TRIAZOLOPYRIDINE COMPOUNDS AND THEIR USE AS ASK INHIBITORS Field of the invention The
present invention relates to triazolopyridine compounds according to Formula (1), their use as
medicament, for treating autoimmune disorders, inflammatory diseases, cardiovascular disceases and/or
neurodegenerative diseases and a process for their preparation. Background of the invention ASK
(apoptosis signalﬁulating kinase) has been described as a mitogen-activated Igrotein kinase. ASK-1

and ASK-2 have bEBRIE3EEFRIE MEnHRMEPHRDESKNR AHEIRSYSE ASHATKARRIBER ¥ 5en-activated

protein kinase kinase kinase). Human and mouse ASK-1 consist of 1374 and 1380 amino acids,
respectively, and possess a serine/threonine Kj ase g%main. ASK-1 is activated by environmental stress.
The stimuli include inter alia H202, LPS, ROS B IltlOnpecies), ER stress, influx of calcium ions,
and various cytokines such as TNF (tumor necrosis factor) have been described to be stimuli. ASK-1 in

turn induces Va*i‘f?é’_fﬁ%&%%%%ﬁ@e?ﬁ%ﬁSflgﬁaﬂ&clks'QHQ&B@%%{?S%%%P%&%%@5’%‘3&%‘& jageyarious

cellular responses including survival and differentiation. A IS a member 6f the MAPKKK family that
constitutes the HKRAMEHSEWAA i HaEE @IAPRIBHSHsRE T HinfATBrEIUN d)sfragsidertifmss aden
repressor of ASKsdeaRd Al aEmsdegeh&hie dReKed signalesaney: ddiigh-panlgswlar 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 ABackgdingdtofdine iohof the invention, are provided
triazolopyridine compounds according to Formula (1): Formula (I) wherein Ri is selected from a.
hydrogen; b. Ci-C6-alkyl; c. C2-C6-alkenyl optionally substituted with Ci-C6-alkyl; d. -NR6Ri; e.
C3-C8-cycloalkdx¥ GagosiksieralreslaseltliawkrsofahyEsaibed alikysqeayetiaaied protein

kinase. ASK-1 and ASK-2 have been described as members of the ASK family. ASK-1 is a

MAPKKK (mitogen-activated protein kinase kinase kinase). Human and mouse ASK-1
consist of 1374 and 1380 amino acids, respectively, and possess a serine/threonine kinase
domain. ASK-1 is activated by environmental stress. The stimuli include inter alia H,O,, LPS,
ROS (reactive oxygen species), ER stress, influx of calcium ions, and various cytokines such
as TNF (tumor necrosis factor) have been described to be stimuli. ASK-1 in turn induces
various stress responses including apoptosis and has been described to mediate various
cellular responses including survival and differentiation. ASK-1 is a member of the
MAPKKK family that constitutes the JNK and p38 MAP kinase (MAPK) cascades. Trx
(thioredoxin) was identified as a repressor 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):



g. 5 or 6-membered heteroaryl having at least one heteroatom selected from N, S and 0, said heteroaryl
being optionally substituted with C1-C6 alkyl, halogen, or C1-C6 alkoxy; R2 is selected from a. hydrogen;
b. halogen; c. aryl optionally substituted with Rio, Rn and/or Rl 2; and d. 5 to 10-membered heteroaryl
having at least one heteroatom selected from N, S and 0 and optionally substituted with Ci-C6 alkyl; or Ri
and R2 taken together form a -C=C-C=C- group-; R3 is selected from a. hydrogen; b. halogen; and c.
Ci-C6-alkyl optionally substituted with at least on@4fluoro; R4 is sgiected from a.hydrogen; and b.5 or
6-membered heteroaryl having at least gne heterpatom selected fyfom N, S and O; R5 is selected from a.
Ci-C6-alkyl optionally substituted with a Nillowing roRps i. alkoxycarbonyl, Ci-C6-alkoxY,

/ N

H

Formula (I)

wherein

R, is selected from

a. hydrogen;

b. C;-Cs-alkyl;

c. C,-Cg-alkenyl optionally substituted with C;-Cg-alkyl;

d. -NRgR7;

e. C5—Cs-cycloalkoxy, C;—Cs-alkoxy;

f. C5—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;g, R;; 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,—Cg alkyl;

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

a. hydrogen;

b. halogen; and

c. C;-Cs-alkyl optionally substituted with at least one fluoro;

R4 is selected from



iii. -NC(0)R" wherein R is aryl optionally substituted with Ci-C6-alkyl, iv. benzyloxy; b. aryl-Ci-C6-alkyl; c. 5
or 6-membered heteroaryl-Ci-C6-alkyl having a heteroatom selected from N, S and 0 optionally
substituted with Ci-C6-alkyl, halogen or Ci-C6-alkoxy; d. C3-C6-cycloalkyl optionally substituted with
phenyl; e. 3 to 8-membered heterocycloalkyl having a heteroatom selected from N, S and 0 optionally
substituted with an acyl group; f. aryl optionally substituted with at least one of the following groups i.
Ci-C6-alkyl, perfluoro-@}YQQ%RWP%i. at least one Ci-C6-alkoxy optionally substituted with Ci-C6-alkoxy

carbonyl, iv. phenyl, v5Gi-GonaiysulfRnybanii hilile () 1GHsCarlietbrodtiominet&difinalkyd wherein
amino is selected frone);NHZ, -NHCI-C6-alkyl, -N(C1-C6-alky1)2,
N(C1-Cé6-alkyl)(Ci-C6-alkoxy-Ci-C6-alkyl), and the two substituents Ci-C6-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 fo.and wheyein the heterocycloalkyl is optionally substituted with Ci-C6-alkyl or

