Aut oPrep and

| yophilized to gl@?ﬁ titlle conpound as a m xture of
cis:trans isoners| as|a‘peN er (9 ng, 7% . HPLC
Rt : 2.15 mn. (p N57H4%IS 2.28 nmin.
(purity 34.7% isomer B). LCTMB ;\(}ngaH 386. 9,
M (EST): 384.9. Exanple 140 :
N-[ 5- (cycl opr opvl am no) - 7 (1t3mfl uoronet hyl)[ 1, 2, 4]

I

triazololl,5-alpvridin- 2-yll
To ¢ dibinsedry| mitiatey) netidgyave b‘elnlzafﬁa-@ SNHmLY  genigipngl B-¢hloro-N-(5-

eacti ss l ORt ai ni n
exclongd Mnipes T} SRR b FREPGET IR R iBidh ( (BaLy 475 rgmol. 100
mg, IEQqQYBJaﬂilﬁ@ré’paﬂ- db i 54&111((16154)8)28 A ) QchN Wm@lhlosﬂrol%ﬁ]ethylamlne
ridine 0063rrL 1.2 nmol 4 3
(0.54 mr@(hl[, épgmlh&?n@ Xin bytan o\l,\,g)sn%d@@; capped an heated ina blotage Initiator
60 mérqua% tzf&y é@gﬁlﬁ%&e&t%b*’ge%{’ bt r‘g{e 'Iﬁ'lﬁut(eg’ %5321 golvent was
nmol -, eg.) as a solution In |ch or oret hane
remo@érdopm&m antinée ysgeldissalsecd apMRD anf nﬁ@aetndcj)uhﬁedi bif |rwerse phase
r a Ximately 16 hours. The reaction m xture was
prepa%wéfglpla‘ﬁ 40 B ¥retié gitlresnmiuigiad WA sekib G oTh et a0Vel(BPLC, Re
i bpy PVR&S (VF f4l by reverse
237 ‘th@gMgeg%a at ory &%é%S{BE)I(?%?VI?E%I)ﬁP?%e conpound as a
white solid (65.1 ng, 52% . HPLC, Rt: 2.59 mn

Exam(ﬂq& w ,yN-J %—?gfc(@hexxITIamlno)M%Eﬁl%azol% ill95 ]DV'\l{Ii({lE %12711 %1[( 2--

u\ull’Jl A>3 -_-—T

furvlﬁ{e{lﬁd{agﬁﬁbm(,@m\éhﬂm no)-7-(trifluoronethvl)[1,2,4]tria
zol oI, 5-aJpvrradrn- 2-yl] -4-

[ (2- oxopyrrol E@-yl )net hyl I benzam de 132 WO

2009/ 027283 P 211118/ 0611884 &NH
0
Z NN,
N ~
Sl

(133)
The title compound was prepared following the procedure described for the example 132 but
starting from 2-aminomethylfuran as a brown solid (17.5 mg, 15%). HPLC, Rt: 3.50 min
(purity: 91 %). LC/MS M (ESI): 432.2, M(ESI) 430.2 .

Example 134 : N-[5-(cvclohexvlamino)[1,2.4]triazolo[1.5-a]pyridin-2-vl]nicotinamide 1-

oxide

Step a) Formation nicotinoyl chloride 1-oxide
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ND F--NHOFF (141) The title conpound was
prepared foll ow ng procedure and work up described for
wEx@ptass 140 but starting from PCT/EP2008/060884
4-[(2-oxopyrrolidin-1-yl)ncthyl]bcnzoyl chloride
(prepared in DCM from
4-[ (2-oxopyrrolidin-1-yl) ) yl ]Obcnzm c acid
(Enam ne), oxalyl chloriag._ atalytic amount of
DMF followi ng the procegyire degg¢ri bed for exanple 127,
step a)). The title conpound was obtai ned-as an
The tiafef cqmtﬂoﬁlﬁd S)Qisipiielia?&i follwBying placedudPldescriBed fex éy&nlil]'blﬁ 127, step a),

(purity: 94 9% C/I\/ISMS(ESI) 459. 2, I\/P(ESI})1 457 2.
but st@'(lggﬁqogl Rigotinic a01d N-oxide (255 mg; 1.83 mmol; 1.0 eq.). The solid obtained was

usedeﬁ's%@?ch%gﬂd 5 PRyl ﬁﬁ@sno) 7 (trifluoromethyl)11,2,4ltria

uyri |n- 2-vl
-6-pvrrolidin- I-vInlcotlnamde &GNH O N NNHFFN

step i easlion N i‘iﬁty&%@vy@&eﬁ@éﬁ&z%iﬁﬁa?@n 8 hut

YU nicobirbmiddy-5£gsn 6-pyrrolidin-1-yl pyridi ne-3-carbonyl
chloride (prepared in DCM from

6-(l-pyrrolidinyl)nic it agj d (ABCR), oxalyl
chloride and catal yti L apu f foll owi ng the
procedure described fo ei&‘npl%step a)). The
title conpound was Qbinsined & a bé&jge solid (18.5
my, 14%. HPLC, Rt?O mn (purity© 97 %. LC NS
MESI): 432.2, M( 430. 2. Exanpl e 143:

N-[5-(cyc| oproyvlamno)-7-(trifluoronethyl)[1,2,4]tria
zol o[ |, 5-al pyridin- 2-yl] @methylnlcotln am de 133

WO 2009 027283 PCT/ EP211118/0611884 &NH N F NN F N
A mixture of N’-cyclohexyl[1,2,4]triazolo[1,5-a]pyridine-2,5-diamine ((A9), 108.00 mg; 0.47

mmol; 1.00 eq.) and nicotinoyl chloride 1-oxide (125 mg; 0.79 mmol; 1.7 eq.) in DCM (1
mL) in the presence of pyridine (113 pL; 1.40 mmol; 3 eq.) was heated in a sealed tube at
55°C for 3h. Water was then added and the reaction mixture was extracted with DCM (three
times). Combined organic phases were then washed with brine, dried over magnesium sulfate,
filtrated and con concentrated. The crude was purified by Mass Directed AutoPrep. The title
compound was obtained after lyophilisation as a white powder (36 mg, 22%). HPLC, Rt: 2.64
min. (purity 99.4%). LC/MS, M'(ESI): 353.0, M(ESI): 351.0.

Example 135 : N-[5-(isopropvlamino)-7-(trifluoromethvl)[1,2.4]triazolo[1.5-a]pyridin-2-

vl]-2-pvridin-3-vlacetamide trihvdrochloride

N\/>_

.3HCI

(135)
A mixture of N’-isopropyl-7-(trifluoromethyl)[1,2,4]triazolo[1,5-a]pyridine-2,5-diamine
((A17), 73 mg; 0.28 mmol; 1.0 eq.), pyridin-3-ylacetyl chloride (90 mg; 0.58 mmol; 2.05 eq.)
and Pyridine (67.98 puL) in DCM (1.00 mL) was heated at 55°C for 3h in a sealed tube. Water
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F (143) The title conmpound was prepared follow ng
procedure and work up described for exanple 140 but

wo t@prngs from 6-nmet hyl pyri di ne-3-carbon yl chbor/ke®oscosss
(prepared in DCM from 6- nethyl nicotinic acid, oxaI yl

chl e and catal yti c amount of DVF fol
was %{58@ éidribe rgadiopi BEGUE oV e £RI 19t D@@M%ﬁ'& (311héhree times).
4 14 a I (
Com%é’d ?r /gﬁpﬂ%gs V\\@e?e qg&gg@%lgerd pljﬁr Iﬁtru;ean%r;ego bgerLﬂ(ﬁ%/S smrn sulfate,
filteroqdEE®®)con&nTraRd tMg(xESIQS 18 5f 2.yellewahyposvdeéd AL his crude was dissolved in

MeOR S -, FEORECT B yaF i RcT NI wbtRo i oS tofieon was

concehrfded uneN @dudé'd'\blldssuﬁreufﬁ) pRIcBRtaf) WeRl 1HRh | Shtaigbd by addltlon of

naet hyl oxy)-4-[ ( phenyl naet hyl ) oxyJphenyl
DCM(Etuez(ine»[ It vees felGqgd il driod g cOrcebipe RN AOREED g the il

reac i ni ng

Comp%‘flbfaé%q ?%ﬂj’?‘?l dZ‘?él %Q - a] pyri di n- 2-ami ne ((AS),
HPLG Rt42.94 mlﬁqpﬂlnfwﬂ 6%}3. L@J{MS, M*(Esl)zwgoam@sgt 1mo7xcy CHN analysis:

boroni c acid 1(315' 0 g, 19.3 mmuol, %2 .
[CrrHars Qe sh URGH Ui areeieds s 4)-3%8. ﬁ%%yf N3l 6eep %: Ftﬂmd C 40.52%,

i foor mani de (60 nL) and water (24 nm.) was added
H42g/gﬁ:frw4”henyl phosphi ne pal I adi um di chloride (0.3 g,
0.4 mmol, 3%. The vessel was purged with nitrogen,
callped and heat ed at 80 C for aprOX| mlaltely 18 hours1

Exa

]pg;r‘id]h%gf_[]_g‘m%ﬂlﬁilﬁld@%h' ng the ceI ite with et hyl acet at e

esulting filtrate was extracted with
ethyl acetate (3 xg150 nlL) and the 134 WO 2009/027283
PCT/ EP211118/ 06118 Jined, organi ¢ | ayers dried
(MgS™) and concentr at|ed n,>+a¢uo _Tme resul ting
residue was purifie Ntnash chr omat ogr aphy
(ethyl acetate: petrpleym ethed, It to give the
title conpound as a fjrown solid (4. 82 g, 86% . HPLC,
Rt: 2.55 mn (purity 9% . LCO M

(136)
The title compound was prepared following procedure and work up described for example
118, but starting from N-[5-chloro-7-(trifluoromethyl)[1,2,4]triazolo[1,5-a]pyridin-2-
yl]nicotinamide ((B7), 50 mg; 0.14 mmol; 1.0 eq) and 3-aminopentane (86 pL; 0.73 mmol;
5.0 eq), heated at 120°C, to give the title compound as a white solid (23 mg, 40%). HPLC, Rt:
3.66 min. (purity 96%). LC/MS, M (ESI): 392.9, M(ESI): 391.0.

Example 137 : N-[5-(isopropvlamino)-7-(trifluoromethvl)|1,2.4]triazolo[1.5-a]pyridin-2-

vl]nicotinamide 1-oxide

F
F 0O
F = /N ~=
N
N N\N%H)k@
N_
NH o)
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M (EST): 347, M (EST) 345. Step b) Formation of
N- (6-{3- (net hvi oxv
wo %oobopnenyl nt et hyl ) oxyJphenvi }[1, 2, 4] t ri azol opds/BP2008/060884

aJpyridin-2-vi)-4-(piperidin-|-vinmethyl)benzantide

0-~Oi NN\ O NNNHTo a reaction vessel

containing the 6-{3-(net hyfléﬂf) 4-

Sl 4} tpi [ f e

ArnnEtEuré_l Eﬁam'ﬁié] it %gb’élﬁ PH%H%‘KD%OIO fing? ]éégln\?lgl ie(r?tég cg)' %ldw _is@bropyl-7
(tnﬂupmmtdhyiﬁl(ﬂ]&ﬁﬁob{.l 5-b]Bricinet2, 54113&11;11? ({A17), 86.0 mg; 0.33 mmol; 1.0

cv) RN SRS Tt 95 v 103t i s
tube %];g%loC Br 8A: WakS V@asstfﬂleﬁ'taﬂ&ga fo'the %&gﬁlrﬁ ﬁﬁm(?r?r@apft%F Whdained was

wi se. The vessel was capped an eate
filterefdo nx/aslambwaihmastelehljd DEMoundspurifred rye dss dnraviodt Auum)s The title

compRELER i ENBTITEtio: 1o SRR AP F Ao e n 8V HELC. Ri: 3.1

. PhASLIPIRPAIEMY, W 340.9, QYESD): 379.0.
min (%- @)&;4 bznzy | oxy- rrlwce):thoxy p%engl) [1,2,4]triazol o] 1,

5- a]pyrldln 2 yI] 4- pi perldln | -yl nethyl - benzam de as
I 9 . .

Exag}!

alnvri’dlﬁwmmﬁoﬁnm}heéfonﬁwml di n- 1- yI nxet hyI ) benzani de
N (6-{3- (et hyl oxy) - 4- [(phenyl nmet hyI )oxy] phenyl} [ |
,2,4]triazol o[ 1, 5-a] pyridin-2-yl) -
(p| peridin-1-yl net hyl pbenzam de (14 9 ng, 0.027 nmol)
was treated with triF uoroacetlc acid (2 m-) and the
reaction m xture wag styrr %El hoHr at 75 T. The
reaction mxture was ¢ t | vent renoved
i n vacuo. The residue di solved (1.5 n) and
purified by rever¥é pt |'breparatory HPLC to give the
title conpound as a e solid (1.4 ny, 119 . HPLC
Rt: 2.23 min (purity:™>99 % . LCMS M (ESI): 458. 2,
M (ESI) 456.2. 135 WD 2009/027283 PCT/EP211118 /116118

Exanpl e 145: (138)

8 4
The tl’gt?r‘foéﬁgl}?uﬁ %%X%epaﬁ%{sﬁ{}r@{% &égﬂra élnﬂ)ﬂlq_lg azé)elsgt[lbéd fof example

118, but starting from N-[5-chloro-7-(trifluoromethyl)[1,2,4]triazolo[1,5-a]pyridin-2-

yl]nicotinamide ((B7), 50.0 mg; 0.14 mmol; 1.00 eq) and 3-aminocyclohexanol (Betapharma,
84 mg; 0.73 mmol; 5.00 eq), heated at 120°C. HCI (1.5 M) in MeOH (2 mL) was added to the
solid residue and the salt was precipitated by addition of Et,0, filtered and dried under
vacuum, purified by Mass Directed AutoPrep and lyophilized to give the title compound as a
mixture of cis:trans isomers as a white solid (11 mg, 18%). HPLC, Rt : 1.72 min. (purity
48.9%, isomer A), 1.87 min. (purity 46.6%, isomer B). LC/MS, M'(ESI): 420.9, M(ESI):
418.9.

Example 139 : N-{7-chloro-5-[(3-hvdroxvcyclohexvl)amino][1.2.4]triazolo]1.5-a]pvridin-

2-vIlnicotinamide formic acid

131



NO N\>N NHN (145) The title conpound was
prepared foll ow ng procedure and work up described for
wWE2anRtRs3 145 but starting from PCT/EP2008/060884
6- met hyl pyri di ne- 3-carbonyl chloride (prepared in DCM

from6- nethylnicotinjc acid, oxalyl chloride and
catal yti c anmount of Wi Hg t he procedure
described for exanple 1RZ, nstep ))—Pfetltle
conpound was obtained asTa crea (5.2 ng, 249%.
HPLC, Rt: 1.52 mHp . 98% MS M (ESI):
376.1, M (ESI) 374.Wn”pl e 146.

N- |1 6- (4- hvdr oxv- 3- e xvphenyl )11, 2, 41tri azolo

11, 5-al pvridin-2-y11-4- [(2-oxopyrrolidin-1-vl)nethyll
benzanmid e O HObrN_ O NESN H N O (146) The title

The ta%%&gavf%spé;%%f g 0%|4]|2|g0 \éwm%g Qg,%fl (rjygorr}% rug)n escrlbed qu? example
118, l?ut[sea%ﬁﬁ’g( Bl N%dékfﬂ??%ﬁ?’[ll 2R, LPERAAKidHD 9Nk ABtinamide ((B10),

pr epared
100 nzz; P(ﬁfmmpyw ol aﬂﬂdrﬁra_myiob;mlmfm]l(ﬂél?,ztapharmai 887 mg; 1.62 mmol; 5.0

o). MRt b e A e sl ikis” St Buli e by B e Kiog Autopren
and lyopBRizad Jo %_ﬁ@ ehettittel ®mpoRAP YA ehiv@e &Qﬁsatrﬂ%%&ﬁe@ aVRibkiRe powder
solid , 28%. HPLC, Rt: 1.68 (purity: 98

(9 my§%). H%LQBRM 2ES)in. (@8Ety7 Ake( Sempr AR nms(a(nmter 347¢%, isomer
! Vi N- 1 6- (4- hvdr oxv- 3-
B). L¢r7e¥$1 n@wstebn 3???1% rglk{'tl%ol o[ 1(5 al pvridin-2-vl | benza

m de 136 WO 2009/ 027283 PCT/ EP211118/0611884 O HO rN

N
Example 140 : N-[5-(cvclopropyvlamino)-7-(trifluoromethvyl)[1.2.4]triazolo]1.5-a]pvridin-

2-vl]-4-](dimethvlamino)methvyl]benzamide

~>~N-N
\>—N |

(140)

To a reaction vessel containing N -cyclopropyl-7-(trifluoromethyl)[1,2,4]triazolo[1,5-
a]pyridine-2,5-diamine ((A18), 77 mg, 0.3 mmol, 1 eq.) and pyridine (0.063 mL, 1.2 mmol, 4
eq.) in dichloromethane (1 mL) was added 4-dimethylaminomethyl-benzoyl chloride (118
mg, 0.6 mmol, 2 eq.) as a solution in dichloromethane (2 mL), dropwise. The vessel was
capped and heated to reflux for approximately 16 hours. The reaction mixture was cooled and
the solvent removed in vacuo. The residue dissolved in DMSO (1.5 mL) and purified by
reverse phase preparatory HPLC to give the title compound as a white solid (65.1 mg, 52%).
HPLC, Rt: 2.59 min (purity: 100 %). LC/MS M (ESI): 419.2, M(ESI) 417.2.