S

with hydroxy, viii. -N(Ci-C6-alkyl) (Ci-C6-alkoxy-Ci-C6-alkyl), ix. 5 to 6-membered
heterocycloalkyl-Ci-C8-&lk{israsihgrai ety sabsit i sut @tiientt Nantis: fllemgsieess-alkyl,

i. alkoxycarbonyl,
ii. C;-Cg-alkoxy,
iii. -NC(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,-Cs-alkyl having a heteroatom selected from N, S
and O optionally substituted with C;-Cs-alkyl, halogen or C;-Cs-alkoxy;
d. C;-Cs-cycloalkyl optionally substituted with phenyl;
e. 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
i. C;-Cg-alkyl,
ii. perfluoro-C;-Cgs-alkyl,
iii. at least one C;-Cg-alkoxy optionally substituted with C;-Cs-alkoxy
carbonyl,
iv. phenyl,
v. C;-Cg-alkyl sulfonyl,
vi. -NHC(O) C,-Cs-alkyl,
vii. amino-C;-C¢-alkyl wherein amino is selected from -NH,, -NHC;-C¢-alkyl,
-N(C;-Ce-alkyl)s, N(C,;-Cg-alkyl)(C;-Cs-alkoxy-C;-Cs-alkyl), and the two
substituents C;-Cg-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,
viii. -N(C;-Cg-alkyl) (C;-Cs-alkoxy-C;-Cs-alkyl),
iX. 5 to 6-membered heterocycloalkyl-C;-Cs-alkyl having a heteroatom
selected from N and O,

x. amido-C;-C¢-alkyl,



xi. Ci-C6-alkoxY, xii. halogen; g. 5 to 10-membered heteroaryl having at least one heteroatom selected
from N, O or S optionally substituted with halogen; and h. pyridinyl optionally substituted with at least one
of the following groups i. halogen, Ci-C6-alkyl, . amino-Ci-C6-alkyl wherein amino is selected from
-NH2, -NHCI-C6-alkyl or -N(Ci-C6-alky1)2, wherein the two substituents Ci-C6-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 aHdWwiteraikeitte heterocycloalkyl is optionally substituted with Ci-C6-alkyl or
hydroxy; iv. -NH(hydroxy-Cik@Graligd; v. -NH-(5-membered heteroaryl-Ci-C6-alkyl having as heteroatom

0), vi. 5 or 6-membered Qetﬁ{oc cFallé%-Ci-C&laﬂk)f/I ha\t/ipg tat le stt: one hete[oai(t m segcﬁd lf\$0m 0 and
N; vii. 5 or 6-member‘%’d5 h%ter’érc%% o4l y TAVIRYg At 1EEst orid 11ete S Stoh SeteSted frofh 07and’ optionally
substituted with hydroogtic@(0) @RstitedeintiRhadoGnCordlkyl, halogen or CI-C6-alkyl; viii. amino; ix.

ANH(am no-Ci-Co-ally) iSRRI ARISHES DA LR ally Apganally substiuted

with one or two hydroxy groups, b. phenyl optionally substituted with at least one of the following groups i.
halogen Ci-C6-alkyl,or i. halogen,

ii. C;-Ce-alkyl,

iii. amino-C;-Cs-alkyl wherein amino is selected from -NH,, -NHC,;-Cg¢-alkyl
or -N(C,;-Ce-alkyl),, wherein the two substituents C;-Cg-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 hydroxy;

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

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

vi. 5 or 6-membered heterocycloalkyl-C,-Cg-alkyl having at least one
heteroatom selected from O and N;

vii. 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;-Cg-alkyl;

viil. amino;

ix. -NH(amino-C,-C¢-alkyl);

x. —N(C;-Cg¢-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
i. halogen
ii. 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;-Cg-alkyl;
d. C3-Cg-cycloalkyl optionally substituted with Rg; and
e. -(CHy),R9 wherein n equals 1, 2 or 3;



C1-Cé6-alkoxY; c. 5 or 6-membered heterocycloalkyl having a heteroatom selected from 0 and N
optionally substituted with C1-C6-alkyl; d. C3-C8-cycloalkyl optionally substituted with R8; and e.
-(CH2)R9 wherein n equals 1, 2 or 3; R7 is a. hydrogen or b. Ci-C6-alkyl; or R6 and R7 can form a 3 to
8-membered heterocycloalkyl with the N to which they are attached to and wherein the heterocycloalkyl is
optionally substituted with C1-C6- alkyl; R8 is selected from a.hydrogen; b.hydroxy; c. Ci-C6-alkyl
optionally substituted ®itli hydroxy; d.C(0)0-Ci-C6-alkyl; and e.-NH2; R9 is selected from a.
C3-00-cycloalkyl optianaly:subistituted with an unsubstituted b. 5 or 6-membered heterocycloalkyl haying
a heteroatom selecte fﬁgr%N ﬁn? 0 optionally substituted with 01-C6-alkyl; c.5 or 6-membered heteroaryl
haying a heteroatom selet dd*frn N and 0 optionally substituted with Ci-C6-alkyl;

or Rg and R; can 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;-Cq¢-
alkyl;

Rg is selected from

a.hydrogen;

b.hydroxy;

c. C;-Cs-alkyl optionally substituted with hydroxy;
d.C(0)O-C,-C¢-alkyl; and

e.—NH>;

Ry is selected from

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

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

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

d. phenyl;

Ri0, Ri1 and Ry, are each independently selected from

a. hydrogen;

b. halogen;

c. hydroxy;

d. C;-Cs-alkyl;

e. C;-Cs-alkoxy;

f. cyano;

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



d. phenyl; R10, Rn and R12 are each independently selected from a. hydrogen; b. halogen; c. hydroxy;
d. Ci-C6-alkyl; e. Ci-C6-alkoxY; f. cyano; g. -C(0)NH(Ci-C6-alkyl)am no wherein the amino is -N(CI-13)2);
and h.-NH2. Any of the above chemical groups can be optionally substituted as laid out in the below
definitions. According to another aspect of the invention, are provided triazolopyridine compound
intermediates. According to another aspect of the invention, are provided triazolopyridine compounds
according to Fofulel ((Ngarbase ehsmistficmentcmcborntgrdlaishbrigdarid tre iy diribplodre
provided pharmagrutisal formulations comprising triazolopyridine compounds according to Formula (1).
According to another aspect of the invention, are provided triazolopyridme compounds according to
Formula (1), which are able to modulate, especially inhibit the activity Or function of ASK, in particular
ASK-1, in diseasecstdies i marthvrakspespetidily imkuivansirdgooriling tozmnbihetdspeochgfotel invention,
are provided methods far the prevention or treatment of autoimmune diseases, inflammatory diseases,
cardiovascular diseases and/or neurodegenerative diseases by administering an effective amount of a
triazolopyridine compounds according to Formula (1) to a subject in need thereof According to another

aspect of the inygptiameaie RIRVIdeddpeihedsHerithenauyentionandigatimestoplauteinbmnatiseases,
inflammatory diseases, cardiov scmljr diseases and/or neurodegenerative diseases by administering an

effective amourif 674 B§42 I%’@/‘ﬁi’il RSP 8L AGE SHRG ing to Formula (1) to a subject in need thereof, by

modulating, especially inhibiting the activity or function of ASK. According to another aspect of the

invention, s Proyi5e A PIRCRRRIEY 1Y RGN o137 BRIGLEC RAMRCHRA ARAIRIRAJp Formula

comprising triazolopyridine compounds according to Formula ().

According to another aspect of the invention, are provided triazolopyridine compounds
according to Formula (I), which are able to modulate, especially inhibit the activity or

function of ASK, in particular ASK-1, in disease states in mammals, especially in humans.

According to another aspect of the invention, are provided methods for the prevention or
treatment of autoimmune diseases, inflammatory diseases, cardiovascular diseases and/or
neurodegenerative diseases by administering an effective amount of a triazolopyridine

compounds according to Formula (I) to a subject in need thereof.

According to another aspect of the invention, are provided methods for the prevention or
treatment of autoimmune diseases, inflammatory diseases, cardiovascular diseases and/or
neurodegenerative diseases by administering an effective amount of a triazolopyridine
compounds according to Formula (I) to a subject in need thereof, by modulating, especially

inhibiting the activity or function of ASK.

According to another aspect of the invention, is provided a process for the preparation of a

triazolopyridine compound according to Formula (I).

Nettekoven et al., Synthesis 2003, N°11, 1649, provide a process for the synthesis of 2-amido-
5-aryl-8-methoxy-triazolopyridine and 2-amido-5-morpholino-8-methoxy-triazolopyridine

derivatives.