Example 141: N-[5-(cvclopropvlamino)-7-(trifluoromethvl)[1.2.4]triazolo]1.5-a]pvridin-

2-vl]-4-[(2-oxopvrrolidin-1-vDDmethvl]benzamide
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-NO NH (147) The title conmpound was prepared
follow ng procedure and work up descri bed for exanple

wd ddhoforgst arting from 4-di met hyl am nonmet hyl - beceeyi008/060884
chl oride (prepared in DCM from 4-
[ (di nrct hyl am no) ntt hyl ] bcnzoi ¢ acid (Enam nc), oxalyl
chl oride and cat tic anount of DM follow ng the
procedure descri be m@r exa Ie 127, step a)). The

title conpound was savvhte solid (13.7
nmy, 45%. HPLC, Rt:/. . LGB M
(EST): 418.2, M .4 13 ﬁi}/ 1127283
PCT/ EP211118/0 4 The fol I ow g i onal

conmpounds ( Exanpl'es 148-182) of Table 1 have been
prepared follow ng the ab&vg protocols. Table I:
Exanpl es of additional Tri A Popyri di ne conpounds HPLC
The thRe Mhipoaramp A ME Fl oS P&tk ta¥id WBrR)up( &3kdibed fi 1
e R oo d seprg o 1R’?2é1;f§_agfbc T rR)up | ed for t‘axamp e
140 buhstirtongy ﬁenh§}+[§339mnyh®kshn}hwi)myhyﬂqu@yh(ehlorlde (prepared in DCM

trifl 1.2.4]trl llolL1l, 5-
from &Hﬂ-g ?gpgl\%% n- g]ybb}e ﬁLléZrO)]ﬂa ]%ﬁ(‘?}fig(gfl?fﬁgﬁ? OOécaly% c%lorlsde and catalytic
amouhty &f OINIF O l1eRing fhie p'lro&cfu% desceibed ff@rp)éka’:)ﬁpmojzﬂ %93)) The title

(trifluoromethyl)[1,2.4]trlazolo[1,5
comppgldewgsepiteineds argoff-white solid (73.6 mg, 27%) HPLC Rt 2 43 min (purity: 94

0 r oxypl perldl n-1-

%) L% 19[);@ IYIdd/ES %é#z%‘m o(béﬂ)zk}z [ 5- (cycl opr opyl am no) -7 150
~~ (trifluoromethyq[1, 2, 4]tdazolo[1,5 90.2 2.44

44lr eI | ow solid

d 2-yl L1 dln-1-
‘gl py“ n b malvDL nzol {1.5-a|pyridin-

(142)
The title compound was prepared following procedure and work up described for example
140 but starting from 6-pyrrolidin-1-ylpyridine-3-carbonyl chloride (prepared in DCM from
6-(1-pyrrolidinyl)nicotinic acid (ABCR), oxalyl chloride and catalytic amount of DMF
following the procedure described for example 127, step a)). The title compound was
obtained as a beige solid (18.5 mg, 14%). HPLC, Rt: 2.70 min (purity: 97 %). LC/MS
M (ESI): 432.2, M(ESI) 430.2.

Example 143: N-[5-(cvclopropvlamino)-7-(trifluoromethvl)[1.2.4]triazolo]1.5-a]pvridin-

2-vl]-6-methvinicotinamide
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151 .-N pyri roneth-6-4-hydroxypi eridi 99 285 462
off-white solid ( pyrldln-2-yl](4hydroxypl perldin-I N
wo bjowbengd nant de  FF F ] N-[5-(cycl opropyl an negr/EpHoglocosss

n,- " pyroroneth-6-pippiperazie.zin-olo[1,& 90.1 2.4
447 yell ow solid NNa]pyidinZyI]S—I-N
yl nicotinam de rF N N-[5-(cycl opropyl am no)-7- d

11 1 (trifluoromethyl [l\l]:|24]|\/hzolo[15153n2yl] 6-

95.9 2.8 406 pal e yell ws Qalpyrid (d i nethylam
i no)n icotinamide 954 e N
(cycl opentyl am nof [{]I aEIoI N 0 a] pyrldln-2

yl']-Smorpholin-4 8 36486 V\,hlte Iol
yl ni coti nam de kr ofF Yom 3r
N{ 5- (cycl opr opyl am no) - 7- ﬂi g)rx n
(trifluoronethyl)[1,2.4]trrazolo[1,5 err-~
The ta]epgorrmp!hund %@Iﬂre}&mﬂ) fplooting) procO@urd.add wtB uphdiﬁtserﬂsscoll fod example
ylni.co
140 lzlay%?raﬂgx%? 2% H&?}%Néip}?’“ﬁ?‘i? icabgny chlgride (grgpared igsDsdh from 6-
methﬂﬁi%oﬂ‘ﬁlb ta8idS 8kaIgl clﬁ@@%_é;aﬁ%i catMitic LRyt IMF {foWBtNthe procedure

| 'am no) ni cot i nani de
described for example 127, step a)). The title compound was obtained as a cream solid (14.6

mg, 13%). HPLC, Rt: 2.35 min (purity: 97 %). LC/MS M'(ESI): 377.2, M(ESI) 375.2.

Example 144: N-[6-(4-hvdroxy-3-methoxyphenvl)[1.2.4]triazolo[1,5-a]pvridin-2-vl]-4-

(piperidin-1-vimethylbenzamide

O/
HO
0O
Z>N-N
S>—N
=\ H N

(144)
Step a) Formation of 6-{3-(methyloxy)-4-[(phenylmethyl)oxy]phenyl}[1,2,4]triazolo[1,5-

o~
O

alpyridin-2-amine

N-N
(5,
N

To a reaction vessel containing 6-bromo[1,2,4]triazolo[1,5-a]pyridin-2-amine ((AS), 3.44 g,
16.1 mmol, 1 eq.), 4-benzyloxy-3-methoxy boronic acid (5.0 g, 19.3 mmol, 1.2 eq.,
Synthonix) and cesium fluoride (7.34 g, 48.3 mmol, 3 eq.) in dimethylformamide (60 mL) and
water (24 mL) was added bis-triphenylphosphine palladium dichloride (0.3 g, 0.4 mmol, 3%).
The vessel was purged with nitrogen, capped and heated at 80 °C for approximately 18 hours.
After this time, the crude mixture was filtered through celite washing the celite with ethyl

acetate and water. The resulting filtrate was extracted with ethyl acetate (3 x 150 mL) and the
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WO 21)1)9/1127283 PCT/ EP211118/ 060884 Table 1:
Exanpl es of additional Triazol opyridi nc conpounds
wd gvhgh2gs HPLC  Exanpl e Structure Nane purity gai/np2008/060884
(ES) Appearance r [ tart- butyl
[ 5-(cycl rop | am no) -
Combtn@i[i |0F$31%Cr lanesp Hg}f:g 0@1 W&f&%ﬁ[ﬂfat@d% vacup. 3R rgsplbig residue was
2
punﬁ?/(ﬂ)% ?lgself‘%dg?ﬁl}nﬂé @%fbgﬁa’t%érw @%&?&e@ﬂ@?&r@%ﬁhﬂétﬂer 1:18f%sive the title
compOayl bohekphansala) [482,4]86% a2t Io],1RE- 2.93. min2 (185itd 46%). LC/MS

DAYEgﬁghgﬁhgb?ﬂég%gz{hginbzkyl]-4-[(4-hydroxypiperidin-l-

(cycl ohexylam no)[1.2,4]triazolo[1,5 159 is 94.7 3.47
&@ﬁﬁmmwhwmgﬁme%wz %%M%w%MwwWM4Mmmn&
-ter yl)nlcoNnamide it N[5 A" (cycl ohexylam no)
alpyralinPoik-4teipefding - Jﬂe@ﬂwl)bwgmzdz 3.68 403 brown sol i d
a] pyrldln-2-yp-6-(1 Hpyrazol-1 Y 1-~ yl)nicotinam de
tort butyl 4{5-({C5 161 " N
, (cycl ohex mnino)[l 2,4]triazolo[l.5 95.4 3.85 521
of f-white
a] pyrldl n-2- yI] nlno}carbOnyIprrIdIn 2 "~ j
yl ] pi per azi ne- 19arbexylate f u- ' o IF ,(
N-[5-(cycl opropyl &

(trifluoromethyl)[ 2.4 rﬁld\k); 182 "~98.5 2.47
436 white solid id ~o'g]pydi ﬁ .[(
hydroxypropyl)an1no]n|cotlnan1de

N-[ 5- (I sopropyl am no) -7

To a reaction vessel containing the 6-{3-(methyloxy)-4-
[(phenylmethyl)oxy]phenyl}[1,2,4]triazolo[ 1,5-a]pyridin-2-amine (104 mg, 0.3 mmol, 1
equivalent) and pyridine (0.063 mL, 1.2 mmol, 4 eq.) in dichloromethane (1 mL) was added
4-piperidin-1-ylmethyl-benzoyl chloride (142 mg, 0.6 mmol, 2 eq.) as a solution in
dichloromethane (2 mL), dropwise. The vessel was capped and heated to reflux for
approximately 16 hours. The reaction mixture was cooled and the solvent removed in vacuo.
The residue dissolved in DMSO (1.5 mL) and purified by reverse phase preparatory HPLC to
give N-[6-(4-benzyloxy-3-methoxy-phenyl)-[1,2,4]triazolo[1,5-a]pyridin-2-yl]-4-piperidin-1-
ylmethyl-benzamide as a white solid (14.9 mg, 9%).

Step ¢) Formation of N-[6-(4-hydroxy-3-methoxyphenyl)[1,2,4]triazolo[1,5-a]pyridin-2-yl]-4-
(piperidin-1-ylmethyl)benzamide

N-(6-{3-(methyloxy)-4-[(phenylmethyl)oxy]phenyl}[1,2,4]triazolo[1,5-a]pyridin-2-yl)-4-
(piperidin-1-ylmethyl)benzamide (14.9 mg, 0.027 mmol) was treated with trifluoroacetic acid
(2 mL) and the reaction mixture was stirred for 1 hour at 75 °C. The reaction mixture was
cooled and the solvent removed in vacuo. The residue dissolved in DMSO (1.5 mL) and
purified by reverse phase preparatory HPLC to give the title compound as a white solid (1.4
mg, 11%). HPLC, Rt: 2.23 min (purity: 99 %). LC/MS M (ESI): 458.2, M(ESI) 456.2.
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163 } 1 (trifluoronethyl)[1,2.4]triazolo[1,5- 97.7
3.00 463 off-white solid
wael@yprdsn- 2-yl ] - 6- (morphol I n-4- ° Jr c PCT/EP2008/060884
yl met hyl ) ni coti nam de N[ 5-[(pyrrol Id I n-3ylnethyl
)am20}7 6164 ~~ (tr|f| uororrﬁthyl 1, 2. 4]tr| azol o[l Si

N de Oge T | ~N[5165[r'~
%@%&% mino)[ 1.2, 4] triazol o[ 15- 90.8 2.17 434

yellow oil " a]pyriein-2-yl]-4-(piperazin-1 (
yl met hy) benzam 39 WD 21)1)9/027283

PCT/ EP211118/0 Jabl e 1: Exarrpl es of additi onal

Triazol opyridinc c ( ont d? ) HPLC Exanple
Structure Nane purity fgld/@)\, ance r .-N
-j1-)1 -1, - N[5 988 NoH

(cycl ohexylam no)[1.2,4]triazol o[ 1, 5N BN .3 2.24 462

yellowoil I | ~ ~
a] pyridin 2-yl}4[ (4- forrTyI ﬂi4§brazin 1

The %Lf):)?c {1{1 beafrglpr%prared fqr%lov&sufgl L?Cg?lf s Iagczio ogF ]]-.lpy T bnegi) fof ‘example
145 %t B&axﬁﬁ fy&h! emephyipyridind\Bahitwhydichioddy | (prepeeti Mamche from 6-
N-[ sec- butﬁll am_no) - 7-

meth}dmcatrl@f petl, axalyl ehienidg qno!s%éf_ﬁW% pEprntf PMFgfoilgging the procedure
descn%g%ig Isﬂ:!lﬁ}ﬁ??%#é*éff? OJFhéjtl le comp ound was o talned as a gream solid (5.2

oxye am no ni CO | nam or
mg, 24%). HPLC, Rt: 1.52 min (purity: 98 %). LC/MS M'(ESI): 3761 M(ESI) 374.1.

Example 146: N-[6-(4-hydroxv-3-methoxyphenvl)[1.2.4]triazolo]1.5-a]pvridin-2-vl]-4-

[(2-0x0pvrrolidin-1-yl)methvyl]benzamide

O/
HO
0
Z>N-N
S>—N
= H N
0

(146)

The title compound was prepared following procedure and work up described for example

144 but starting from 4-[(2-oxopyrrolidin-1-yl)methyl]benzoyl chloride (prepared in DCM
from 4-[(2-oxopyrrolidin-1-yl)methyl]benzoic acid (Enamine), oxalyl chloride and catalytic
amount of DMF following the procedure described for example 127, step a)). The title
compound was obtained as a white solid (4.1 mg, 28%). HPLC, Rt: 1.68 min (purity: 98 %).
LC/MS M'(ESI): 458.2, M (ESI) 456.2.

Example 147: 4-[(dimethylamino)methvl]-N-]6-(4-hvdroxv-3-

methoxyphenvl)[1.2.4]triazolo|1.5-a]pvridin-2-yllbenzamide
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u?-rr NJ[5-(sec-butylamno)-7 169 T " -~,-
chloro[1, 2. 4]triazol o[ 1, 5-a] pyri di n- 2- yI] 6 98.7 2.49
wdHidophizge solid [ (3-hydroxypropyl)am no] ni cobd1apiodsossss

O NuN NJ[5-(sec-butylamino)-7 170 N _'N
chloro[1l.2.4]triazolo[1.5a] pyridin-2-yl}6 98.2 3.5 430
white solid N O mypholin-4-ylnicotinande O
N-[ 5- (sec- but yygm o) - 7-
chloro[1l.2.4]tria o[ | . 5- a]pyrlgln 2-yl]-4 171 " "

4 I

{[(2- 96.1 2.27 448 Nol

nmet hoxyet hyl ) (et hyl ) am nzan1de -
N-[ 5- (sec- butyl am i no) -¥ chl o o[1 2. 4]t
riazol o[ 1, 5a] pyrid in- 93 3. 14 359 pal e] brown solid "

2-yl]-6-methyl nicot i namide O N[7,LNkpro 5- 173
(i sopropyiamno)[1,2,4]triazoio[1,5- 98.1 2.99 331
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G oup 2: Experinmental group (Conpound of the invention
Dose 1 is 3ng/ kg) received a conpound of the
wo Booentizen and injection of LPS; G oup 3: EXpepd1EPi088/060884
group (Conmpound of the invention Dose 2 is | O/ kg)
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passed through a No. 10 nmesh U.S. sieve, and then
m xed with a previously prepared solution of
woregpeenyst al | i ne ccl I ul osc and sodi um car boxypet/hyi008/060884

cellulose (11:89, 50 ng) in water. Sodi um benzoate

(10 nmg), flavor, and color are diluted with water and

added with stirring. SuffA%®8nt water i s then added

to produce a total volume of 5 m. Formulation 4 -

Tabl ets A conpound of Fornula (1) is adm xed as a dry

powde Exantie 483 rEnayeiednhibitibm dasavisiinayitroapPKdxssmse

1:2 weight ratio. A mnor anount of nagnesium stearate

is added as a lubricant. The mxture is forned into
Assay$oReR0Perf@nicabinel $3841R8H 306t ”@S&ﬁing,c 1B o)) CRMMUNGing the human

according to the invention) in a tablet press. o
reconfborant 1Atk bas 8n -enzyheend MMBR (curpo basic gfrotewy pstatq/Willipgre, #13-

di.ss ed in.a buffered sterile saline injectable
104) BBOSEEE Bttt Gsead ol bad B8 misASubBhF 4% Gmpuat of TP
remaiﬁdﬁl/gl'ﬂfter EBpiMHRGO32 7 PREIERLLBIsES kitGrdn Oadbikx4

ains 1. A triazolopyridine conpound of formula |: R4
O RB/ NRs N ~HRN z R Formula (1) wherein R
Matetials edsfrom a. hydrogen; b. Cl-C6-alkyl; c.

- | optionally substituted with Cl-C6-al kyl;

CompdundRERbe ; tefed GRrE3tisylebddh Ky, DBISO6atah koxyentdation of 10 mM.
C3-Cs-cycl oal kyl sul fanyl, Cl-C6-al kyl sul fanyl: and .

Subscguery difptigusyruers dreeiaret B PRy PMR upgs aBipmsh {Soorkstation. 5 L

o aJEHSLARLIR AP LG O S Ao B RLATAL 1 o
substiatts AER, 7. ®MAMBP 450 ng/uL) diluted in ASK1 buffer (20 mM Tris HCI pH 7.4,
0.001% Brij35, 0.01% BSA, 5SmM MgCl,, 1 mM DL-Dithiothreitol) were added, followed by
5 uL of human recombinant ASK1 enzyme (22.5 ng/mL) diluted in ASK1 buffer in order to
start the reaction. The reaction ran for 180 minutes at 30°C before the addition of 5 UL of stop
solution (Cambrex, #L.T23-231). 10 UL of Pklight ATP detection reagent (Cambrex #LT23-
233) were added. After 120 min of incubation, luminescence was measured on a Perkin-Elmer
Victor 2 spectrofluorimeter. The percentage of inhibition relative to the fluorescence observed

in the presence of solvent (1% DMSO) alone was determined. The ICs values for inhibition

were determined in triplicates on at least 2 separate occasions.
The results are expressed in terms of 1Cso (the concentration of compound required to give a
50% decrease in enzyme activity) and are presented in Table 2 below for compounds of

Formula (I).

Table 2: ICso on ASK1 in nM

Example No. ICsp (nM) Example No. ICsp (nM)
2 700+£200 86 110£50
3 8000400 87 5960
5 170005000 89 460+50
7 7000+1000 90 700£100
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Example 184: Lipopolysaccharide (LPS)-induced TNFx release assay in mice

146

138+30

147

5500

169

119 £29

Rationale

The administration of LPS induces the release of TNFa from white blood cells
(monocytes, macrophages, Kupffer cells, etc) and endothelial cells into the blood. This is a
model for cytokine release that occurs during inflammation. Free radical scavengers
(Edaravone, N-Acetylcystein, etc) were shown to reduce LPS-induced TNFa release in mice.

ASK1 mediates free radical pathways. Based on this mechanism, the blockade of ASK1 by

specific inhibitors should reduce LPS-induced TNF release in mice.