Nettekoven et al., Synthesis 2003, N11, 1649, provide a process for the synthesis of
2-amido5-ary1-8-methoxy-triazolopyridine and 2-amido-5-morpholino-8-methoxy-triazolopyridine
derivatives. Detailed description of the invention The toII 0W|t|g paragraphs provide definitions ef the
Various chemical moieties that make up thiéele mitbsiei ehERABvEIRB invention and am intended to
apply unifermly through-out the specification and claims unless an otherwise expressly set out definition
provides a broader definition. The term "alkyl" refers to a linear or branched saturated hydrocarbon chain;
this term is exemplifielP¥SPAREBEETRRSRIK Sk e BHPRS2h BpYRTiSED FIpTIcAL bwliﬁdéa&m@maum
n-hexyl. The termth€icG@paliis refers tecalkyllgroupsathaving dd b eabornppomsibhealtemroiateny!”
refers to unsaturated alkyl groups having at least one double bond and includes both linear- and
branched alkenyl groups; this term is exemplified by groupssuch as propenyl, but-3-enyl, pent-4-enyl. The
term "C2-C6 alkenyl" refers to alkenyl groups having from 2 to 6 carbon atoms. The term "aryl" refers to
an aromatic carbocyclic group having at least one aromatic ring (e.g. phenyl or biphenyl) or multiple
condensed rings in which at least one ring is aromatic, (e.g. naphthyl, anthryl, or phenanthryl). The term
"heteroaryl" refers to a monocyclic heteroaromatic, or a bicyclic or a tricyclic fused-ring heteroaromatic
group, wherein the at least one heteroatom selected from nitrogen, oxygen, and sulfur. C3-00-heteroaryl,
C3-C10-heteroaryl etc. refers to the size of the corresponding heteroaryl. Particular examples of
heteroaromatic groups include e.g., 2,3- dihydro benzofuranyl, 1-oxidopyridinyl,
2,3-dihydro-1,4-benzodioxinyl,quinoxalinyl, 2,2- difluoro-1,3-benzodioxolyl, pyridinyl, pyrrolyl, furanyl,
thiophenyl, isoxazolyl, pyrazolyl, benzofuryl, [2,3-dihydro]benzofuryl, benzoxazolyl, quinoxalinyl. The term
"cycloalkyl" refers to alkyl groups having a monocyclic ring, bicyclic or multiple fused alkyl rings; such
cycloalkyl rings include e.g. cyclopropyl, cyclobutyl, cyclopentyl; cyclohexyl, cycloheptyl, cyclooctyl; and
the like; such multiple ring structures include e.g. adamantanyl; and bicyclo[2.2. 1]heptane. "C3-00",
"C3-C10" etc. 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. "C3-C8"-heterocycloalkyl, ,,C3- C10" etc. refers to
the size of the corresponding heterocycloalkyl. Particular examples of heterocycloalkyl groups include e.g.
tetrahydrofuranyl, tetrahydro-2H-pyranyl, morpholinyl, pyrrolidinyl, piperidinyl, 2- oxopyrrolidinyl,
piperazinyl. The term "halogen" refers to Br, Cl, I, F. The term "cyano" refers to a -I\T group. The term
"perfluoroCi-C6-alkyl" refers to a Cl -C6-alkyl group wherein each hydrogen atom has been replaced by a
fluoro atom. The term "amino” refers to a-NRR' group wherein R and R' are each independently selected
from a) hydrogen, b) Ci-C6-alkyl optionally substituted with hydroxy, Ci-C6-alkoxy, c) heteroaryl-Ci
-C6-alkyl wherein the heteroatom is 0, d) acylamino-Ci -C6-alkyl, e) -C(0)0CIC6-alky1.

!..4.. §5H
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The term "acyl" refers to a group -C(0)R wherein R is H, Ci-C6-alkyl or phenyl. The term "amido" refers to
a group -C(0)-NRR' wherein R and R' are independently H or -C6-alkyl, and may form a cycle with the N
to which they are attached. The term "Ci-C6-alkylamino" refers to a Cl -C6-alkyl group attached to the
parent molecular group through an amino. The term "amino-CI -C6-alkyl" refers to an amino group
attached to the parent molecular group through a CI -C6-alkyl wherein the amino group is selected from
-NH2, -NHCI -Cbe anégifisadomged-claiakyiosivasrathetiasane Bissgtitiehcleplionyeakitse the same
or different, and,wh@seisthgidwo 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 Ci-C6-alkyl. The
term "alkyloxy" or "alkoxy" refers to the group -OR (e.g methoxy, ethoxy) wherein R is alkyl. The term
"cycloalkyl-oxy"Tae "eyoidallkeXy tefefererto Argroup BRcled) eyoiahéxyldroghtvberdiniR iBig eycicalkyl. The
term "cycloalkyl- o1V e - ( c yl ) W InR,i loalkyl. The
term "cycloalkyﬁ%%@éﬁ(ﬁ%@fggﬁlgﬁg%&&%gﬁ}y%%g% %ﬁ%ﬁgﬁ%%g %;{)vglr%gﬁf }%%%Ig%%%%’through a
Ci-C6-alkyl. Tha-fspl ARgIIeNTC 6afly kefeiafdes Enaliny gronp etiehbip d atBareAtSmolecular group
through a Ci-C6-alkyl (e.g. benzyl). The term "aryl-Ci-C6-alkyloxy" refers to a -0-R group wherein R is aryl

Ci-C6-alkyl (e.g, benzyloxy). The term "heteroaryl-Ci-C6-alkyl" refers to g heteroaryl gro ttached to the
parent molecu%hﬁr'gﬁ% tﬁ?%ﬂbvlln a ?fﬁg’amtﬁ‘%/e‘%“gﬁ-g ARy o ?ﬁ%&%%ﬂ?&%rrgeglé ' a group
-C(0)-0-R wher@eiRdes &diillieer-adingl bildnehtet mikeayh gxylics aibid tefers txanli@®<dHy Bheipssneh as

"hydroxy-Ci-CG-@&é\éH efers;to,d,Cl-G6ralky] substituted by a hydroxyl. The term
"heterocycloalkgl- |-C\,ﬁ6-a kyl" Irlgfg#g to a ﬁ}e/ferocycloalkyl group attached to the parent molecular group

through a Ci-C6 egkgTNT Ke-fermkanaio gefitaly plkenst ierasdivinedrgné.§ prarhyn sigbstituted by a halogen
(e.g. 4- chloro-phenyl, 3-iodo-phenyl, 4-fluoro-phenyl, 4-bromo-phenyl, 3-chloro-phenyl, 2-bromophenyl).

The term "Ci-C6:alkyl-sulfonyl” refers to a group -$(0)2-R wherein R is Ci-C6-alkyl.
h 9 ryl’y %

e térm “a refers to an aromatic carbocyclic group having at least one dromatic ring (e.g.
phenyl or biphenyl) or multiple condensed rings in which at least one ring is aromatic, (e.g.

naphthyl, anthryl, or phenanthryl).