Method

Female C3H mice (Elevage Janvier) (8 week old), received E. Coli’s LPS (O111:B4,
Sigma, 0.3 mg/kg, ip) after the administration of the test articles. Ninety min later, the animals

were sacrificed and the blood was sampled. Plasma levels of TNFa were determined in serum

using an ELISA kit (R&D). LPS was solubilized in sterile saline.
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Cl - c6-al koxy-Ci - kyl), xi. 5 to 6-nenbered
Sum a5¥8?@1€fépgé‘¥ﬁlgﬁl-%lg66 al kyl having a heter oat om
The afhgEHhvert diviasd Mt@B@rdhps X6 miceadicl@rddp):C6- al kyl ; g. 5 to
10-ncnbercd heteroaryl having at | east one heter oat om

Group, &) (senteq) LFSo rsadived Oey/o EMG9:353n v qop- 2 mytipiectirao il RS
| g VA di it yt
Groulg?. R glilmglﬁgl gl%ou? h@o?ﬂgl %(\1/\4 %%tthé) ?tgjghﬁoé ET%%% all 1(L)§ ?rﬂg)ﬁH tPecelved a
comp@iinrdCi-tat kykntion dnd iﬁj&ttﬁtﬁrﬂm aI kyI whcrcin amno is
lected from - N NHC1 - al kyl or
Group fiu( @F‘PW%‘FRWIPE (AepeFH C?Elet e pBsPescuet 40me/ke) received a
comp&r@oﬁhé‘ﬁiveﬁt%%ﬁfé@tl&mPS)r different, and wherein
he two substituents may forma 3 to 8- merrbered
Grouﬂn dt &éxpayntwall gphp WCompolrel Of the mherttont Pese Aine 3Gmpakghecteived a
to whcrcin t het er IoaI kyl is optionally
compigsE e HEE i SR BETI S o1 hy it oxy, rv.
Grou%ﬁéﬁé%@é( ¥rofp @@:‘eﬁjeh)ﬂﬁé reféfence'\dﬁn{p%uﬁ@{ﬂé%rﬁgthasone) and i 5_]ectlon of
eteroaryl -G - C6-al kyl having as heteroatom 0),
LPS. or 6-ntnbcrcd het erocycl oal kyl - Cl1- C6- al kyl havi ng at
| east one heteroatom selected fromO and N, vii. 5 or
6- nenber ed heterocycl oal kyl having at | east one
Calcdlgti@t oat om sel ect ed

Inhibition of TNFa release was calculated as follows:
% inhibition = 100 * (1 - (TNFa X) / TNFa 1))
Where TNFo 1= TNFo concentration in group 1 (pg/ml), TNFo X= TNFa

concentration in group X (pg/ml).

Table 3: Percentage of inhibition of LPS-induced TNF« release in mice by compounds

of the invention:

Example Dose (mg/kg) Route % inhibition
Example 2 30 po 4948
Example 30 30 po 43+3
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fromO and N optionally substituted wth hydroxy,
-C(OOR wherein R is Cl-C6-al kyl, hal ogen or
wého00022kkyl , viii. amino, ix. -NH(am no- C C6-pdKEPI08/060884

X. -N(Ci-C6-alkyl)2; R6 is selected from a.

C - C6-al kyl optionally substituted with one or two
Formulationsy groups, b. phenyl optionally substituted with

. groups i. halogen ii.

Prepffatigh’d S R O oL RS 1t 2107 0611854
Forrnulnatlon C1-Tablead koxy; c. 5 or 6-nenbered heterocycl oal kyl

havi n het er oat om sel e ted rom 0, and tiopnall. .
A cogiutPofiaime AR & MeRxal kg f, dry essiefity i Bl biider in an
approQﬁ’ﬁdt@m@' WigBURES | A Whie Whéibht B ma@R&kiurk stearate is added as a lubricant.
V\ﬁerel nnequals 1, 2 or 3; R7 is a. hydrogen

The r@lp(tur@ is fgrm@@.uap 130278 rmR@abdgisl (§979¢ mg dlozative c@mpound according to
them Bber ag)eg)elt%rt cI oSaI kyl with the N to which they

5?% 3tpt 5408 % MH&r ei n the heterocycloal kyl is

optionally substituted with CL-C6- alkyl; Rs is

sel ected from a.hydrogen; b.hydroxy; c. Cl-C6-alkyl
M@%&a@l@%st ituted With hydroxy;

A COHIP%Q % oal(ﬁyi (ﬁ{monaﬁ %b@?\f({eﬁt@ %C%tﬁl%g‘;al‘ﬁ{@m i an

approimsatbdgtli WHighdra(ﬁlo (Dﬁe ailktyake ishfillda iato B50menepawes (125 mg of active
het er ocycl oal ky] having a heferoatom sel ected fromN
compgygl 35corgiig 9B InyCRUpISIS CARSEE®) Wi t h C1- C6- al ky! ;

Formulation 3 — Liquid

A compound of Formula (I) (1250 mg), sucrose (1.75 g) and xanthan gum (4 mg) are blended,
passed through a No. 10 mesh U.S. sieve, and then mixed with a previously prepared solution
of microcrystalline cellulose and sodium carboxymethyl cellulose (11:89, 50 mg) in water.
Sodium benzoate (10 mg), flavor, and color are diluted with water and added with stirring.

Sufficient water is then added to produce a total volume of 5 ml.

Formulation 4 — Tablets

A compound of Formula (I) is admixed as a dry powder with a dry gelatin binder in an
approximate 1:2 weight ratio. A minor amount of magnesium stearate is added as a lubricant.
The mixture is formed into 450-900 mg tablets (150-300 mg of active compound according to

the invention) in a tablet press.

Formulation 5 — Injection

A compound of Formula (I) is dissolved in a buffered sterile saline injectable aqueous

medium to a concentration of approximately 5 mg/ml.
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c.5 or 6-nmenbered heteroaryl having a heteroatom
selected fromN and O optionally substituted with
wEho000228kyl ; d. phenyl; Rio, Rif and R12 are paghp2008/060884
i ndependently selected from a. hydrogen; b. hal ogen;
c. hydroxy; d. G -C6-al kyl; 149 WD 2009/ 027283
PCT/ EP211118/ 0611884 «c¢. Cl-C6-al koxy; f cyano; g.
-C(ONH(Cl -C6-al kyl )am no wherein the amno is
-N(CHB) 2); and  h.-NH2. 2.~Atriazol opyridinc conpound
according to claim1 vvhereTn—R is selected from a.
hydr ogen; b. Cl-C6-al kyl; c. C2-C6-al kenyl optionally
substltuted with G IkI d. NR6R7; C.
cé\@zweyr&anwwpmd@?f@@%@yb oal kyl sulfanyl; and g.
5 or 6-nenbered heteroaryl having at |east one
het eroatom sel ected fromN, S and O optionally
substituted with G -C6-alkyl; R2 is selected from a.
hydrogen; b. d or Br;R%. aryl optionally substituted
with Ro, RL1 and/or ; and d. 5, or 9-nmenbered
het eroaryl havi at |least o het er\dat om sel ect ed
fromN, S and 0 ang~opt | subgtittted with Cl-C6
al kyl; or Rl and R2 |t aken |t oge Norma -CC CC
group-; R is sel d f.Nem & hydHogen;

Formula (1)
wherein
R; is selected from
a. hydrogen;
b. C;-Cs-alkyl;
c. C,-Cs-alkenyl optionally substituted with C;-Cg-alkyl;
d. -NRsR7;
¢. C3—Cs-cycloalkoxy, C;—Cs-alkoxy;
f. C3—Cs-cycloalkyl sulfanyl, C,—Cs-alkyl sulfanyl; and
g. 5 or 6-membered heteroaryl having at least one heteroatom selected from N, S and
O, said heteroaryl being optionally substituted with C,—Cs alkyl, halogen, or C;—Cs
alkoxy;

R, is selected from

a. hydrogen;

b. halogen;

c. aryl optionally substituted with R;, Ry and/or R;,; and

d. 5 to 10-membered heteroaryl having at least one heteroatom selected from N, S and

O and optionally substituted with C;—Cs alkyl;

or R; and R; taken together form a —C=C-C=C- group-;
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b.chloro; bronmp; c.nethyl; and d.CF3; R4 is selected
from a. hydrogen; and 150 WO 2009/027283

washh 2431118/ 0611884 b. furanyl; R, is sel eckedrbi1008060884
a. Ci-C6-alkyl optionally substituted with at | east
one of the follow ng groups i. alkoxycarbonyl, ii.
G -C6-al koxy, 1ii. -NHC(OR wherein R is aryl

ot iionaldyy sypstituted with G -GC6-al kyl, iv.
beﬁzly%y; % aryl -Cl-C6-al kyl; c. 5 or 6-ntnbcrcd

het kydvegopt - C1- C6- al kyl having a heteroatom sel ect ed

flgbo&N, S éand O optionally substituted with
aP: B2 Y1 hal ogen or Ci-C6-al koxy; d. C3-C6

cycopal awdyl 8ptidmanalshstis@stvith Ut RestWnt fluBRenyl; c. 3 to
8-ntnbcrcd heterocycl oal kyl having a hctcroatom

selected fromN, S and O optionally substituted with

an, acyl gr . f aryl optionally substituted with at
" RdE B e Fol | owing groups .G -Cboal Kyl . ii.

hallg@fygen;idnd. Cl- C6-al koxy, iv. perfluoro-G -C6-alkyl,

v. at |east one G -C6-al koxy optionally substituted
Wibt_‘ho@-n(%até:re;@ob@er@mgﬁvpg at {gpst qyﬁé),ﬁqrgatqmi selected from N, S and
Clg.Co-al kyl sulfonyl, wviii. -NC(O G -C6-alkyl, ix.

am’no- G - C6-al kyl wherein amno is selected from -NH2,

-NHC, - C6-al kyl, - N(G -C6-al kyl) z,

N(Gi.- C6- al kyl ) (G - C6- al koxy-GCi -C6-al kyl ), and the two

sBsdt persit &0y - 06- al kyl can be the sane or different,

aRdepeenadhd obithaliPRubssiHRST vitH @Picst/BRY of BT Rowink Lroups
8- nenbered heterocycloalkyl with the N to which
1. alkoxycarbonyl,
it. C;-Cg-alkoxy,
iii. -NC(O)R” wherein R’ is aryl optionally substituted with C;-Cs-alkyl,
iv. benzyloxy;
b. aryl-C;-Cs-alkyl;
c. 5 or 6-membered heteroaryl-C;-Cg-alkyl having a heteroatom selected from N, S
and O optionally substituted with C;-Cs-alkyl, halogen or C;-Cs-alkoxy;
d. Cs-Ce-cycloalkyl optionally substituted with phenyl;
¢. 3 to 8-membered heterocycloalkyl having a heteroatom selected from N, S and O
optionally substituted with an acyl group;
f. aryl optionally substituted with at least one of the following groups
1. C1-Ce-alkyl,
ii. halogen,
iii. C;-Cg-alkoxy,
iv. perfluoro-C;-Cs-alkyl,
v. at least one C;-Cs-alkoxy optionally substituted with C,.Cgs-alkoxy carbonyl,
vi. phenyl,
vii. C;-Cg-alkyl sulfonyl,
Viii. -NHC(O) C;-Ce-alkyl,
ix. amino-C;-Cg-alkyl wherein amino is selected from -NH,, -NHC,-Cs-alkyl, -

N(C;-Cg-alkyl),, N(C;-Ce-alkyl)(C;-Cs-alkoxy-C;-Cs-alkyl), and the two
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they are attached to and wherein the heterocycl oal kyl
is optionally substituted wth Cl-C6-alkyl or with

whyY@boxes3 X. - N( G - Co-al kyl) PCT/EP2008/060884
(Gi - C6-al koxy-Gi -Co-al kyl), xi. 5 to 6-nmenbered
er oat om

h | oal kyl - I kyl h h

s:It oct oK CSFI?%%SNCEE@ a§<oyl 70 Dehe \c/ﬁ'arql%l&arc@?ftarw and)whergyy the two

2009/ O%Zl?s% nglalﬁ{o%ﬁ LBt heﬁeré,%cﬂognﬁ@? Ct{ﬁéjN to which
avi n C

het er oar yI | east one het eroat ctc
f r om Nthaypire eftadhey ts aid tvhtrgire thevlictdnodyaloatigh s @rimnhlly substituted

pyri di p ituted with at | east one of
t he fol"%/wlng &XL%‘yWEI? EY 9%%gen, ii. Cl-Cé-al kyl
optional 1N(C§L@6551k§zl?1t@ldcgﬂfaﬂ<8x3iac5 QLali§ylyrcber cd
het er ocycl oal kyl avin east one het er oat om
scl cct gt Br den @mmmbergd ihicterogyclorlkgl-Fefhellod having a heteroatom

het er ocycl .o ing at | east one heteroat om

Cl oot SebRF ENARY . iv. -NH(hydroxy-Gi-Cb-al kyl ),
V. - NHx{ibamiRlgberegalret er oaryl - G - C6-al kyl having as
heteroatom Q), vi. 5 or 6-nenbered

h@t Y% é@f@}ea&ekﬁﬂ h.etgroagﬁ.lg@w@ at ey oy hgterpatamgiselsgied from N, O or S
ne %ﬁg&%cgp% ﬁlﬁtg?m Ha[ogg;é’talﬁand N, vii. 5 or 6-nenbered

er ocyc havi n east one heteroatom
sél pyptidinyl cfpltlomlfy sabstithted ptithon ddasyorlddsiid folib @thgngrotips
hydroxy, -C(O OR whcrcin R is G -C6-al kyl, hal ogen
or C C&-MRM9&FM viii. amino, ix.
- NH( anijng- @ -4 -1al kyl), X -N(G-C6-alkyl)i; R6is
sel ected from Cl- C6-al kyl optionally substituted
Wi th onie aminoy@- -Gyralkpixyhgreoupsinobs sgheny frooptNidnaNHC,-Cs-alkyl

bl ShentCre oy PP subrucy Coudhegh o e same
5 or GopRiageRd aﬁ’&%%&%/ GO K VhbshRvhRIndy Reheh Bai08membered
selected from0 and

heterocycloalkyl w1th the N to which they are attached to and wherein the

heterocycloalkyl is optionally substituted with C;-Cs-alkyl or hydroxy,

iv. -NH(hydroxy-C;-Cs-alkyl),

v. —NH-(5-membered heteroaryl-C;-Cg-alkyl having as heteroatom O),

vi. 5 or 6-membered heterocycloalkyl-Ci-Cg-alkyl having at least one

heteroatom selected from O and N,

vil. 5 or 6-membered heterocycloalkyl having at least one heteroatom selected

from O and N optionally substituted with hydroxy, -C(O)OR’ wherein R’ is

C;-Ce-alkyl, halogen or C;-Cs-alkyl,

viil. amino,

ix. -NH(amino-C,;-Cs-alkyl),

x. —N(C;-Cs-alkyl),;

R is selected from

a. C;-Cs-alkyl optionally substituted with one or two hydroxy groups,

b. phenyl optionally substituted with at least one of the following groups
1. halogen

it. C;-Cg-alkyl,or
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optionally substituted with is G -C6-al kyl; d.
C3-Cs-cycl oal kyl optionally substituted with Rs; and

W@ 200005408 "ROwherein n equals 1, 2 or 3; R7 i SP@I/EP2008/060884
hydrogen or b. Cl1-C6-al kyl; or 152 WD 2009/ 027283
PCT/ EP2-1111€ /%16118 8 4 or R6 and R7 can forma 3 to
8- membét-dd-het€PBBycl oal kyl with the N to which they

ale sal ?—Me&éﬂ ﬁ&gro\ggﬁémﬁit(ﬂ %a%lc%_gtlgeﬁf%f?ﬁl%%élﬁéd F8m O and N

optionally substitut

seboaialy shbguted withdreGealkyl; b. hydr oxy;

c.upsybstituted or substituted G -C6-3l kyl wherein the

s&b@fi&ﬁé‘ﬂpﬁgﬂh‘g]@iﬂ@%f? Stl‘i’i‘?‘%(‘fﬁb&&(ﬁn-g%- al kyl ; and

Ce: _L\{fdﬁ{zR REWheeisglegedied £ 6:0m a. C3- C3-cycl oal kyl

opti ona | y substituted with an unsubstituted

Cl-C6-al kyl; b. 5 or 6-nenbered heterocycl oal kyl

hfi%iing a heteroatom selected fromN and O optionally

suBstituted with d-Cs-alkyl; c.5 or 6-menbered

hatgy@@%@fllorhavi ng a heteroatom selected fromN and O

optionally substituted wth Cl-C6-al kyl; and

d bphehytalkylR10, R 1 and R12 are each i ndependently

selected from a. hydrogen; b. fluoro, brono; c.

hydroxyl; d. G -C6-al kyl; c. Cl-C6-al koxy; cyano;

g.or R&(a0) RH(c2h -f6ia al3kiyl §-agboredhetebdyctdatkydmiithahe N to which they
’a\lll(recall_t?a)cﬁgd toaa{]n% wﬁéreill\lu_tllz_é heterocycloalkyl is optionally substituted with C;-Ce-

alkyl;

Rs is selected from

a.hydrogen;

b.hydroxy;

c. C1-Cg-alkyl optionally substituted with hydroxy;
d.C(0)0-C;-Ce-alkyl; and

e.—NHy;

Ry is selected from

a. C3-Cs-cycloalkyl optionally substituted with an unsubstituted C;-Cg-alkyl;

b. 5 or 6-membered heterocycloalkyl having a heteroatom selected from N and O
optionally substituted with C;-Cs-alkyl;

c.5 or 6-membered heteroaryl having a heteroatom selected from N and O optionally
substituted with C;-Cs-alkyl;

d. phenyl;

Rio, Ri1 and Ry, are each independently selected from
a. hydrogen;

b. halogen;

c. hydroxy;

d. C;-Ce-alkyl;
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153 WD 2009/ 027283 PCT/ EP211118/0611884 3. A
triazol opyridi ne conpound according to claim1l of the
wo odobeyi2gg Fornmula 1-1 R7-N R6 O RZ \ N - NN pd1/BE2008060884

N Formula 1-1 wherein R2 is hydrogen or bronp; R3 is
seld%ct ed froma. hydrogen; b.hal ogen, and

-allg OR% optionally substituted with at |east one
fle u(§,ra9'. R5 is selected froma. Cl-C6-al kyl optionally
substituted with at | east one of the follow ng groups

i g SCC@NEICkeyatleylmomipd whiciein Bk -a@8a@iskO¢H:).);iand
- }—lﬁ% JR wherein R is aryl optionally substituted
it "-C6-al kyl, iv. benzyloxy; b. aryl-d-C6-alkyl;

c. 5 or 6-nmenbered heteroaryl-Cl -C6-al kyl having a
het eroatom sel ected fromN, S and O optionally

2.5 ibsterelapwdding eomEiundscedritipi fo blainadevhesein Cl - 06- al koxy:
d. C3-C6 cycloal kyl optionally substituted with
phenyl; e. 3 to 8-nenbered heterocycl oal kyl having a

het, e eaéorsd Behected from N, S and O optionally
substituted with an acyl group; f aryl optionally
s@b@!fqr%ﬁned with i. C-C6-al kyl optionally substituted

WU S L e, U
2 @Oeé Q- Z%Ble@leEﬂlZylﬁlbit&uteﬁ it DC 8 Cg-akyl,
d. -NRgR7;
¢. C3—Cs-cycloalkoxy;
f. Cs—Cs-cycloalkyl sulfanyl; and
g. 5 or 6-membered heteroaryl having at least one heteroatom selected from N, S and

O optionally substituted with C;—Cg-alkyl;

R, is selected from

a. hydrogen;

b. Cl or Br;

c. aryl optionally substituted with R;, Ry and/or Ry,; and

d. 5, 6 or 9-membered heteroaryl having at least one heteroatom selected from N, S

and O and optionally substituted with C,—Cs alkyl;
or R; and R; taken together form a —C=C-C=C- group-;

R; is selected from
a.hydrogen;
b.chloro; bromo;
c.methyl; and
d.CFs;

R4 is selected from

a. hydrogen; and
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v. at |east one Cl-C6-al koxy optionally substituted
wi th Cl-C6-al koxycarbonyl, vi. phenyl, vii.

w6hoooo2abky!l sul fonyl, viii. -NHC(O G - C6- al kyt/EPi0¥8/060884
am no-Ci - C6-al kyl wherein amno is selected from -NH2,

-Nﬁl aIkyI - N(Gi - C6-al kyl) 2,

e al kyI)(C—CG al koxy-C -C6-al kyl), and the two
substltuents C - C6-al kyl can be the sane or different,
and wherein the two substituents may forma 3 to
Smén&é@omdiﬂmnerocycl oal kyl with the N to which they

are_a d to and mh re n he het crogcyc | k:

b ekt Sntdelly SrAT Fith B 1ot o5t ph I oy i roups
hydr oxy, alRoxycd¥o&hyl C6- al kyl) _

(G - C6a|koxyC| C6a|ky|) Xi. 5 to 6-nmenbered

het er odiy€h-atalyaxyCi - C6- al kyl having a het er oat om

T0- monbrSHAGDS; B fabiond SaECr PSR il oo

sel ect ed He y; optionally substituted with hal ogen;
and h., pyri nyI optionally substituted with at |east
oMeaigt- Ct'lCe alsili owi ng gr oups i . hal ogen, ii.

CJC 95 g%tjﬁ)%%el I?e@ér%%l ﬁ( 5-a U{}gth%gmya{ H?t@ro%o?% rs]eelected from N, S

rocyc ving~-at Ieas
h eh@ Ooqitmnal&se&@@ﬁtﬁﬂbdeﬂﬂCOC@md(yN haldgen ob CoCsalmygber ed
het gr ocycl o havi ng. at te(:{ast qQne heter oat om

U

& Eeteeled O@tlawd yNubttuted N RgRYX y - C- C6- al kyl ),
V e, 3N R BaRE %@Qr&%l@ﬁlﬁ?f HAVIT% aéﬁ@ter&it&}ilseﬁ@féh AN, S and O

het eroatom 0), vi.
h@pemwdlycshhﬁitktydima@@call gylp;havi ng at | east one
heter oat om sel ected from

BRI e gl Y et SRR P e ERERS:  { oo

hydr OXY. CQIQLESy ], b phenyl optional Iy substituted with
at | east one of the followi ng groups i. halogen, ii.
Ci - C6- al kglpgen,i i . Cl1-C6-al koxy; 155

iii. C;-Cg-alkoxy,

iv. perfluoro-C;-Cs-alkyl,

v. at least one C;-Cg-alkoxy optionally substituted with C;-Cs-alkoxy carbonyl,
vi. phenyl,

vii. C;-Cg-alkyl sulfonyl,

viii. -NC(0O)C,-Cs-alkyl,

ix. amino-C;-Cg-alkyl wherein amino is selected from -NH,, -NHC,;-Cs-alkyl, -
N(C;-Cs-alkyl),, N(C;-Cs-alkyl)(C;-Cs-alkoxy-C,-Cs-alkyl), and the two
substituents C;-Cs-alkyl can be the same or different, and wherein the two
substituents may form a 3 to 8-membered heterocycloalkyl with the N to which
they are attached to and wherein the heterocycloalkyl is optionally substituted
with C;-Ce-alkyl or with hydroxy,

x. -N(C;-Cg-alkyl) (C;-Cs-alkoxy-C;-Cs-alkyl),

xi. 5 to 6-membered heterocycloalkyl-C;-Ce-alkyl having a heteroatom
selected from N and O,

xii. amido-C;-Ce-alkyl;
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WO 2009/ 027283 PCT/ EP211118/ 0611884 c. 5 or 6-nenbered
het erocycl oal kyl having a heteroatom selected fromO

wangobb720pt i onal |y substituted with i s Cl- C6- apdiykp2008/060884
C3 Cs-cycl oal kyl optionally substitut ed vvith Rs; and
or 3;

h)gdr ogJeﬁz)gpemlEpree Ietgg)ra]lréﬁqu,q%llrfgdr%f Jeast pag &e@&ﬁtqral fslected from N

CQRRT o { hiR1dekat /g3 of the foll owing Fornul a
1%@9 HNQRQE%R]FQMI\XI%D Hgéle RARI(\iI Formula 1-2 wherein R3

| & pgiidioyleptibnadin substithted vothest ledst orteadflgefolloamnd; groups
Cl- C6- alhk | optionally substituted with at | east one
fl uor o} %5 selected froma. G -C6-al kyl optionally

subst i tilumtmu&;h o@hmlla@@sshbanﬁte@fwﬁmﬁsfo@ l6L ¥ D& @ hetRycloalkyl
d - C6- al koxycarbonyl’, ii. G -C6-al koxy, iii.

- NHC( OhrvingjatleastonRheterpatomny Isel@;md ozl @ ym@hlbst i tuted

h b
et S b B IBL e sl Pl e
het er o@toprOsRldect ed from N, S and O optionally

substi t ut ed with C C6-al |, hal ogen or G -C6-al koxy;
d. C3- 66 -MKhahpxry &ctauﬂ@%)auy substituted with

phet s BRI AERI SRR P SRR R O

sel ect @il f5r @m Nm&l‘t&mﬁi (het@pctycdrmﬂ{yl-ﬁlsﬂgbaikylt hbeidgwat Heast one
an aCylhe’[gelroatom selected from O and N,

vil. 5 or 6-membered heterocycloalkyl having at least one heteroatom selected
from O and N optionally substituted with hydroxy, -C(O)OR’ wherein R’ is
C;-Ce-alkyl, halogen or C;-Cs-alkyl,

viil. amino,

ix. -NH(amino-C,;-Cs-alkyl),

x. —N(C;-Cs-alkyl),;

R 1s selected from
a. C;-Ce-alkyl optionally substituted with one or two hydroxy groups,
b. phenyl optionally substituted with at least one of the following groups
1. halogen,
it. C;-Cg-alkyl, or
iii. C;-Ce-alkoxy;
c. 5 or 6-membered heterocycloalkyl having a heteroatom selected from O and N
optionally substituted with is C;-Cs-alkyl;
d. C3-Cs-cycloalkyl optionally substituted with Rg; and
¢. =(CH;),Ro wherein n equals 1, 2 or 3;

R7 i

a. hydrogen or

b. C;-Cs-alkyl; or
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f. aryl optionally substituted with i. G -C6-alkyl
optionally substituted with a y-lactamor 6-1actam

wo ooshziegen, iii. Cl-C6-al koxy, iv. _ PCT/EP2008/060884
perfluoro-GCi -C6-al kyl, v. at |east one G -C6-al koxy

g%té:%?g%l | |c§11lil %?gn&u;q%d@%etgﬁpfegﬁ%ergéxé qa{ky?%%@i[\l to whlch they
o] CarERHY o\ pB IR By bk OB AR C1-C

N(aﬂaylce al kyl) (C C6- al koxy-Ci - C6-al kyl), and the two

substitucnts Cl-C6-al kyl can be the sane or different,

and wherein the two substituents may forma 3 to

8RIBIREs L4l fAgher ocycl oal kyl with the N to which they

are attached to and wherein the heterocycloal kyl is

opthydregenly substituted with Cl-C6-alkyl or wth

hydr -N(Gi - C6-al kyl)
érql Aoy koxy-Gi -C6-al kyl ), xi. 5 to 6-nenbered

h%hﬁa&ﬂ%ﬁﬁit&%ﬂ@)ﬁbst%te@@ al klky | Renerdig) it dneﬁt&ﬁ@@ﬁpmdroxyl
sel ected fromN and 0; xii. am do-Cl-C6-alkyl; g. 5to

10-GhohBe Ced shidledi 81 yi having at | east one het er oat om

sel ¢ ed fromN optionally substituted w th hal ogen;
and ‘pyridinyl optionally substituted with at | east
one of the followi ng groups i. halogen, ii.

CI C6-al kyl _optionally substituted with a 5 or
e&d! fiber ocycl oal kyl having at |east one

h%t ereal %aﬁkﬁ%ﬁqaﬁy %’st@tu?c'dqm’t\lll arl ihsubsitRed € e rhened

het er ocy I oal havi'ng at | east one heteroatom
sél ecored- me‘mbmect)hand)cm;loalkyl haNit{ gy dradorgat@in- Cecaddk tbin, N and O

- NH- ed teroaryl - G - C6-al kyl having as
b op oL SHPETRE] Rnd S R oo o
h@ﬁé@@-ﬁféﬂ%kéﬁ)’ﬁd%&f?ﬁh@s}lﬁg’ b HRRYd S &kleb8@Fon®Neand O optionally
het er oat om sel ect ed and N. 157 WD 2009/ 027283

PerysEigad witB (1 eCqcalkylgargl 4
d.phenyl.

Rio, Ri1 and Ry, are each independently selected from

a. hydrogen;

b. fluoro, bromo;

c. hydroxyl;

d. C;-Ce-alkyl;

e. C;-Ce-alkoxy;

f. cyano;

g. —C(O)NH(C,-Cg-alkyl)amino wherein the amino is -N(CH3),); and
h.—NH..
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R6 is selected froma. Cl-C6-al kyl optionally
substituted with one or two hydroxy groups, b. phenyl
wOPploborakd y substituted with at | east one of tHEr/EP2008/060884

follow ng groups i. halogen ii. G-C6-alkyl, iii.

Cl1- C6- al koxy; c. 5 or 6-nmenbered heterocycl oal kyl

havi ng a heteroatom sel ected fromO and N optionally
S
3. o%ﬁ%{oa%% Hingr(iid M\%Stl (ﬁ,ltngJ g&dﬁklfa l:lalrgé o%eq% IS%G‘ggqadrh}\(ﬂall
wherein n equals 1, 2 or 3. 5. Atrlazol opyri di ne
conpound according to cIRal 3 wherein R3 is d, Br,

-CH3 or -CF3. 6. Atri azblNor?yrl di ne conpound accor di ng
to claim 3 wherein FﬁBlsCIN CH3 or -CF3. R5 is
sel ected from a. phenyl O/pt 0 ,{,Mbstltut ed with at
| east one of thefoIIFQ upg i.> G-Ce-al kyl, ii.
hal ogen, iii. G -C6-al%koxy, iv. at |east one

Ci - C6-al koxy optionally s it uted vvlthCI C6- al koxy
carbonyl, v. -NHC(O C1- ng#ﬁg 15?” .

-N(Cl -C6-al kyl )2, vii. am no- CI C6- aI kyl wherein am no
is sel ected from-NH2, -NHC1-C6-al kyl,

hsrelle( -al kyl) 2,

(,f %ln &% .- C6- al koxy-Cl-C6-al kyl ), and the two
stitue -al kyl can be the sane or different,

and V\,hereln the two substituents may forma 3 to

eterocycloal kyl with the N to which they
alRé 1%1§e$ o and wherein the heterocycloal kyl is
ogthﬁﬁ@éény substituted wth C-C6-alkyl or with
hydroxy; viii. -N(Cl-C6-al kyl)

( Gihakgicnd ddxy- O - C6-al kyl ), 158 WD 2009/ 027283

h St(é‘ E(E(tz:%%?ﬂl i 1%5? YSCT%%&m?IdR’V%h ﬂg%ﬁgﬁgnbegﬁﬁog? troat om

Rs is selected from
a. C1-Ce-alkyl optionally substituted with at least one of the following groups
1. C;-Cg-alkoxycarbonyl,
it. C;-Cg-alkoxy,
iii. -NHC(O)R” wherein R’ is aryl optionally substituted with C;-Cg-alkyl,
iv. benzyloxy;
b. aryl-C;-Cs-alkyl;
c. 5 or 6-membered heteroaryl-C;-Cg-alkyl having a heteroatom selected from N, S
and O optionally substituted with C;-Cs-alkyl, halogen or C;-Ce-alkoxy;
d. C3-Cs cycloalkyl optionally substituted with phenyl;
¢. 3 to 8-membered heterocycloalkyl having a heteroatom selected from N, S and O
optionally substituted with an acyl group;
f. aryl optionally substituted with
1. C;-Ce-alkyl optionally substituted with a y-lactam or 6-lactam,
ii. halogen,
iii. C;-Cg-alkoxy,
iv. perfluoro-C;-Cs-alkyl,
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sel ected fromN and O optionally substituted with
Cl- C6- al kyl, hal ogen or d - C6-al koxy; x.

w@piodQ27ak3s C6-al kyl ; and b. pyridinyl optionallycT/EP2008/060884
substltuted W|th at Ieast one of the foll ow ng groups

i. Cl-C6- t|on ysubstltuted Wi t h

6- ncbdr dide 6 e1a KppUionaaRyisHpsthytog @va@tclo%akoxycarbonyl
het er oqt %biﬁl ected fromO and N, ii. 5 or 6-nenbered

het er ocy I'kyl having at | east one heteroatom

sel ect ed. Cf- C@Mk(yladﬂ)nbd, iii. -NH(5-nmcnbercd

het er oat. aV| ng as hctcroatomO), iv. 5

or 6- ngﬁﬁe}\]g}?(ﬁg@réé oal kyl -G - C6- al kyl having at

| east @pemiRkeicerQaliigmvwartas hgthd i @le&e@ﬁ@nNN@ -NHC1 Ce-alkyl, -
sel ected from a.unsubstituted G -C6-a

opt i on&(Cy-Geratistllot UNEG -G -alhyafclk@asﬂiomé¥ﬁ6 adlf},g) aﬁd the two
foll |
G - o ARUEAES s a8 ek s Todey ot bhergin the oo

het er ogtisyinsatsaniyefbrinra03noR- a{&dlbl&ddmet@@@iclomkyl with the N to which
substituted with Cl1-C6-alkyl; C3- Cs-cycl oal kyl

opt i onalhgyyare aiashed de apd whpwltdwdj@teéq)wloalkyt 18 gptionally substituted
tri azoaqﬁy(%rgl Q@g@ﬂp&y%@g ording to claim3 wherein

is selected from
a. phenyzl M(pll+@nzﬂk§rly((slu©§a]ﬂ<bmy e]d-GMatlltyl)am no- C, C6-al kyl

Y\IT]\I?Ee&l g:’nkg‘?) I'%lq%i le?eCt f A onl-gﬁl@’i C Zﬁdallfx} hgvipg a heteroatom

6- nenberied.nebri RGugpal kyl havi ng as heteroatom N or
0; b.pyridinyl optionally substituted with at | east

one of xithgnidotTeGi-alygr oups 159 WD 2009/ 027283
e DA SR o ool i BRI e om
h@lgtl&gﬂ@tsubﬁﬁx@tadmHgg;g@ﬁ,o‘ﬁlﬁom sel ected fromO and N,
h. pyridinyl optionally substituted with at least one of the following groups
1. halogen,
ii. C;-Cs-alkyl optionally substituted with a 5 or 6-membered heterocycloalkyl
having at least one heteroatom selected from O and N,
iii. 5 or 6-membered heterocycloalkyl having at least one heteroatom selected
from O and N,
iv. -NH(hydroxy-C;-Cs-alkyl),
v. —NH-(5-membered heteroaryl-C;-Cg-alkyl having as heteroatom O),
vi. 5 or 6-membered heterocycloalkyl-Ci-Cg-alkyl having at least one

heteroatom selected from O and N;

R is selected from

a. C;-Cs-alkyl optionally substituted with one or two hydroxy groups,

b. phenyl optionally substituted with at least one of the following groups
1. halogen,
it. C;-Cg-alkyl,
iii. C;-Cg-alkoxy;
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ii. 5 or 6-nenbered heterocycl oal kyl having at | east
one heteroatom selected fromO and N, iii.
wo Ndebrgxnbcrcd hctcroaryl - Cl- C6- al kyl havi ngp@sEP2008/060884
hctcroatom 0), iv. 5 or 6-ntnbcrcd
het Cl1- C6- al h t | t
hgt 3:%; r@@;@pgaropyca%l ali‘ﬂi’%\?% g e?eroatgr%sseleoc?e% from O and N
PYH g s, Sp SRl kthris CRe lasv3e! ected froma.
c I“ an]lykyP opttéélional y sﬁbasty?t uted with at | east one
ofd. Ch€sfogtloatidy heptigneliypsubsiitukegldwitixRs; and. Gi - C6- al koxy,

b. C_:C$-c kyl RO wherein RO is
C?'—C@-@@Pg"g'lemnegual%l’t%? 0l opyri di ne conpound
according to claim1 of the followng Formula 1-3 Rl
ORZ\ NN-NII R J~s NFornula 1-3 wherein R is
sdﬂ7e$:t ed from a. hydrogen; b. unsubstituted

al kyl; c. C2-Co6-al kenyl optionally substituted
vv|t d&)ge&oral kyl; d. -NR6R7; e. unsubstituted
C3: Cs-(pyutdyoal koxy, f unsubstitutcd C3-Cg-cycl oal kyl
sul fanyl, and g. 5 or 6 nenbered heteroaryl having at
| east one heteroatom selected fromN, S and O

gt Bk ¥ A Shbat 85 s o 58 38 s enlFopgula 12
/116118 8 4 R5 is selected froma. G -C6-alkyl
optionally substituted with Igt | east one of the

fol |l ow ng groups HN" o
NN
< DTN R
R; N
Formula I-2
wherein

R3 is selected from

a. hydrogen;

b. halogen; and

c. C1-Ce-alkyl optionally substituted with at least one fluoro;

Rs is selected from
a. C1-Ce-alkyl optionally substituted with at least one of the following groups
1. C;-Cg-alkoxycarbonyl,
it. C;-Cg-alkoxy,
iii. -NHC(O)R” wherein R’ is aryl optionally substituted with C;-Cg-alkyl,
iv. benzyloxy;
b. aryl-C;-Cs-alkyl;
c. 5 or 6-membered heteroaryl-C;-Cg-alkyl having a heteroatom selected from N, S
and O optionally substituted with C;-Ce-alkyl, halogen or C;-Cs-alkoxy;
d. C3-Cs cycloalkyl optionally substituted with phenyl;
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i. O -C6-al koxycarbonyl, ii. G -C6-al koxy, iii.