The term “heteroaryl” refers to a monocyclic heteroaromatic, or a bicyclic or a tricyclic fused-
ring heteroaromatic group, wherein the at least one heteroatom selected from nitrogen,
oxygen, and sulfur. Cs-Cg-heteroaryl C;-Cjo-heteroaryl etc. refers to the size of the
corresponding heteroaryl. Particular examples of heteroaromatic groups include e.g., 2,3-
dihydro benzofuranyl, 1-oxidopyridinyl, 2,3-dihydro-1,4-benzodioxinyl,quinoxalinyl, 2,2-
difluoro-1,3-benzodioxolyl, pyridinyl, pyrrolyl, furanyl, thiophenyl, isoxazolyl, pyrazolyl,
benzofuryl, [2,3-dihydro]benzofuryl, benzoxazolyl, quinoxalinyl.

The term "cycloalkyl" refers to alkyl groups having a monocyclic ring, bicyclic or multiple
fused alkyl rings; such cycloalkyl rings include e.g. cyclopropyl, cyclobutyl, cyclopentyl;
cyclohexyl, cycloheptyl, cyclooctyl; and the like; such multiple ring structures include e.g.
adamantanyl; and bicyclo[2.2. 1]heptane. “C;-Cg“ ”C3-Cjo* etc. 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-Cg~-heterocycloalkyl «C;- Cjo” etc. refers to the size of the corresponding

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



The term "acylamino-Ci-C6-alkyl" refers to an acylamino group attached to the parent molecular group
through a Ci-C6-alkyl. The term "acylamino” refers to a group -NH-acyl group which may also be defined
as - NHC(0)R wherein R is a Ci-C6-alkyl. The above defined residues can be substituted or unsubstituted:;
the term "unsubstituted or substituted” or "optionally substituted” means that unless otherwise constrained
by the definition of the individual substituent, the above set out groups, like "alkyl", "alkenyl", "alkynyl",
"aryl", "heteroarf§irahygiaBumyl, "HatRhsSiciobmRy R le. CAPROSIYstitorste ey ht |@Ry Y substituent
selected from the@rauRieppsistingahyCi-C6-alkyl", "C2-C6-alkenyl”, "C2-C6-alkynyl", "cycloalkyl",
"heterocycloalkyl”, "Ci-C6-alkyl aryl", "Cl -C6-alkyl heteroaryl", "Ci-C6-alkyl cycloalkyl", "Cl -C6-alkyl
heterocycloalkyl”, "amino”, "ammonium”, "acyl", "acyloxy", "acylamino”, "aminocarbonyl!",
"alkoxycarbonyllhéuesidGialegep” &£ 60)08 1T 8:dlkyl", "heteroaryl”, "sulfonyl”, "alkoxy", in particular "ClI
-C6- alkoxy", "sulfanyl", "halogen”, "carboxy", "trihalomethyl", "cyano", "hydroxy", "mercapto”, "nitro",
"halogen-aryl”, gctamy ' «dDRarticilaroy RElR fRp.'8-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 aciheststfuripadichrphio$prdrid acitrnitrie @cids-athdlthmiikeyhasiwelichshzditgforatred with
organic acids SHQ@b@&%ﬁﬂ%&ﬁi RIS aeigl, 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 polygalacturonic acid, as well as
salts formed withhbasie ann agifssdGh AR Ry S P Fndkginine aAdlHitigealyh sadis efampaunds!
containing a carboxylic acid or other cégiqic unctional group(s) can be prepared by reactjng with a suitable
base. Such a plt-%)%lrlng e%(iié%nacfepté 'ealIcfg}to 39%@%%%%%\%%%‘%5%52@5%%3 b'rcfé‘fHe{(1 . O
pharmaceuticalhgmoeepitabl€ calighyiviich inchadesaadkalis e thl salsrissgeelaiylisddirCandDgotassium),
alkaline earth rr@t_qi@slx_lts (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,. '-dihenzylethylenediamine,

o hyaroxyetial i E DD B SRS BBl iy ! SHOLHIN. ciberzyliperidine
N-benzyl- J3-phenethylamine, dehydroabietylamine, N,N'- bisdehydroabietylamine, glucamine,
N-methylglucantfteteedlidmEoqusitretqigionne;dR-DaSic wheiss dtitndthass RAsprdgidaldifine.

According to ong, asparyohtaednyentioneaie RIVIeN tiazalenyEdine £aoNe@unds according to Formula
(): Formula (I) wherein R1 is selected from a. hydrogen; b. Ci-C6-alkyl; c. C2-C6-alkenyl optionally

substituted with Ci-C6-alkyl; d. -NR6R7; e. C3-00-cycloalkoxy, Ci-C6-alkoxY;
The term “C;-C¢-alkylamino™ refers to a C;-Cg-alkyl group attached to the parent molecular

group through an amino.

The term “amino-C;-Cg-alkyl” refers to an amino group attached to the parent molecular
group through a C;-Cg-alkyl wherein the amino group is selected from —NH,, -NHC;-Cs-
alkyl, and -N(C;-C¢-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;-Ce-alkyl.