-NHC(O R wherein R is aryl optionally substituted
wOodob/ogH284C6- al kyl , iv. benzyloxy; b. aryl -G -fé&rabloysocosss

c. 5 or 6-ntnbcrcd heteroaryl - Cl-C6-al kyl having a

het eroatom sel ected fromN,, S. and O optional |y

s6b ttpt%m@@%%eg Eleferqcc:ebél#&bha}w%ﬁ @ﬁoa&méﬁlfae@@dér%%;s and O
d. G ' .y substituted with
pﬁgﬁwaﬁ@eﬁb{%h@gagé{ﬂ#ea%g#g%e et erocycl oal kyl having a
hétaylbgitonlbesubstitatbdfwitm N, S and O optionally

ubst it ety Fortondyy v SRR v R St ut e
W th ajyhhiggéem or 6-lactam ii. halogen, iii.

Cl-C6-al koxy, iv. perfluoro-GC -GC6-alkyl, v. at |east
one Ci diC&-alkakgxywoptional |y substituted with

d - C6- al kaxycar I vi. phenyl, vii. C-0C6-alkyl
SIS SRETTS

sul f ony!"P¢ - C6-al kyl, ix.
am no- Gl at@Basabky €, \thalixh optibmlyissbsehted el ¢ ,cofmikdZarbonyl,
- NHC1- C6- al kyl, - N(G -C6-al kyl) z,

N( Ci - CVLPAPRXH ) ( Gi - C6- al koxy- Ci - C6-al kyl ), and the two
substi t Hept & -gkyfgdl?dngl’l can be the sane or different,
hfhe”’t wo

and wher el dbstituents may forma 3 to
8- menbeiie dNREN(O) Ay GHadlatlkyl with the N to which they

are attached to and wherein the heterocycl oal kyl s

opt i oné%-|a9n§9:§sﬂa6rﬂlf>éaﬁlewue ﬁm@Ql@é@lawﬁﬁrOa} Ntz NHC,-Co-alkyl, -
hy dr oXyg(cX%-Co=dN&H, L&Y hkyl)(C1-Cs-alkoxy-C;-C-alkyl the t
(Cl - CG¥\I<'§ICII<0C>?ya- éﬁzmcﬁg?]kg%/) , y)?l(c.1 C56 to 6. grlar%ear eyd)’ and the  two
het er osylostidainksy C1+-Cs-alg] abkybe thasamg @ tiffeemgadndmwherein the two

ol ect e om0 XLix AR S AL B B AR e
oL T s sba s ! s
with C;-Ce-alkyl or with hydroxy;
x. -N(C;-Cg-alkyl) (C;-Cs-alkoxy-C;-Cs-alkyl),
xi. 5 to 6-membered heterocycloalkyl-C;-Ce-alkyl having a heteroatom
selected from N and O;
xii. amido-C;-Ce-alkyl;
g. 5 to 10-membered heteroaryl having at least one heteroatom selected from N
optionally substituted with halogen; and
h. pyridinyl optionally substituted with at least one of the following groups
1. halogen,
ii. C;-Cs-alkyl optionally substituted with a 5 or 6-membered heterocycloalkyl
having at least one heteroatom selected from O and N,
iii. 5 or 6-membered heterocycloalkyl having at least one heteroatom selected
from O and N,
iv. -NH(hydroxy-C;-Cs-alkyl),
v. —NH-(5-membered heteroaryl-C;-Cg-alkyl having as heteroatom O),
vi. 5 or 6-membered heterocycloalkyl-Ci-Cs-alkyl having at least one

heteroatom selected from O and N;
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h. pyridinyl optionally substituted wwth at | east one

of the follow ng groups i. halogen, ii. Cl-C6-alkyl
wE@plhorakd y substituted with a 5 or 6-nmenber edpCT/EP2008/060884

het erocycl oal kyl  having at |east one heteroatom

selected fromO and N, iii. 5 or 6-ntnbcred

h&edt HAFESE ™Ry having at | east one het er oat om

sel yl),
v ERE o SR et v OB DY IR R RO
hét plianxt opticplly wibstititar wih atelaint oeclof the fo llowing groups
het er ocycl oal kyl - C1- C6- al kyl having at | east one
het er 0&t'B&8l ected from0 and N. 9. A

tri azoljopyid.dingg, conpound according to claim8 of the
fol I owi ng Formila 1-4 R Ol NR5 N Fornula 1-4
wher ei nil.F1-Csalkexyct ed from a. unsubst i tutcd

%6%?% éengtfeﬁﬂ %erocy&&ﬁ%ﬂyﬂw g3 nsu%g%@ibl?lﬂ%)eig:ltetdu%ro% O and N

%n&w@hmitﬂt@dwnhqs CyHas st t ut cd C3- C$- cycl oal kyl
Ff anyl, and f 5 or 6 nenbered heteroaryl having at

| é1a§e ﬁéfclﬁélﬂ%lr@moaﬁlﬂss@}béew WithhRs:Mnds and 0
O%tl@’i_gzgn%g“ﬁllég\?ﬁhé&@a l,\g éy Cl-C6 alkyl; RS is

sel rom a. optionally substituted
with at |east one of the foIIovvi ng groups i.

C - C6- al koxycar bonyl , al koxy, iii. -NHC(OR

> N%F@?ﬁowrlcﬁge aqrwt)%tapeﬂxgungﬁo clafa vt with
Ck,®cplgtylon, drLcienzyl oxy; b. aryl-Ci-C6-al kyl; 162
WO 2009/0 7283 PCT/'EP211118 /116118 8 4

6. A triazolopyridine compound according to claim 3 wherein

Rs 1s Cl, Br, -CH; or —CFs,

Rs is selected from

a. phenyl optionally substituted with at least one of the following groups
1. C1-Ce-alkyl,
ii. halogen,
iii. C;-Cg-alkoxy,
iv. at least one C;-Cg-alkoxy optionally substituted with C;-Cs-alkoxy
carbonyl,
v. -NHC(O) C;-Ce-alkyl,
vi. -N(C;-Ce-alkyl),,
vii. amino-C;-Cs-alkyl wherein amino is selected from -NH,, -NHC;-Cg-alkyl,
-N(C;-Cs-alkyl),, N(C;-Cs-alkyl)(C;-Cs-alkoxy-C,-Cs-alkyl), and the two
substituents C;-Cs-alkyl can be the same or different, and wherein the two
substituents may form a 3 to 8-membered heterocycloalkyl with the N to which
they are attached to and wherein the heterocycloalkyl is optionally substituted
with C;-Cg-alkyl or with hydroxy;
viil. -N(C,-Ce-alkyl) (C,-Cs-alkoxy-C;-Cs-alkyl),
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c. 5 or 6-ntnbcrcd heteroaryl - Cl- C6-al kyl having a
heteroatom sclccted fromN, S and O optionally

wohshrhes ed with G -C6-al kyl, hal ogen or O - GeeBEk®¥3/060884
d. C -C6 cycloal kyl optionally substituted with

phenyl; e. 3 to 8-nenbered heterocycl oal kyl having a
het er pé’f-oﬁ §‘é! éé‘teé‘g)eefqdo rhemrocgda)ﬁﬁwﬁcr&gﬁﬂaﬂa fyng “a heteroatom
SubStL LULAA] HohiNAA3S YhyioH: %gl'ub;m&rea wifiE -8l halogen or C:-

substituted wt optionally substitut

wi th aGgdllextyam or 6-lactam ii. halogen, iii.

Cl- C6- al koxy, ~i V. perfluoro-C -C6-al kyl, v. at |east

one G -Xcﬁmm%k%%é“@%ﬁ'[’&ﬂ(il |y substituted with

Cly: pidth 6Rd1RABtituted iwithP S oncWdfithe fBlllo WRradroy

sul onyl}{ﬂ%{li 1. “NHO(O) Cl-Cb-al kyl, ix. Blitilps

am no- C-GeCaklkyl oplimavaly nulstituied wdthged et bedembaad hijemcycloalkyl
- NHC1- ¢6-.al k - NG -Co-al kyl

NG - oY ersonth ol AL E am G 3 Nang ¢ e tvio

subst i tijugndrso-aknbéredl HeydroSaMbalg 1 hAging aMtead okt hdt@bedM sclected
and wherein the two substituents nmay forma 3 to

8- ntmbdioddOrdddV.ocycl oal kyl with the N to which they

are attac ' e 4 '

o TP SR L CLEBE B Rl 0

hydr oxyy. %. or No@henferad Kydtgrocycloalkyl-C;-Ce-alkyl having at least one
(C - C6-al koxy- Ci - C6- al ky4)), Xi. 5 to 6-nmenbered

het er o@ﬁ@FQﬁ%‘W??l-@@f‘iéﬁ% 9f Mavi ng a het er oat om

selected fronmN and 0, xii. amdo-GC -C6-alkyl; g. 5to

10- menbered heteroaryl having at | east one heteroatom
s®secsadettddrfoomN optionally substituted with hal ogen;

and h. ridinyl ionally substituted with at | east
oﬁ@né?bsgﬁge$Gl'¥6'ﬂﬁ‘§'L groups i. halogen, ii.
Ch-gien gl dp¥ibn ARt JuBS@lded vithos tdaktdRb Mhd f1BwhlEroups

6- ncnber cd heterocycl oal kyl having at | east one

het er oathstngsel ected fromO and N, iii. 5 or 6-nenbered

het er ocycl| gal having at | east one heteroatom
E-Latvh

sel ect & and N, iv. -NH(hydroxy-G -C6-al kyl),

iii. C;-Cg-alkoxy;
c.6-membered heterocycloalkyl having a heteroatom selected from O and N optionally
substituted with C;-Cs-alkyl;
d.Cs-Cs-cycloalkyl optionally substituted with C;-Cs-alkyl.

7. A triazolopyridine compound according to claim 3 wherein

Rs is Cl, Br, -CH; or —CF5;

Rs is selected from
a.phenyl optionally substituted with amino-C;_Ces-alkyl wherein amino is selected from
1. -NHy,
ii. -N(C,_Ce-alkyl),,
iii. -NHC,_Cs-alkyl, and
iv. 5 or 6-membered heterocycloalkyl having as heteroatom N or O;

b.pyridinyl optionally substituted with at least one of the following groups
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V. -NH (5-nmenbered heteroaryl - C C6-al kyl having as
heteroatom 0), 163 WO 2009/ 027283 PCT/EP211118 /0 6 0O
w@20942783 5 or 6-nenbered hctcrocycl oal kyl - ClpEfepdoks/beosss

havi ng at | east one heteroatom selected fromO and N

10. A trjazol gpyridi ne compoun cording to cl
wher ei fr GeCralkyhopfnngh tSPI?StﬁlltIEB(? $1eb OF QmprbaF Qﬁsfirocycloalkyl

havi ng h@%n%%ﬁl%&stgﬂ? hBRIAIRAL QDR fr@ﬁﬁ@gnchﬁf om0, S and

N; is s8lected from a. peny opti ona
SubSt | tiutedt Grcmbered l@ter@Bcldakyill having at least one heteroatom selected

perflu 8 -alkyl, or iii. G-C6-al koxy; and b.
pyridlﬁ’iﬂ pﬁnﬁgﬁally substituted with i. d, ii. Br,
or il . WJSY-%%T@ he&Goay K| Jog-alidyl hé\flng as heteroatorn O)

triazol opyri di ne conpound accor di n? to claim1 of
f ol | owilnig SFer niireembeged etqracyclaghyl-Gh-CotalRyls haping at least one

For mul d f heny!
opt  ondF PSR TE SRR BATR Gt T east one T

ur@spljitﬁdm-mt(%dalgl, C6-al kyl, ii. unsubstitutcd
Cl- C6-al koxy, iii. fluoro, iv. brono, v. hydroxy,
vi. cyano, or vii. -NH2; and

Rg is selected from

a. C1-Ceg-alkyl optionally substituted with at least one of the following groups
L.hydroxy,
it. C;-Cg-alkoxy;

b. C3-Cs-cycloalkyl;

c. —CH,Ro wherein Ry is C3-Cs-cycloalkyl.

8. A triazolopyridine compound according to claim 1 of the following Formula I-3

! @)
Re NN L
N
\QN%” Ry

Formula I-3
wherein
R; is selected from
a. hydrogen;
b. unsubstituted C;-Ces-alkyl;
c. C,-Cs-alkenyl optionally substituted with C;-Cg-alkyl;
d. -NRgR7;
¢. unsubstituted Cs—Cs-cycloalkoxy;
f. unsubstituted Cs—Cs-cycloalkyl sulfanyl; and
g. 5 or 6 membered heteroaryl having at least one heteroatom selected from N, S and

O optionally substituted with C,—Cs alkyl;

R; is hydrogen or bromo;
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164 WD 2009/ 027283 PCT/ EP211118/ 0611884 b. 5 or
9- nenbered heteroaryl having a hctcroatom sel ected

wo tood2ssS and 0. R is selected froma. unsubgdi/ipioesiocosss
C -C6-alkyl; b. aryl optionally substituted with
I .am no-C - C6-al kyl whcrcin amno is selected from
-NH2, -NHCI-C6al kyl or -N(G -C6-alkyl)2, and the two
syst idy tﬁ,.E-CIS-aIkyI may forma 3 to 8- nenbered
het'erocacl oal kyl with the N to which they are attached
t @. @nlsutignt eptionatlhsutisetgedwith labehd phe bfthe o llomak Igyoups

substi t eg V\ﬂkth Ci.-C6-al kyl, or 1i.5 or 6-nenbered
het er o&';jill' aPEOFYCAONA, al kyl : and c. pyri di nyl

opti ongl Ly-csuexyt uted with at |east one of the

follow ng groups’i. Cl1-C6-al kyl optionally substituted
wi t h alib -dHE@E OB hbéeusth Retserd optbeadlylopbstithtad wid GitCo-alkyl,
| east one hctcroatom selected fromO and N, ii. 5 or

6- menbd EFHAY8r ocycl oal kyl having at |east one

het atapgielected fromO and N, iii.
- NH ( 5- nenber ed het eroaryl - Cl- C6- al kyl havi ng as
hét erad-aienppred; hetergargh-Co-Greahiyd haying a heteroatom selected from N, S

e R
t i @20l opyloalklylreptiondtowbstitaed ovidh pignylo cl aim 11
S ibaip RuPeaUeRY RorTa ekt hogie BRSHRNTRUFEACH lom N, S and O
Cop A abepgth s i, 0G0
Vifi a:ryl-menélbz iu.lvstatm;dd;v:fi&nd. c.thi eni/l ; R is selected
from 1. C1-Cg-alkyl optionally substituted with a y-lactam or d-lactam,
ii. halogen,
iii. C;-Ce-alkoxy,
iv. perfluoro-C;-Cs-alkyl,
v. at least one C;-Cg-alkoxy optionally substituted with C;-Cs-alkoxycarbonyl,
vi. phenyl,
vii. C;-Cg-alkyl sulfonyl,
viii. -NHC(O) C,-Ce-alkyl,
ix. amino-C;-Cg-alkyl wherein amino is selected from -NH,, -NHC,-Cs-alkyl, -
N(C;-Cs-alkyl),, N(C;-Cs-alkyl)(C;-Cs-alkoxy-C,-Cs-alkyl), and the two
substituents C;-Cs-alkyl can be the same or different, and wherein the two
substituents may form a 3 to 8-membered heterocycloalkyl with the N to which
they are attached to and wherein the heterocycloalkyl is optionally substituted
with C;-Cg-alkyl or with hydroxy,
x. -N(C;-Cg-alkyl) (C;-Cs-alkoxy-C;-Ce-alkyl),
xi. 5 to 6-membered heterocycloalkyl-C;-Cg-alkyl having a heteroatom
selected from N and O,
xii. amido-C;-Cg-alkyl;
g. 5 to 10-membered heteroaryl having at least one heteroatom selected from N

optionally substituted with halogen; and

161



165 WD 2009/ 027283 PCT/ EP211118/ 0611884 a.
unsubstitutcd Cl-C6-al kyl; b. phenyl optionally
weshrss ed with i.am no-Gi-C6-al kyl wherei n pai/pR2008060884

sel ected from-NH2, or -N(O' OGaIkyI)z or ii. 5 or
6 nenb red hct c cl oal ky. pyri di nyl
ny wpél%asl[y 0 ftétheGh"flﬂl Y eaiste%etof é%f‘ef%lpwmegmups

foI I ovmlr}gﬂ(%'gups i. Ci-C6-al kyl optionally substituted
with a5 or 6-nmenbered heterocycl oal kyl having at
| east an€ {iztadinydapoondlyl sabstedtet math @5 an@é-mbembéred Setwrocycloalkyl

6- mnenber ed het erocycl oal k avi | east one

ot or odiEie SEioat oBh fe D e fofi§ it X

- NH- ( 511@’8196-%%%&{ E’@éﬁﬁbyc%a:ﬂ%ﬁ Iﬁlviﬁg' at D&t Bk R&teroatom selected
het er oat om 0), or 6-nenbered

heterocﬁ;ﬁm@ainldyN G- CG al kyI having at | east one
heteroat owlﬂ%@(ﬁcte and N.. 13. A

trlazolopy e accordingto claiml of the
foll OlengNFIO(fSDMbﬁbére@ hetlefaabll CMs-NiyPhavilR asRerdz@rimg)a
1-6 wherein R4 is furanyl; R5 is sclcctcd from

unsubsti-t gt &F éﬁ%ﬁrﬁweredarmtﬂsowml%r%é?ﬁeﬁkﬁethéwaar gl least one
havi ”9h@ter&%&ﬁs&@éé’d‘}rﬁsﬁl@%&ﬁfromN Sand O 14. A

triazol opyr ound according to claim13
wherein R5 is sclcct cd fromunsubstitutcd phenyl and

oF RSoRe: e eg asa o TR Blbs Bt 14
PCT/ EP211118/ 0611884 15.RThe triazol opyridi ne

conpounds according to an " of theﬁrecedi ng cl ai ns,
sel ect ed Z>N-N \>_N

Formula -4
wherein
R; is selected from
a. unsubstituted C;-Cq-alkyl;
b. C,-Cs-alkenyl optionally substituted with C;-Cg-alkyl;
c. -NRgR7;
d. unsubstituted C3;—Cs-cycloalkoxys;
¢. unsubstituted Cs—Cs-cycloalkyl sulfanyl; and
f. 5 or 6 membered heteroaryl having at least one heteroatom selected from N, S and O

optionally substituted with C,—Cs alkyl;

Rs is selected from
a. C1-Ce-alkyl optionally substituted with at least one of the following groups
1. C;-Cg-alkoxycarbonyl,
it. C;-Cg-alkoxy,
iii. -NHC(O)R’ wherein R’ is aryl optionally substituted with C;-Cg-alkyl,
iv. benzyloxy;

b. aryl—Cl-C6-alkyl;

162



fromthe follow ng group: N-[5-(3-furyl)[4

,2,4]triazolo[ | ,5-a]pyridin-2-yl]-2-phenyl acetam de;
\th&ﬁmgﬁs§Ufy|)[1,2,4]tfiaZO|0[1,5'a]Dyfidin-2P®T¢TdMMMQms4

i nam dc

er-c¥ gté;rs%%{%r %egd%ltqtlezrgﬁ]lﬁgr Q?%g{aﬁw} hgvm]gpay Létg;ogto%n )s/élected g“rorn N, S

[%n&%é Tobh a)% éub%mﬂédwv e' @LJa ﬂg [%reh g& o %6ya'ulo§

prop oat e; trlazo

ﬂ @];-@y cydoaik- qpltl])neﬂl-mbktﬁuged%ﬂmhedﬂ,
f/‘l ?lﬁ{)) 2881{11%1'{1} ?ﬁeé geterq%(flﬂél#yghdr Itlgr Ia Ze{)elrooa[tom seﬂ:l%x rfjrornq\l 2S and O
[ %pﬁ&xaﬁlwsﬁbét{ta{e@ wAthtahi a@floér@uﬂ

5-a] pyridin-2-yl ]am no] -4-oxobutanoatc;
2f(mlrf213t1008<1§6) Suhst[@te(dfwlthjr yI ) [ 1,2,4]tri azol o[ 1, 5- a] pyr

[
|, a G EEEHRY! gifionat TRSIRAE A Sl REbgiad v )1
N—[5 ( lithaysaml - 2- yI)[l 2 4]tr|azolo[1 5-a] pyridin-2-y

I ] cycl opent anecar boxam de;
N [ 5- (14 y¥aalkopnyl )[ 1, 2, 4] tri azol o[ 1, 5-a] pyri di n-2-y

I]benz
?fhgyﬁgg%Fjilsﬁ%%i 2,4]triazol o[ 1, 5-a] pyri di n- 2-
be nzaad ldest oné\E[-Eg(a]lkobdy ppﬁditﬂilly%ub!s'tﬁl[ltedi with C;-Cg-alkoxycarbonyl,
, 4] trla olq , b-a] pyri di n- 2- yI]nlcotlnan1de
)[ 1, 2 4]triazol o[ 1, 5-a] pyridin-2-yl]benza

e ——y

ZRZNEZ

€ vii, G- C6 alkyl sulfonyl
6- (3- fluoropﬁény Fi 2,4]triazolo[1,5-a] pyridin-2-y

i cotvilnalNHE&O) C1 C6 alkyl,

6. phe %%L? gz r}'jla %lreg gﬂjnmq %f%lre{‘:)t?(li Fro'rzn_ -)f\h%zr] i—ﬁﬁgl-la-alkyl, -

, 9" a] P (CliR:=atk ), ) nNG@LCg@]HFygF: 1-Ce- alkoxy-C1 alkyl) and the two
6- (3-thienyl) 2 4ltr|azo o[ -alpyri -2-yl]lnic
namisdlestituents C;- Ce- alky can be the sarne or dlfferent and wherein the two

)5( égﬁgslﬂlweaé may Protnt 3 A7k [n%eredeﬂepexfgcly% oalkyl Wich 18 Wo which

5- ( Sndyldry ladthched tcﬂ]aﬁd ivhgRinfht, letedd @ Idatkiyn is2optiohally fubstituted
i enyl. acetan1de ES (3-furyl)[1,2,4]triazol of
a]ﬁvr Qi-Gs-plky| greyyesh Bydiekanecar boxani de:

Xybenwﬁn 100 L6l aROLPLE. Gl din-2-y1] - 4- e

5- (3. f l5r ¥ ) §-incbélddr iherobaykbabyh{Tpyistadkyi- Bawihg i & olndteroatom
i nam
5- (§dFﬂF?ﬁPFENQHQF¥r|azolo[l 5-a] pyri di n-2-yl]quino

al i ne§- &ﬁdgqg@@%g@yl N-[ 6- ( 3- met hoxyphenyl ) [ 4
,2,4]triazolo [ 5-4] pyri di n-2-yl ] ni coti nam de;

Ngf 6 (8- lafmmlpm@wbtpto:anz Hiving a ddas{ on&-hajopyatérdi seltogd] from N
{ .
n?éngganhﬁg%ﬁ%ﬂ?ﬁfkaﬁni?Priazolo[l 5-a] pyri di n- 2-yl

] i Eﬁ‘idlﬂﬁmp@iﬁmal substituted with at least one of the following groups

(3-Turyl)| 2 4]triazol o[ 1, 5-a] pyridin-2-yl]isoxa
zole SJdQMH@Ran1de N-[5-(3-furyl)[4 ,2,4]triazol of

 5-a] pyr d'd% a%lq){lo]ptlgna?ﬂ' di By Ra it B90%04L Q%L 28 hgferocycloalkyl

carboxam
N-[ 5- ( ¢yieingpt Rpstloashewe)daton? sdddied el @pdd B a] pyri di n- 2

-yl ] nicoti nam de;. 167
iii. 5 or 6-membered heterocycloalkyl having at least one heteroatom selected

from O and N,
iv. -NH(hydroxy-C;-Cs-alkyl),

727,37

h

—+

h

TzZRLZ

ngz

v. —NH-(5-membered heteroaryl-C;-Cg-alkyl having as heteroatom O),
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WD 2009/ 027283 PCT/ EP211118/ 0611884
N-(5-pyrrolidin-1-yl[1,2,4]triazolo[1, 5-a]pyridin-2-yl

WO 0i06017288M dc; PCT/EP2008/060884

N-[5-(3-furyl)[1,2,4]triazolo[1,5-a]pyridin-2-yl]-
di met hoxybcnzam de,

N- [ 5- (3 dr ) prnombered ; hessspecloadodyfra-alkv- éﬂawngbatpﬂgast one

I h 1)-N- [5 -(83
I R R S R

yl ] cycl opcnt anccar boxam dc;

A A g 222

1!

N‘R[1 s d3udubithtdded aS%nédlBérb@H&le%ryl having at least one heteroatom selected
I,5-a] pyridin-2-yl]-3-furam de;

1iﬁm@€&5imﬂFB (3-furyl)[1,2, 4]triazolo[1,5-a]pyridin-2
-y1] pi pcri di ne- 4- car boxam de,
2,2-difluoro-N-[5-(3-furyl)[1,2,4]triazolo[1,5-a]pyrid
I Rs3s Wldctdd, fBorienzodi oxol c- 4- car boxam de;
N-[5-(3-thien )HE' )

1azpfzqnvqu>m@@a qubstighWwitlli n- 2- y1 ] ni cot i nami de;

N[ 1, g ]g%olo[l 5-a] qui nol i n-2-yl ni coti nam dc;

N-[ 5- ‘Opent yl ami no)[ 1, 2, 4] tri azol o]

1, 5- ahpmﬂﬂdmn(ngéwkynban1dc

N-[5-(.3- %% 1%@} 4]tr|azolo[1 5-a] pyri din-2-yl]nicot
i nami de x4 - Rpd {5-](3- nethoxypropyl)a noj [

» By ?}ﬁdlhﬁzdytl@ne[lﬁn sob@leRlivdipn- 2- yl } benzam de; N
{5- uryl nctRyl)amno] [ 1, 2,4]triazol o[ 1, 5-a] pyridin
-2-yl).83nzam dc; N

{5- [(te rahydrofuran 2-ylnmethyl)am no] [1, 2,4]triazol of
1, 5- af'pyFi%i n- 2- yl } benzani de;

3-

(acg{yNQMMﬁgaxytlﬁ%Q@q@pryl)[1 2,4]triazol of
5-a] pyridin-2-yl]benzam de;
N-[ 5-(cycl ohexylam no)[1, 2,4]triazol o[ 1, 5-a] pyri di n- 2-

enzam de: - - -
gl-a%%lf’?%r%@?ﬁj FAMRPUA P FAd B AR glakm 419 ihs BliRv s figrmyla s
t hyl sul f onyl ) benzami de;
am nomet hyl ) -N-[5-(3-furyl)[1, 2 4]tr|azolo[1 5- a] py
di n-2-yl]benzam de; g, N— 5- N

[
(hydroxynethyl)prop

,4]triazol o[ 1, 5-a] pys ngjj)beﬁzan1de

6- (3- hydroxyphenyl )[ 1,2,4]triazolo |

-a]pyridin-2-y|]benzaanﬁmﬂaL5

t-butyl[4-({[5-(3-furyl)[1,2,4]triazol o]
alpyridin-2 yl]Jam no } carbonyl)benzyl ] carbanat e;

NelRedis-furyl)[1, 2, 4] triazol of

1,5-a] pyridin- 2-y|]-4-isobuty|benzanide;

t R tis deldeydd[fdor{ [ 5- ( 3- furyl)[1,2,4]triazol of

1,5-a ridin-2 am ho. } carbonyl)phenoxy] acetate;

4-%9}%6‘19@/@2 P@a]é%s%ﬁllw §d with ]} 2, 4] triazolo

[ 1, 5-a; iy 1dadh (ﬁlegmlﬁll‘t]sklﬁlﬂgdafl‘l1

N-[ 6- (4- hydr oxy- 3- net hoxyp enyly[l 2,4]triazolo [

1, 5- a] py pisibstitategd|(iHenadkoryd e

iii. fluoro,

eth
3-(
ri
{[1-
1,2
N[
5
r
5-
5-

1,
te
1,

iv. bromo,
v. hydroxy,
vi. cyano, or

vii. —NH,; and
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hydr ochl ori de;

N-{5-[(2-nmet hoxyethyl)am no][1, 2,4]triazol o[ 1, 5-a] pyri
wolkoved2s3 benzam de; 168 WO 2009/ 027283 PCT/ B2/t B2b88/060884

/116118 84 N

{g 5 %Kgi;l h% oxypr OPKelw)n?gma gt]elLo:!ai o%n ?e]lécrtelda fzfgrln% 1S a?ndaép
N-[6 (2 3-di hydro I benzof ur an- 5- yl)[1,2,4]triazol o[ 1,
5-a] pyridin-2-yl]bcnzam dc;

NRs 5 febeeteyfk@mi no) [ 1, 2, 4] triazol o[ 1, 5-a] pyri din-2-yl]n
i cotinam de; 5- ycI oheptyl am no) [I,2,4]triazol of

aSu%tq‘]uE%}‘IIl f{r(rj\ké%ﬂléﬁi cotinani de di hydrochl ori dc:
S%‘tfdn@hyé]ydsﬁmt&p‘)v[tﬁ 2,4]triazol o[ 1, 5-a] pyri di n- 2-
ni-cot i nam dc

y ]

N— ( 5 { fpBorBt-Gy-hlkgl Wherpin)aneing Jekastoddrgm -NH,, -NHC1 —Csalkyl or
I\I-

(0]

(5. PGSRt RN MR s kS ISE B Form 3 o &

[1, 5n@hﬁ>¥fdddiefbré’cacb()h]}k v tthd 8 Sehich they are attached to and wherein
N[ 6- 4- hydr oxyphenyl) 124tr|azolo£
1, 5 a}lﬁ)}wpedq)qysé a{ky] Beapigngliesubstituted with C;-Ce-alkyl,
N-[

6- (#- hydroxy- 3- met hoxyphenyl )[4 ,2,4]triazolo [ |
, 5-a] pyridin-2-yl]nicotinam de hydr ochI ori de;
N- [ 5- (usyarl@memyhlamhme)dc&clzalk}rt- laamlbfllaﬂit a] pyrl di n- 2-
yl ] ni cotinamn d ohex t hyl ) am no] [
1 copviidinyl 2popelly, sslb\%} I[i.WdI et C}q?r%&eq I@ilﬁwahg groups
N-[5- (tet) @FX@XPO@% %ﬂbﬁﬁ%k@@lﬂﬂoa)ﬁ ot 6-membered hetellr\ol_cycloalkyl

,2,4]triazolo ridin-"T-yl]nicoti nam de;
{5 [(1hamhgy1t keaf',j@nﬁ dﬁtnmatqnh }@imtﬂbljr{)m Qadd Ny i azol o[ 1, 5-
al pyr ni cotin m dc; am noc
SRR PN L r%m'bﬁreﬂi TS i pvigk & 190 R Gehfom setected
bcnzamgen O an
h I d I I
i p[yél.}dﬁ& p e ey an ol 2, L azol ol gy

2, a1t h e pr°F¥Iem 'P&I ST ki, ot teast one
N- [ 5- ( eieeloabax yélactedfdpm/O @hd NE | uoromet hyl )[ 1, 2, 4] tri az

olo[1,5-a]pyridin-2- yl]nicotinamde; N [5
-(cycl oheptylam no)-7-(tri fl

13 BIES B¥ldidte & gorﬁé&ﬁlh%%é’dr&ng b ctaR 31 Rk n- 2-

ni cot
I\I-R[ﬁss(ednqptddcfpcﬁntyl amno)-7-(trifluoronethyl)[1,2,4]tria

ilg‘l[ gd@[“@’ﬁ%k%@kg}}rq% “FR?’I\/‘)"gth‘: ?18} ! gaznt ?Ie fl uoronethyl )[4
» 2, 4] 1 54 1840bRe InshibstRul RYICLigy12- Y11 ni coti nami dc;
it.unsubstituted C,-Cs-alkoxy,
iii.fluoro,
iv. bromo,
v. hydroxy,
vi. cyano or
vii. —NH>;
b.furanyl; and
c.thienyl;

Rsis selected from
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N- ( 6- br onp- 5- net hyl [

1,2,4]triazol o[ 1, 5-a] pyridin-2-yl)nicotinam de;
wNadobd 283 hydr oxycycl ohexyl ) am no] [1, 2, 4] tri azedmkB2008/660884

]pyridin2y|}nicotinam’de N-

{5-[(4-tert-but clohexyl)amno] [ | ,2,4]triazolof

| 2, ensybyiiputed Co- é/aj% Yly ni cot i nani de;

Nyl 3-yl am no) [

ZEIE]Q?ﬁIgWQ% Qu%{—lg?%d;/‘?lﬁgl n-2-yl ] benzam dc; 169 WO
2009/ 02v283C PCFAKRPR Y hdre B/ D6ihd &8stlected from -NH,, or
N-[5-( lam no)[ 1, 2,4]triazolo[1, 5-a] pyridin-2
-yl ] - Zﬁ@o&pﬁgﬁr -yl nct hyl ) benzani de
N- [ 5- (1Cy 6t @Jﬁ@%e&éu @téroéyc?oa‘ﬁl}llf Cﬁ@QJaHk[yl

, 5-a] pyridin- Lnlcotlnam e;
{Sv PXH Slpﬂowld'rsa st vietl ohidvap lle)aatmmvojf tiiq follpwitigt growpsol o

e 5. CaotPeG afiondlid s 0 Rired B or grmsmabored hetprogycloatiyl
ol of 1,h5v1ﬁk Ry Iehélione Betebda}dih @&&dtétﬁﬁ‘bﬁh@ and N,
N-[ 5- (cycl ohexyl am no) 2,4]triazol o&ﬁ

, 5- a] pyir Pdrr-picybpreg- W@lanWAhayma.a& a5l kricroatom selected
N- [ 5- 1,2,4]t I 1, 5- di 2-
R el P
N-[5-( @1yc—l(lj\ﬁﬂl-eé-y1helm’fhemlb( lﬁetdro?]r?zll -@] -(Elfaam Ih@\tflhg la; heteroaton}j 0),
, b- In rphol i n-4- cnzam de
N[ g] F%{{e'yél %ré%%%li‘?{ Begquw&}oa%y(@@r%l Elewﬁgl §#if least one
1,2, 4] %Eﬂe%%rﬁ[séleée@h@bﬁ@%&‘l\? yl 1 ni coti nam de;

methyltrans-4-{ [ 2-[ (pyridin-3-ylcarbon yl)am no]-7-
(trifluoroncthyl)[1,2,4]triazolo [ 1, 5-a]pyridin-5

EER IR L T GRS

(tr|fluoromethyl)[1 2,4]triazol o[ 1, 5-a] pyridin-2-yl]ni
coti nam de; N-[6-brono-5-(cycl ohexyl anm no)[|I
,2,4]triazolo[ | ,5-a]p idll\p-Z- ] ni coti nam de;

[ERN

N-[5(cyc|ohcpty|amno ﬁolo[15a]pyr|d|n2
-yl ]tetrahydro-2H pyra rboxam de;

N[ 5-(2- rrethylpropl-en- [1,2,4]triazol o] 1, 5-a] pyr
i di n-2-yl]nicotinanide Rdihydrochl oride; N (3-o0xo-3-
[[5-(1H pyrazol -1-yl)[1,2 gl]érl éol o[ 1, 5-a] pyri di n- 2-
yl ]am no } propyl)benzamg ? { [5-(3-furyl)[
1,2,4]triazolo [ 1,5 -a] pyrid in-2-yl] amno

} - 3- oxopr opyl ) benzam de;

wherein

R4 is furanyl;

Rs is selected from unsubstituted phenyl; and 5 or 6-membered heteroaryl having a

heteroatom selected from N, S and O.
14. A triazolopyridine compound according to claim 13 wherein