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

B

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

wherein R is a cycloalkyl.



f. C3-00-cycloalkyl sulfanyl, CI-C6-alkyl sulfanyl; and g. 5 or 6-membered heteroaryl having at least one
heteroatom selected from N, S and 0, said heteroaryl being optionally substituted with C1-C6 alkyl,
halogen, or C1-C6 alkoxy; R2 is selected from a. hydrogen; b. halogen; c. aryl optionally substituted with
R10, R11 and/or R12; and d. 5 to 10-membered heteroaryl having at least one heteroatom selected from
N, S and 0 and optionally substituted with C1-C6 alkyl; or R1 and R2 taken together form a -C=C-C=C-
group-; R3 is selected from a. hydrogen; b. halogen; and C. Ci-C6-alkyl optionally substituted with at

least one fluororRAdmseloetaaidpiahMdiegenians fup -B-B-(veroRasackrterasnyMiryingrtlgast one
heteroatom select dlflEOf“n N, S and 0; R5 is selected from a. Ci-C6-alkyl optionally substituted with at
least one of theto a\‘Nlﬁg groups i. alkoxycarbonyl,

The term “cycloalkyl-C;-Cg-alkyl” refers to a cycloalkyl group attached to the parent
molecular group through a C;-Cg-alkyl.

The term “aryl-C;-Ce-alkyl” refers to an aryl group attached to the parent molecular group
through a C;-Cg-alkyl (e.g. benzyl).

The term “aryl-C;-Cg-alkyloxy” refers to a —O-R group wherein R is aryl C{-Cs-alkyl (e.g.
benzyloxy).

The term “heteroaryl-C;-Cg¢-alkyl” refers to a heteroaryl group attached to the parent
molecular group through a C;-Cgalkyl.

The term “-C(O)Oalkyl” or “alkoxycarbonyl’refers to a group —C(0O)-O-R wherein R is a C;-
Cé—alkyl.

The term carboxylic acid refers to a —COOH.
The term “hydroxy-C;-Cs-alkyl” refers to a C;-Cg-alkyl substituted by a hydroxyl.

The term “heterocycloalkyl-C;-Cs-alkyl” refers to a heterocycloalkyl group attached to the
parent molecular group through a C;-Cs-alkyl.

The term “halogen-aryl” refers to a group aryl (e.g phenyl) substituted by a halogen (e.g. 4-
chloro-phenyl, 3-iodo-phenyl, 4-fluoro-phenyl, 4-bromo-phenyl, 3-chloro-phenyl, 2-bromo-
phenyl).

The term “C,-Cg-alkyl-sulfonyl” refers to a group -S(O),-R wherein R is C;-Cg-alkyl.

The term “acylamino-C;-Cg-alkyl” refers to an acylamino group attached to the parent

molecular group through a C;-Cg-alkyl.



Ci-C6-alkoxY, iii. -NC(0)R" wherein R is aryl optionally substituted with Ci-C6-alkyl, iv. benzyloxy; b.
aryl-Ci-C6-alkyl; c. 5 or 6-membered heteroaryl-Ci-C6-alkyl having a heteroatom selected from N, S and O
optionally substituted with Ci-C6-alkyl, halogen or Ci-C6-alkoxy; d. C3-C6-cycloalkyl optionally substituted
with phenyl; e. 3 to 8-membered heterocycloalkyl having a heteroatom selected from N, S and 0
optionally substituted with an acyl group; f. aryl optionally substituted with at least one of the following
groups i. Ci-C6RIRYFBerfiGUDRCEARVC fi SEtuRadtidievt gree-aikiskyeptishalRe stpswditsdwith
C1_C6-alkoxy caHaoyR WwheRli@RYs avc CaCedkalkyl sulfonyl, vi. -NHC(0) Ci-C6-alkyl, vii.

amino-Ci-C6-alkyl wherein amino is selected from -NH2, -NHCI-C6-alkyl, -N(C1-C6-alky1)2,
N(C1-Cé6-alkyl)(Ci-C6-alkoxy-Ci-C6-alkyl), and the two substituents Ci-C6-alkyl can be the same or
different, and whreibotlredafio subsstitusntsmiaysfbstmnacd to Sqmesibexeld thetenocycloabsptwidh the N to

which they are giiaghedto gnd Wagrain e REIRECYGLaAtLIE aREQNAIY.RVRSIIUIRHMMI Gl Ghealky! or
with hydroxy; viil. -N(Ci-C6-alkyl) (Ci-C6-alkoxy-Ci-C6-alkyl), ix. 5 to 6-membered

heterocycloalkyfefintigaféythsaiciyidupb feRstitsentsie bV rrant RuagEPEPps, like “alkyl”, “alkenyl”,
“alkynyl®, “aryl®, “heteroaryl®, “cycloalkyl”, “heterocycloalkyl” etc. can be substituted with

at least one substituent selected from the group consisting of “C;-Cs-alkyl®, “C,-Cs-alkenyl®,
“Cy-Cg-alkynyl“, “cycloalkyl”, “heterocycloalkyl”, “C;-Cs-alkyl aryl”, “C;-Cg-alkyl
heteroaryl”, “C;-Cg-alkyl cycloalkyl“, “C;-Cg-alkyl heterocycloalkyl“, “amino”,

9% <¢

“ammonium”, “acyl®, “acyloxy*, “acylamino

1313

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

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-p-phenethylamine, dehydroabietylamine, N,N’-
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x. amido-Ci-C6-alkyl, xi. Ci-C6-alkoxY, xii. halogen; g. 5 to 10-membered heteroaryl having at least one
heteroatom selected from N, O or S optionally substituted with halogen; and h. pyridinyl optionally
substituted with at least one of the following groups i. halogen, Ci-C6-alkyl, ill. amino-Ci-C6-alkyl wherein
amino is selected from -NH2, -NHCI-C6-alkyl or -N(Ci-C6-alky1)2, wherein the two substituents
Ci-C6-alkyl can be the same or different, and wherein the two substituents may form a 3 to 8-membered
heterocycloalkyPsefeaies RIS tiedyr aFanst Abmesd i eiaWhereit {RBh et cl 68IRtINs -opifbnally
substituted withyedrGBnall Rl SayArXYs ¥ arld Bfggioxy-Ci-C6-alkyl), v. -NH-(5-membered
heteroaryl-Ci-C6-alkyl having as heteroatom 0), vi. 5 or 6-membered heterocycloalkyl-Ci-C6-alkyl having
at least one heteroatom selected from 0 and N; vii. 5 or 6-membered heterocycloalkyl having at least one
heteroatom selécteadrgntodandspaptiohally substituteprovitde tydeoxdypyGdNORwherdirndbidi@y-C6-alkyl,
halogen or Cl-qg}%ﬁxhlav'i%amino; ix. -NH(ammo-Ci-C6-alkyl); x. -N(Ci-C6-alky1)2; R6 is selected from
a. Ci-C6-alkyl optionally substituted with one or two hydroxy grougs, b. phenyl optionally substituted with
at least one of the following groups i. halogen R,

e

R = /N
—N
. N~ % H

R; N
R
Formula (I)
wherein
R, is selected from
a. hydrogen;
b. C;-Cs-alkyl;
c. C,-Cg-alkenyl optionally substituted with C;-Cg-alkyl;
d. —-NR¢R7;

e. C3—Cs-cycloalkoxy, C—Cg-alkoxy;

f. C5—Cg-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, 1s selected from

a. hydrogen;

b. halogen;

c. aryl optionally substituted with Rjo, 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,—C; alkyl;

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

Rj; is selected from

11



Ci-C6-alkyl,or C1-C6-alkoxY; c. 5 or 6-membered heterocycloalkyl having a heteroatom selected from 0
and N optionally substituted with C1-C6-alkyl; d. C3-00-cycloalkyl optionally substituted with 128; and e.
-(CH2)RO wherein n equals 1, 2 or 3; R7 is a. hydrogen or b. Ci-C6-alkyl; or R6 and R7 can form a 3 to
8-membered heterocycloalkyl with the N to which they are attached to and wherein the heterocycloalkyl is
optionally substituted with C1-C6- alkyl; R8 is selected from a.hydrogen; b.hydroxy; c. Ci-C6-alkyl
optionally substituted 49 Bxy; d.C(0)0-Ci-C6-alkyl; and e.-NF121 R9 is selected from a.
C3-00-cycloalkyl optlwaluyoggngted with an unsubstltuted Ci-C6-alkyl; b. 5 or 6-membered

heterocycloalkyl having (2 alhom se Tcte frtortn ttlon substituted with C1-C6-alkyl; c.5 or
6-membered heteroarf/l ‘év |8t f Odl 0 '{9 %fnally substituted with
Ci-C6-alkyl;

R4 is selected from
a.hydrogen; and
b.5 or 6-membered heteroaryl having at least one heteroatom selected from N, S and

O;

Rs is selected from
a. C;-Cs-alkyl optionally substituted with at least one of the following groups
i. alkoxycarbonyl,
ii. C;-Cg-alkoxy,
iii. -NC(O)R’ wherein R’ is aryl optionally substituted with C;-Ce-alkyl,
iv. benzyloxy;
b. aryl-C;-Cs-alkyl;
c. 5 or 6-membered heteroaryl-C;-Cs-alkyl having a heteroatom selected from N, S
and O optionally substituted with C;-Cs-alkyl, halogen or C;-Cs-alkoxy;
d. C3-Ce-cycloalkyl optionally substituted with phenyl;
e. 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
i. C;-Ce-alkyl,
ii. perfluoro-C;-Cg¢-alkyl,
iii. at least one C;-Cg-alkoxy optionally substituted with C; Cs-alkoxy
carbonyl,
iv. phenyl,
v. C-Cs-alkyl sulfonyl,
vi. -NHC(O) C;-Cs-alkyl,
vii. amino-C;-C¢-alkyl wherein amino is selected from -NH,, -NHC;-C¢-alkyl,
-N(C;-Cs-alkyl),, N(C;-Cg-alkyl)(Ci-Cs-alkoxy-C;-Cs-alkyl), and the two
substituents C;-Cg-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



d. phenyl; R10, R11 and R12 are each independently selected from a. hydrogen; b. halogen; c. hydroxy;
d. Ci-C6-alkyl; e. ClI -Cé6-allcoxY; f. cyano; g.-C(0)NH(Ci-C6-alkyl)amino wherein the amino is
-N(C1-13)2); and h.-NH2. Any of the above chemical groups can be optionally substituted. The
compounds according to the invention advantageously inhibit ASK, preferably ASK1. The inventors could
achieve good IC50 values by the particular design of the compounds according to the invention. The IC50

value of the compounds of tHEYerephaicastib iy iserhn d 1o PratetitrerioBmiitinabsiiuisd
experiments is 30 ) 1M or lesgitpieferabiyy20r M ivh @k dessy;more preferably 15 )IM or less, even more