Rs is selected from unsubstituted phenyl and S5-membered heteroaryl having a

heteroatom selected from N, S and O.
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N-(3- {[5-(2-furyl)[ | ,2,4]triazol o]
, 5-a] pyri di n-2-yl ] am no} - 3- oxopr opyl ) benzam de; N-(3-
W 2009/027283 PCT/EP2008/060884
[ 5- (cycl ohcxylam no)[ 1, 2,4]triazol o[ 1, 5-a] pyri di n-2-yl
] am no} - 3 oxopropyl ) benzam d e;
N-[ 5- (i sopropyl am no) - 7- (trifluoronethyl)[

lsll\l,- g%ﬂ(&io'lo%@%i@][e toripd ‘%Iﬁié IHP% to ¥hy BF tﬁgfpﬁ@&ﬁhg &iaims, selected

sec uor onet
1ﬁ®p4ﬂtﬁb&zmhg@ﬁmﬁ>a]pyr|d|n 2- yl]nicotinamde; 170

NP RT A G0 L FIRGT St AP STACS 5+ azo of

1
igéﬁﬁfrﬂ‘?ﬂm ‘ﬂma‘ﬁb]o]'ﬂi ?leg%?%'% %%ﬁé]néﬁogi}?ﬁmcﬂen 2-yl ] benza
m

S eyl o Joh hiok Doy - 2,314 biuamsnashy D behzamide:
R Ak AT I i ol S A SRS

] N- {55153 {ﬂn)[dc;z, Altriazolo[1,5-a]pyridin-2-yl]-2-methoxyacetamide;
ohexyl am no 4]triazolo[ 1 a] pyri di n- 2-

|6}d1é0rezN 1&@1@ -Gyl a2, ﬂfm@m&[wr%)]ny%tlﬂmd}ﬁl%maml de;

|“§ %é}‘l (Z]Ynﬁkq rﬁffb q@?"hgq[l 1?5; %@?@Lﬁ; %ﬂac}‘gl’ng -Qy(gﬂo%hﬁhgéte;

N2E(5€1ﬁ@1€fX3'D-W [5[ G3 ﬁl»rﬂl])[tlt2 4uirzo[o]],5-adpyoidin-Giyila2etyin]dzy cl o

O Bor b b3o LBty DT gl L cipifin-2-y1]benzamide;

| ls0 .
T‘I\ESFSa f% d?ﬂni 5{?){/122 g éﬁ%’?ﬁﬁg CS OfIpyridin-2-yl]cyclopentanecarboxamide;

ll\l-l‘{ -B5-(13H b_ymét_yll-a D[ 122.4]ttindcd] 61564 ]pyridin-2-yl]benzamide;
- riain-2- Za ; ST :
NV Ry oGy R R ssalpyridio 2ayhenereiley 1, 5. a)

p)N Eﬂ lﬁ-ﬁyﬁbﬂ-@%}ggﬁmgﬁamlo[l a]pyrldln 2-yl]nicotinamide;
E dr ox i met hyl pheny 9

%ﬁwlc)ﬂld{ trBizajopy.p iadpywidin 9+>11]’@|ewtmldgm de;

m S el R R LR
NN-65- ﬂéﬁyqquﬁiazébyi falpy2idfi- B-Yyll)ﬁfoﬁhﬁzirﬂl,d5‘ a] pyri di n- 2-
nzam de L% cl ohexyl met hyl )am no] [4

be
-9 }ﬁﬁzléﬂlez 1]tfla2015?l Pyt 2adlpicotipgdidehani de; N

ers

L B R g

meN-fio 3 heyia[drd, 4lejazolo[1,5-a]pyridin-2-yl]-3-methoxybenzamide;

R e R e

» N9 RR91 2, d1fiaze o] B pyd-3-]ck BlopQlth R amide;
N-[5-(3-furyl)[ 1,2,4]triazolo[ 1,5-a]pyridin-2-yl]-4-methoxybenzamide;
N-[5-(3-furyl)[ 1,2,4]triazolo[ 1,5-a]pyridin-2-yl]isonicotinamide;
N-[5-(3-furyl)[ 1,2,4]triazolo[ 1,5-a]pyridin-2-yl]quinoxaline-6-carboxamide;
N-[6-(3-methoxyphenyl)[1,2,4]triazolo[ 1,5-a]pyridin-2-yl]nicotinamide;
N-[6-(3-aminophenyl)[1,2,4]triazolo[1,5-a]pyridin-2-yl|nicotinamide;
N-[6-(3-cyanophenyl)[1,2,4]triazolo[1,5-a]pyridin-2-yl]nicotinamide;
N-[5-(3-furyl)[ 1,2,4]triazolo[ 1,5-a]pyridin-2-yl]isoxazole-5-carboxamide;
N-[5-(3-furyl)[ 1,2,4]triazolo[ 1,5-a]pyridin-2-yl]-2,3-dihydro-1,4-benzodioxine-6-
carboxamide;

N-[5-(cyclopropylamino)[ 1,2,4]triazolo[1,5-a]pyridin-2-yl]nicotinamide;
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N-[7-chl oro-5-(cycl opcntylam no)[1, 2,4]triazol o[ 1, 5-a]
pyridi n-2-yl]nicotinam dc;

wokdognghbor o- 5- (cycl ohexyl ami no) [ 1, 2, 4] tri azol p{i/ER208g/M0884
yridi n-2-yl]nicotinam de;

mff%lg%?@r it ok Al araio s s vridin-2 Sinicotimamide: > P

Ngizﬁ gyr . %W%%%R,@ Qﬂ%{&d@;9);[1]43,5%11411@{11"0&%%8&(1%;
NAN- 55 (¥ ﬁrryﬂe[tltﬂﬂ]yrwmd[) ém]m]dm(}ﬂ}’ouﬁheuw}mbhwmm 2,4

]NEIE {ﬁ@i’ ai‘b 3 SJ{;&:‘ Qﬁ]l%%itﬂl Bm(g?rgfhyl)[l 2,

4]y1]@,@g n@‘{n@eéb@,;[ap(ﬁaé di n- 2- yI ] n| cotl nam de;
dr oxyet hyl ) am no] (trifluoroncthyl)

1 1\12[54&& furalg[dl,bﬂmaao [b§fa|]mr¢rz2 y;l] ?ﬁrchbxdrﬂdann@ofgmamS
r§009/1 27283 PCT/ EP211118/ 0611884
Cf thylam no)-7-(trifluoronmethyl)[1,2,4]triazot

ON[ﬁgﬁhﬁ?’lDﬂlm AtZrzoo[ 1, slaqlgtridmamﬂ}:s furamide;

ohexylamno)[l rlazoI015a] yridin-2-

|1}aczty [ {3 fumy il edebtriap log! ]5taﬂpy[r5hl( -S| pmélféweaﬂwaﬁbwmlde
ﬁ%%lﬁl]uﬁobﬁﬁ[? (g‘{% j’){@&é&'(a%l& lz%é@flglrrﬁ(ig gﬁ Flr,é Heodloxple-4-

1c21;b6}<ztrn1da,zol o[ 1, 5-a] pyridin-2-y1]-4-(pyrrolidin-|-
thyl )b 5- I I
S Y e DEe T el 5 G SborE e okl
. E%Mfths%ha ﬁ@&]ﬁﬂ&h&%@%ﬁh@@ﬁﬁ%ﬁ@cnzam dc;

1M[ﬁ1é¥£g%§g{1§®{h¥ |éyr1azzhlo{-l 2-3|pyridiniPeylihdnparcei nani d
‘13’1\5,[?F { ﬁ, g%%ﬁﬁ%%ﬁﬁ; ”ﬁ?@{rwnyzﬁl niqgtipgrgide 1-oxide;
hNg&;@%@@Mk?ﬁ%ﬂﬁhﬁhﬂ? ) ﬂ?fﬂ’hﬂﬁ@[l 5- a][p{rldln -2- yl}benzarmde

cycl ohexyl am noz ]triazol 5 al pyridi n-

@f@fylﬁ@ﬂy’ﬂ)ﬁﬁm] 1)%]%@]0&9[&@&]93&@@12 yl
N-
I\g? ﬁ&%&%ahg/gﬁe %{r ﬁ}'r%yh mlnoé[l %41,t]r1a 8%0|[|11 g rﬁ]%ldln -2-

1yObeftimid®y [5 - (lsopropyl am no) 7-(tri
quoromst hyl

RS A PN TS sl :faey}tmﬁo.lp[é,syq]aﬂ&wrﬂﬂoenzamlde
e
t N-p=@-afritl)[; Za%]nyazolﬂx[hs%-]pyicﬂlmaqcb} B-Iﬁmmhgisulfonyl)benzamlde
N-[ 5- (i sopropyl am ng)-7-(trifl u t hyl :
, égéﬁl}q%%ﬂg—%{-ﬁﬂ%%w hfﬁmﬁzgl-of{»gjgfnye%‘tr?-%-ahba%zamlde;
1M0{§-98+ (hydroxymethyl)propyl]Jamino [1,2,4]triazolo[ 1,5-a]pyridin-2-yl)benzamide;
N-[6-(3-hydroxyphenyl)[1,2,4]triazolo[ 1,5-a]pyridin-2-yl]benzamide;
tert-butyl[4-({[5-(3-furyl)[1,2,4]triazolo[1,5-a]pyridin-2-

benzamide;

yl]amino } carbonyl)benzyl]carbamate;

N-[5-(3-furyl)[ 1,2,4]triazolo[ 1,5-a]pyridin-2-yl]-4-isobutylbenzamide;
tert-butyl[4-({[5-(3-furyl)[1,2,4]triazolo[1,5-a]pyridin-2-

yl]amino } carbonyl)phenoxy]acetate;

4-butyl-N-[5-(3-furyl)[1,2,4]triazolo[ 1,5-a]pyridin-2-yl]benzamide;
N-[6-(4-hydroxy-3-methoxyphenyl)[1,2,4]triazolo[1,5-a]pyridin-2-yl]benzamide
hydrochloride;
N-{5-[(2-methoxyethyl)amino][1,2,4]triazolo[1,5-a]pyridin-2-yl } benzamide;
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N-[ 5-[ (3- hydroxycycl ohexyl )am no] -7-(trifluoromethyl)]
1,2,4]triazolo[1,5-a]pyridin- 2-yl]nicotinam de formc
wa@giodn2is3 { 7- chl or o- 5- [ (3- hydr oxycycl ohexyl ) ambawkriobs/ososss

, 2, 4]tr|azolo [ I ,5-a]pyridin-2- yl}nicotinam dc

f

or figpsﬂ@fsyprgﬁylﬁ%sm?l[é#ﬁmaa%lpbln%ﬁ]wrl}i{nl%zl}bﬁ%nade
[Z?ldﬁﬁ n@t )si?ﬂg%ﬁ’dr'] ?);i)len%ktoﬁl;/rﬂljgeﬁ%[l 2, 4Jtr1azolo[l 5-a]pyridin-2-yl]benzamide;
N-I\{ -B5- (hfylzyl@mmmllhﬂtm))loﬂ 6taﬂp}fridlmé¥}¢]mmdtmh1)1[d¢

b%/ q,y8 gﬁtﬁla ”S’/‘?)i Iﬁ%?%{ﬁ %Agaeﬁlpéé‘é&m% ;1 nicotinamide
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zoI o[1 5- a]pyr|d| n- 2%
pPYN- [i)(qyglohewlgmmpﬁét& gmzq]@ﬂ 5-a]pyridin-2-yl]nicotinamide;

Ny B SR P ATLOR) 10 b 4R BT Ui

mghicbfihadidenani dc; 172 WO 2009/ 027283
PCT/ EP211118/ 0611884 , , -
NN-6{Uetrpafiokyran-2nd medwdprétnti 3.4 Hrigzolnl Srapyidin£-

fjo0-2-yl ] -4-(pipcridin-I-
fyﬁ}:“?‘%w&% Chzani de, N-[6- (4- hydr oxy- 3- met hoxyphenyl )
1 ,NZ [6H{4-hydaoiphehyl )] 2;Hirizgo fofll, -afpywid]n-B-yl|benzamide;

N B b e o Ry RSP heRg b ARl B, rplrpriding sfimicotinamide

gdl%kﬂmhug' n-2-yl]-4-[(2-
pyrrolidin-1-yl)nethyl]bcnzam dc;

4 N-(d{ayebhygty rming)] h%ﬂﬂtylhgow[-lgfﬁa]@gmdnyle& piyeimaptiigxy p he

b i R Al S 3 S gmice:
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(trl[fl(uorgrret hylp)y[rl 2y4]tr|)agzo c])[l 5- [ py]rplygl Y] [Tn

c Y- |{Mﬁrmgthﬁm%@m ﬂ;—ml)g@mo][l 2 4]tr1azolo[1 5- a]pyrldln 2 yl nlcotlnarmde
1# Zf i&%d Og exy am]l)nfful 4{]@:12120 3 10ng py¥1d rl 2‘ ’y?}b%;ll%arnln e;

hwqﬂmpﬂn@tﬁ*}llp%dﬂldln 4’Jyl)€ﬁﬂiﬂ'dﬂ [1l12¢]ﬂﬁ@!61(§[@,,5 a] idin-2- yl benzamide;
N- cycl opr opyl am no) - |quoromsth 124tr|a
é‘; & cysloprapy nene)- ’Q(tyqﬂ]uommethyl)[l 2 4]tr1azolo[ alpyridin-2-

1-yl met hyl ) benzam dc;
F\I—R?/]&{C?Jﬂhgﬂggr o)p/)yl am %og 7-(trifluoronethyl)[1,2,4]tria

Z(N - @yBloh}:)gyz[mlﬂlbmJZﬁ}ﬂl]orﬁnéthyl)[l 2,4]triazolo[1,5-a]pyridin-2-
rox er|d|n | -yl)nicotinam de;

510(0 1615fropylamno) 7-(trifluoronethyl)[1,2,4]tria
zed pf. gc]ycféh@ﬂt?béﬁh ﬁtrlﬂ{d)roﬁlethyl)[l 2,4]triazolo[1,5-a]pyridin-2-

pi pcrazin-1-yl nlc

Ny[Bicotyarhidpy opy!| am no)-7-(trifluoromethyl)[1,2,4]tria

Z?\}-%-a’dyclo élptyfamlnor} ”/Z(t}{lhlloromethyl)[l 2,4]triazolo[1,5-a]pyridin-2-
yl]nicotinamide;
N-[5-[(cyclohexylmethyl)amino]-7-(trifluoromethyl)[ 1,2,4]triazolo[ 1,5-a]pyridin-2-
yl]nicotinamide;
N-(6-bromo-5-methyl[1,2,4]triazolo[ 1,5-a]pyridin-2-yl)nicotinamide;
N-{5-[(3-hydroxycyclohexyl)amino][1,2,4]triazolo[ 1,5-a]pyridin-2-yl }nicotinamide;
N-{5-[(4-tert-butylcyclohexyl)amino][1,2,4]triazolo[ 1,5-a]pyridin-2-yl } nicotinamide;
N-[5-(tetrahydro-2H-pyran-3-ylamino)[1,2,4]triazolo[ 1,5-a]pyridin-2-yl]benzamide;
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(di met hyl am no) ni coti nam de;
N-[ 6- brono-5- (cycl opcntylam no)[ 1, 2,4]triazol of

wd 2w}y i di n-2-yl |- 6-norpholin-4- ylnicoti napiTier2008/060884
N-[5-(cycl opropyl am no)-7-(trifluoromethyl)[1,2,4]tria
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4 N-B5- (qyclohexylthlo)[l 2 4]triazolo[1,5- a]pyr1d1n—2 yl]nicotinamide;
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yIN-t% qyebbhgyéhrmgwm udrqmdt ylyllt )Zrﬁétrtwolp[bS@ﬁMlmId%e
hexylam no)[1, 2,4]triazol o[ 1, 5-a] pyri di n- 2-

y|Y§]%°gf§ I1"“1(()1u’or opi peridin-1- yl)nicotinani de;

(ﬂl@h@b&m{n@m qu)]irila.z&o{lﬂ 5alzieD 41 156-adapptidlidia- 2-

yrazol )ni cotinam de; 173 WO
S“UW - PCT/ EP211118/ 0611884 tort-butyl

4}[5-?5-fcér)t/t%h%8¥%&%ﬁ]’r&' Lf’]{ﬁa'%?Po ks %]pﬂfdfﬂ Ll

ri
c@(dhxm&pl)apymo)memyz]byﬂu]amm@r azi ne - car boxyl at c;

N B SYeLop OB AR T L goym IEN EME

h&%&ﬁ?ﬂgﬁéﬂ%ﬁﬁ&m noj ni coti nam de
opropylam no)-7-(trifluoronethyl)[1,2,4]triazo

| @{ -15- Hc;x]lwopyimtl@-l)ﬁhmnce -7-(trifluoromethyl)[ 1,2 4]tr1azolo[1 5-a]pyridin-2-

lin- 4y|msthy|)n|cot|namde
I\S’FJQPOI_O? 81 7 di n- 3-yi met hyl ) ami noJ - 7- (trifluoromethyl

r [ 1 ni coti nam de;
) [tﬂet%zhg%s %agggg(?ﬁlcﬁné ﬁ]:a% qu )ta?fl%c?o?o][ 1, 5-a] pyri di n- 2-

m Nno
y |('qr1.f1410(q§ner§hylﬁg ;ZEA]tnazg? Ebﬁﬁip}yﬁghi-aldﬂpﬂ@o} cyclohexanecarboxylate;

B RS AR A Rty Focd o i -2
N(&Embwrﬂahylﬁllm Btridzam| n@-)aﬂ%’f{dlﬂ nfyll]uwoamhiwi ) [
trlazolo 1,5-alp ] ni cot i nam dc;

N:[\{ B % @Wﬂ%y{@gnnﬁ)[\;’lhﬁ dltwizoto[ Szﬂ]pyrpdag-gryj]t{lcotlnamlde
L

carboxamide;
N-[5-(2-methylprop-1-en-1-yl)[1,2,4]triazolo[1,5-a]pyridin-2-yl|nicotinamide
dihydrochloride;

N-(3-0x0-3-{[5-(1H-pyrazol-1-yl)[1,2,4]triazolo[ 1,5-a]pyridin-2-

yl]amino } propyl)benzamide;

N-(3-{[5-(3-furyl)[1,2,4]triazolo[ 1,5-a]pyridin-2-yl]amino } -3-oxopropyl)benzamide;
N-(3-{[5-(2-furyl)[1,2,4]triazolo[ 1,5-a]pyridin-2-yl]amino } -3-oxopropyl)benzamide;
N-(3-{[5-(cyclohexylamino)[1,2,4]triazolo[ 1,5-a]pyridin-2-ylJamino}-3-
oxopropyl)benzamide;

N-[5-(isopropylamino)-7-(trifluoromethyl)[1,2,4]triazolo[ 1,5-a]pyridin-2-
yl]nicotinamide;
N-[5-(sec-butylamino)-7-(trifluoromethyl)[1,2,4]triazolo[1,5-a]pyridin-2-

yl]nicotinamide;
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N-[ 5-(sec-butylam no)-7-chloro[1,2,4]triazol of
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N@ﬁ BBy AT et bt e Ty = 1 11 22
H £5 9“?'71%1524]'@&9[0‘?95'@159&9& > ZAfokhidnigor omet hyl ) [ 1, 2

I azo al pyridi n-2 ]n| cot 1 nam de;

6'1\{ (ﬂ(hfmmdtwmam“ﬁh]s -alfpyr Blir(-2sdipengaplideri no) - 7-
(E’,\E %S‘ﬁ.ﬁgg&?}":g gtﬁolxy%hgﬂytl)[ 3 trlagojloﬁ 531 L]%Xzﬁ'd ? yﬁacyetelrmde

NN-P6- (B RFdrxH- 3'5%%&]%@9[']}@ AkiaZoftl t 5132 d-2. YPmadoMamide;
ridin-2- yllnlcot|na

N4F[8-(bersoptasy ahR ddyiazolefdthylpyridin-6-yI]-N-[2-

[ riaz al.pyridi n-2-yl]nicotinam de. 16. A
t?(glgizeﬂyéapnﬁlﬂogeﬂﬁwqen aél% d| ate conpound sel ected from

SN-f- (m@ Izalizﬂ-y@[lé}:l u]nn@z)od[wlsla]ﬁyr@dlmztylpdenzazmam ne
5_I\§’3furyﬁe 24]tr|azolo[ tf)%_ldlﬂZ
tenhisyalobexymethzbanspl 1 8. Ad]rwsalio ﬂhzyanqlim&yl}mcotmamlde

S Sty B L 2406
methoxybenzamide;
N-[5-(cyclopentylamino)[1,2,4]triazolo[ 1,5-a]pyridin-2-yl]-2-furamide;
N-[7-chloro-5-(cyclobutylamino)[1,2,4]triazolo[ 1,5-a]pyridin-2-yl]nicotinamide;
N-[7-chloro-5-(cyclopentylamino)[1,2,4]triazolo[ 1,5-a]pyridin-2-yl]nicotinamide;
N-[7-chloro-5-(cyclohexylamino)[1,2,4]triazolo[1,5-a]pyridin-2-yl]nicotinamide;
N-[5-(sec-butylamino)-7-chloro[1,2,4]triazolo[ 1,5-a]pyridin-2-yl|nicotinamide;
N-[7-chloro-5-(cyclopropylamino)[1,2,4]triazolo[ 1,5-a]pyridin-2-yl]nicotinamide;
N-[5-[(2-methoxyethyl)amino]-7-(trifluoromethyl)[1,2,4]triazolo[1,5-a]pyridin-2-
yl]nicotinamide;
N-[5-[(3-hydroxypropyl)amino]-7-(trifluoromethyl)[ 1,2,4]triazolo[1,5-a]pyridin-2-
yl]nicotinamide;
N-[5-[(2-hydroxyethyl)amino]-7-(trifluoromethyl)[ 1,2,4]triazolo[ 1,5-a]pyridin-2-

yl]nicotinamide;
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tert-butyl 2-(2-amino[ 1,2,4]triazolof
1,5-a]lpyridin-5-y1)- | Hpyrrole- | -carboxyl ate;

wo20bbones 7- (trifluoromethyl)[ 1,2, 4]triazol o] IpGr/BPYEH60884
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€vl] mid
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né{-[S-(cyclohexylarmno)[l 2,4]triazolo[1,5-a]pyridin-2-yl]-2- pyrldln 3-ylacetamide;
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1, 2 4]tr|azolo[1 5 anU|noI|n 2-am ne;

6-1‘{)[53 chBexsyanmgdty 41friazolopl AdedmirigiroR-of ]-4-(pyrrolidin-1-
,5-a£ 1|d|ne , b-di am ne; 6-bronop- N5-cycl ohexyl [
ﬁ¥ bRzapiie: 1 5. a] pyri di nc- 2, 5- di ani nc;
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N5-1 sopr op trlfluoronethy )[1,2,4]triazol o[ 1, 5- a]

pquﬂéanYéﬂle)Qn%rhﬁlmrﬁ@o]mwhﬂ%bwa%{e} 2,4]triazol o |
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yrid ni coti nanm de;
P@Wl@pzm SE@ﬂmBlPIEBﬂdrochlonde

n I\g%; a] i Praig}g]laegmngff g&¥®é%%éﬁylﬁw 7 ﬁzrgazb %[ fl].it I]}')y%zd?

Nyﬂ&mbﬁ@ﬁﬁ@& 2,4]triazol o[ 1, 5- a]pyrldln 2-yl)benzam de
; 5, 7-di ch] or o]
[ N-B- étfwwy:i@rnmz)yt()rrﬁwmﬁawue? 4]triazolo[1,5-a]pyridin-2-

SP@E‘BEQIQ?%§‘£& &Iohexylan1no)[1 2,4]triazolo[1,5-a]p

ni cot ’'nam dc;

Nﬁ*l @S‘KBdwdnwbyc?el(ml)ﬁﬂmmﬂﬂr(ﬁﬁﬂmdromélhﬂ)kﬂll #Jtazolaj] 5;Hpyridin-
5-di am nc; 5-chloro-7-nmethyl|

i.di nc-2
if]l‘fqtﬁnﬁ?&ieofPTn@ & dpyr| di n- 2- ami ne;
N%\( 37 %Hﬂo?d' 8- [g3 Bﬁ%o[ycllohexyl)armno] 1,2,4]triazolo[1,5- a]p}l/rldln -2-

triazol yridi'n-2 nlcotlnanlde
tndEM®m@pynhdbnewGQMpounds according to any one of

claj 1 - 15 faor u a ' t. 18 met.ho

r oPt Tt spebate o TPt B ol T RS y11-4-

di[&eas@®§landifd) hRAELeXmisd; seases, cardlovascular

di seases and/ or ncurodegeneratlve di scascs in

s Ob]Etayclopropylamino)-7-(trifluoromethyl)[1,2,4]triazolo[ 1,5- a]pyrldln 2-yl]-4-[(2-
oxopyrrolidin-1-yl)methyl]benzamide;
N-[5-(cyclopropylamino)-7-(trifluoromethyl)[ 1,2,4]triazolo[ 1,5-a]pyridin-2-yl]-6-
pyrrolidin-1-ylnicotinamide;
N-[5-(cyclopropylamino)-7-(trifluoromethyl)[ 1,2,4]triazolo[ 1,5-a]pyridin-2-yl]-6-

methylnicotinamide;
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conprising admnistering to the subject an effective
anount of a conpound according to any of clains | -

wd 200922832 phar maceutical conposition contai ni PQr/eP2008/060884
| east one triazol opyridinc am de conmpound according
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R coupling agent R
Lexopytiolidingé- wmlezl@dﬁvle@amea PCT/ EP2008/ 060884 wher e| n
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o et B QR B RSl A B B pigggtots >
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diN KR cloPfopylamino)-7-(trifluoromethyl)[ 1,2,4]triazolo[ 1,5-a]pyridin-2-yl]-6-
(dimethylamino)nicotinamide;
N-[6-bromo-5-(cyclopentylamino)[1,2,4]triazolo[1,5-a]pyridin-2-yl]-6-morpholin-4-
ylnicotinamide;
N-[5-(cyclopropylamino)-7-(trifluoromethyl)[ 1,2,4]triazolo[ 1,5-a]pyridin-2-yl]-6-
morpholin-4-ylnicotinamide;
N-[5-(cyclohexylamino)[1,2,4]triazolo[1,5-a]pyridin-2-yl]-6-
(dimethylamino)nicotinamide;
tert-butyl 4-[5-({[5-(cyclopropylamino)-7-(trifluoromethyl)[1,2,4]triazolo[1,5-
a]pyridin-2-yl]amino } carbonyl)pyridin-2-yl]piperazine-1-carboxylate;
N-[5-(cyclohexylamino)[1,2,4]triazolo[1,5-a]pyridin-2-yl]-4-[(4-hydroxypiperidin-1-
yl)methyl]benzamide;
N-[5-(cyclohexylamino)[1,2,4]triazolo[1,5-a]pyridin-2-yl]-6-(4-fluoropiperidin-1-
yl)nicotinamide;
N-[5-(cyclohexylamino)[1,2,4]triazolo[1,5-a]pyridin-2-yl]-6-(1H-pyrazol-1-

yl)nicotinamide;
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N-[5-(cyclohexylamino)[1,2,4]triazolo[1,5-a]pyridin-2-yl]-4-[(4-formylpiperazin-1-
yl)methyl]benzamide;

N-[5-(piperidin-3-ylamino)-7-(trifluoromethyl)[ 1,2,4]triazolo[ 1,5-a]pyridin-2-
yl]nicotinamide;

N-[5-(sec-butylamino)-7-chloro[1,2,4]triazolo[ 1,5-a]pyridin-2-yl]-6-[(2-
methoxyethyl)(methyl)amino]nicotinamide;
N-[5-(sec-butylamino)-7-chloro[1,2,4]triazolo[ 1,5-a]pyridin-2-yl]-6-[(3-
hydroxypropyl)aminoJnicotinamide;

N-[5-(sec-butylamino)-7-chloro[1,2,4]triazolo[ 1,5-a]pyridin-2-yl]-6-morpholin-4-
ylnicotinamide;

N-[5-(sec-butylamino)-7-chloro[1,2,4]triazolo[ 1,5-a]pyridin-2-yl]-4- {[(2-
methoxyethyl)(methyl)amino|methyl } benzamide;

N-[5-(sec-butylamino)-7-chloro[ 1,2,4]triazolo[1,5-a]pyridin-2-yl]-6-
methylnicotinamide;

N-[7-chloro-5-(isopropylamino)[1,2,4]triazolo[ 1,5-a]pyridin-2-yl|nicotinamide;
N-[5-[(3-isopropoxyphenyl)amino]-7-(trifluoromethyl)[ 1,2,4]triazolo[ 1,5-a]pyridin-2-
yl]nicotinamide;

N-[5-[(3-fluoro-4-methoxyphenyl)amino]-7-(trifluoromethyl)[ 1,2,4]triazolo[ 1,5-
a]pyridin-2-yl]nicotinamide;

N-[5-{[3-(benzyloxy)phenyl]amino }-7-(trifluoromethyl)[ 1,2,4]triazolo[ 1,5-a]pyridin-
2-yl]nicotinamide;

N-[5-(sec-butylamino)-7-chloro[ 1,2,4]triazolo[ 1,5-a]pyridin-2-yl]-4-(morpholin-4-
ylmethyl)benzamide;
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N-[5-(isopropylamino)-7-(trifluoromethyl)[ 1,2 ,4]triazolo[ 1,5-a]pyridin-2-yl]-6-
methylnicotinamide;

6-chloro-N-[5-(isopropylamino)-7-(trifluoromethyl)[ 1,2,4]triazolo[ 1,5-a]pyridin-2-
yl]nicotinamide;

6-[(2-aminoethyl)amino]-N-[5-(isopropylamino)-7-
(trifluoromethyl)[1,2,4]triazolo[ 1,5-a]pyridin-2-yl]nicotinamide;
N-[5-(sec-butylamino)-7-methyl[1,2,4]triazolo[1,5-a]pyridin-2-yl]nicotinamide;
N-[5-(isopropylamino)-7-methyl[ 1,2,4]triazolo[1,5-a]pyridin-2-yl]nicotinamide.

16. A triazolopyridine intermediate compound selected from
5-(3-thienyl)[ 1,2,4]triazolo[ 1,5-a]pyridin-2-amine;
5-(3-furyl)[1,2,4]triazolo[1,5-a]pyridin-2-amine;
5-bromo[1,2,4]triazolo[1,5-a]pyridin-2-amine;
5-chloro[1,2,4]triazolo[1,5-a]pyridin-2-amine;
6-bromo[1,2,4]triazolo[1,5-a]pyridin-2-amine;
tert-butyl 2-(2-aminol[1,2,4]triazolo[1,5-a]pyridin-5-yl)-1H-pyrrole-1-carboxylate;
5-chloro-7-(trifluoromethyl)[1,2,4]triazolo[ 1,5-a]pyridin-2-amine;
6-bromo-5-methyl[1,2,4]triazolo[1,5-a]pyridin-2-amine;
N°-cyclohexyl[1,2.4]triazolo[ 1,5-a]pyridine-2,5-diamine;
N°-cycloheptyl[1,2,4]triazolo[ 1,5-a]pyridine-2,5-diamine;
5-(cyclohexyloxy)[1,2,4]triazolo[1,5-a]pyridin-2-amine;
5-(1H-pyrazol-1-yl)[1,2,4]triazolo[ 1,5-a]pyridin-2-amine;

[1,2,4]triazolo[1,5-a]quinolin-2-amine;

6-brorno-N5-cyclohexyl[l ,2,4]triazolo[ 1,5-a]pyridine-2,5-diamine;
6-brorno-N5-cyclohexyl[l ,2,4]triazolo[ 1,5-a]pyridine-2,5-diamine;
5-(2-furyl)[1,2,4]triazolo[1,5-a]pyridin-2-amine;
N°-isopropyl-7-(trifluoromethyl)[ 1,2,4]triazolo[1,5-a]pyridine-2,5-diamine;
N-(5-bromo[1,2,4]triazolo[ 1,5-a]pyridin-2-yl)benzamide;
N-(5-bromo[1,2,4]triazolo[ 1,5-a]pyridin-2-yl)nicotinamide;
N-(5-chloro[1,2,4]triazolo[1,5-a]pyridin-2-yl)benzamide;
N-(5-chloro[1,2,4]triazolo[1,5-a]pyridin-2-yl)nicotinamide;
N-(6-bromo[1,2,4]triazolo[ 1,5-a]pyridin-2-yl)benzamide;
N-(6-bromo[ 1,2,4]triazolo[1,5-a]pyridin-2-yl)nicotinamide hydrochloride;
N-[5-chloro-7-(trifluoromethyl)[1,2,4]triazolo[ 1,5-a]pyridin-2-yl]nicotinamide;
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17.

18.

19.

20.

4-(chloromethyl)-N-[5-(cyclohexylamino)[1,2,4]triazolo[1,5-a]pyridin-2-
yl]benzamide;

N-(8-bromo[1,2,4]triazolo[1,5-a]pyridin-2-yl)benzamide;
N-(5,7-dichloro[1,2,4]triazolo[ 1,5-a]pyridin-2-yl)nicotinamide;
6-chloro-N-[5-(cyclohexylamino)[1,2,4]triazolo[1,5-a]pyridin-2-yl|nicotinamide;
N2-cyclopropyl-7-(trifluoromethyl)[ 1,2,4]triazolo[ 1,5-a]pyridine-2,5-diamine;
5-chloro-7-methyl[1,2,4]triazolo[1,5-a]pyridin-2-amine;
N-(5-chloro-7-methyl[1,2,4]triazolo[1,5-a]pyridin-2-yl)nicotinamide.

The triazolopyridine compounds according to any one of claims 1 - 15 for use as a
medicament.
A method for the prevention and/or treatment of autoimmune diseases, inflammatory

diseases, cardiovascular disecases and/or neurodegenerative diseases in a subject,
comprising administering to the subject an effective amount of a compound according

to any of claims 1 — 15.

A pharmaceutical composition containing at least one triazolopyridine amide
compound according to any of claims 1 - 15 and a pharmaceutically acceptable carrier,

diluent or excipient thereof.

A process for the preparation of a triazolopyridine compound according to formula (I),
comprising the step of reacting a compound of Formula (II) with an (acylating) agent

of Formulas (Il1a or I1Ib) in a presence of a base and/or a coupling agent:

LG
)R
O
base or
coupling agent R, ©

5

(lla) LG : OH
(ib) LG : CI
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wherein R;, Ry, Rs, R4 ,Rs are as defined in any of the preceding claims, wherein the
base is selected from tertiary amine bases such as DIEA, TEA, NMM or pyridine, and
the coupling agent is selected from a peptide coupling agent such as DCC, HATU,
EDC/HOBt, i-butylchloroformate, carbonyl diimidazole, Mukaiyama’s reagent in a
suitable solvent such as DCM or CH;CN;

and optionally further purifying the obtained compound.

21. A process for the preparation of a triazolopyridine compound according to formula (1),

comprising

A) reacting a compound of Formula (Ib) wherein least one of R, Rz, Rs, R4 is a group
X selected from halogen such as Br, Cl, I or a sulfonate ester such as OTf, with a
boronic agent of formula (IVa) or ester (IVb) wherein R’ is an aryl or heteroaryl as
above defined in the presence of a base such as K,COs, KsPO4 and a catalytic amount
of a palladium catalyst such as PdCL,(PPhs), or Pd(OAc), with a ligand such as DPPF

in an appropriate solvent such as DMF or a combination of water with THF or dioxane
or

B) the step of reacting a compound of Formula (Id) wherein R; is selected from Cl, Br,
I, OMs, OTf with a secondary amine NHR¢R7 of formula (V) wherein R; in formula

(Id) and the solvent is the secondary amine itself or a polar solvent such as ethanol or

butanol
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Pd catalyst
A
OH 0O
R—B ©°" Ri=B
OH 0
R
(Iva) (IVb) 4
Ron N H
N 7N
R; N >/'_R5
R, 0
At least one of (1)
Ry, Ry Ryand R, is X
Heat solvent
(Ib) or (Id) B
R7\
NH
R

6

(V)

and optionally further purifying the obtained compound.

22. A process for the preparation of a triazolopyridine compound according to formula

(ITa) wherein R; is a group NR¢R7, comprising the step of reacting a triazolopyridine

compound of Formula (IIb) wherein R1 is a group selected from F, Cl, Br, OMs, OTf

with a secondary amine NHRgR7 of formula (V) in an appropriate solvent which is a

secondary amine itself or a polar solvent such as ethanol or butanol and optionally

further purifying the obtained compound

R, R,
Ri 2~ =N + Ry Heat RN

N 2~ NH, NH & — Wl
R; ~N Re/ solvent R; XN

R N.

1 RS R,

(Ilb) (V) (Ila)

st ok
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