preferably 10 )1M or less, still.m referably 5)IM or less a?g ore preferably' )1M or less. It was
found by the inventors that b%}%‘e‘?ﬁﬁ%%‘?ﬁ&%%‘i@'giﬁﬁé"é‘é{f#pb h%l( | ' particular positions with a selection
of chemical groups as will bexevident franartiverbé|dwtatesoriptlbn-4dv@nidige obsv IG5 vakiesdtvthe
nanomolar range could be aghieyad; Prafefig¢compounds of the invention exhibit an IC50 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 thesiiffidn 4redfEb characterized by their positive inhibitory effect in the
Lipopolysaccharide (LPS)-inguced INksyelease assay in mice as described in the below experimental
section. Preferrably the compoynds of the invention exhibit an inhibition of 30% or more, preferably 40%
or more, and more preferablg"SLé?’o BF More. The dosage of a compound according to the invention
applied in this assay ig.ustedlb/hetweed Hddearady8Bmoyk gt bodyonvelgittroAnoiseleclod dgenthaOnoay be used

is between 20 gnd 60bpﬁgﬁ%5§4¥bgﬁwgf@iﬁioh§ﬁ e%?gﬁg{kg. Other in vitro and in vivo assays .knowr) to the
person skilled in the art may be applied to show the positive effects of the compounds of the invention

and their relevance fob-vafisiiy bppsiageldy Tuhsgarstboilsahtensppareithafllovenkesupsto the person skilled
in the field. i. halogen,

ii. C;-Cg-alkyl,

iii. amino-C;-Cs-alkyl wherein amino is selected from -NH,, -NHC,;-Cg¢-alkyl
or -N(C;-Cg-alkyl),, wherein the two substituents C;-Cg-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 hydroxy;

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

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

vi. 5 or 6-membered heterocycloalkyl-C;-C¢-alkyl having at least one
heteroatom selected from O and N;

vii. 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;-Cg-alkyl, halogen or C;-Cg-alkyl,;

viil. amino;

ix. -NH(amino-C,-C¢-alkyl);

x. —N(C;-Cg¢-alkyl),;

R is selected from

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

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

ii. C;-Cg-alkyl,or

13



In the following, compounds and compound groups according to the invention are described
characterized by particular structural and functional features. Each of these compound groups exhibits
also properties making them useful for particular applications, e.g. particular medical indications, which
will be evident by normal experimentation available to the skilled person. In one embodiment the invention
relates to a triazolopyridine compound according to Formula | wherein R1 is selected from a. hydrogen;
b. Ci-C6-alkyl; c. C2-C6-alkeéHyt-otichsysubstituted with CI -C6-alkyl; d. -NR6Ri; e. C3-C8-cycloalkoxy;

f. C3-C8-cycloalkyl sulfagy; andegibar&l ReraRumkearynetaiaary! hasisgo leastanehateropion selected
from N, Sand 0 optlonall n%,ﬂ?/s“ uted Wlth.%lﬁoc_%g%gl R2 is selected from a. hydrogen; b. Cl or Br; c.
Wi ¥

aryl optionally substit & 5mﬂtﬂ £l ;?a,lhd d. 5, 6 or 9-membered heteroaryl having at

least one heteroatom éeledied feboriiy| S amc lyanbsoptiahaih Bybstituted with C1-C6 alkyl; or R1 and R2
taken together form ae‘.Qf&{S,ﬁgw%%{H'ﬂ ggl%dﬁ selegted from a.hydrogen; b.chloro; bromo; ¢.methyl; and

R7 1S
a. hydrogen or

b. C;-Cs-alkyl;

or R¢ and R; can 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;-Cq¢-
alkyl;

Rj is selected from

a.hydrogen;

b.hydroxy;

c. C;-Cs-alkyl optionally substituted with hydroxy;
d.C(0)O-C,-C¢-alkyl; and

e.—NHo;

Ry is selected from

a. C3-Cg-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;-Cg-alkyl;

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

d. phenyl;

Ri0, Ri1 and Ry, are each independently selected from
a. hydrogen;

b. halogen;

c. hydroxy;

d. C;-Cs-alkyl;

14



d.CF3; R4 is selected from a. hydrogen; and b. furanyl; R5 is selected from a. Ci-C6-alkyl optionally
substituted with at least one of the following groups i. alkoxycarbonyl, Ci-C6-alkoxY, iii. -NHC(0)R'
wherein R is aryl optionally substituted with Ci-C6-alkyl, iv. benzyloxy; b. aryl-Ci-C6-alkyl; c. 5 or
6-membered heteroaryl-Ci-C6-alkyl having a heteroatom selected from N, S and 0 optionally substituted
with Ci-C6-alkyl, halogen or Ci-C6-alkoxy; d. C3-C6 cycloalkyl optionally substituted with phenyl; e. 3 to
8-membered heterocfcl@aﬂ?waﬂ‘é’%Mg a heteroatom selected from N, S and 0 optionally substituted with an
acyl group; f. aryl optiengHysubstituted with at least one of the following groups i. Ci-C6-alkyl,

perfluoro-Ci-C6-alkyl, g!ll_. &dﬁ@ﬁt( 8{]&%'11% a%lllﬁ?g%ﬁ) rgi%nt Iel% nslyn%slts!t_%e(gllfggts;grll-(106-a|koxy carbonyl,
h.—NH,.

Any of the above chemical groups can be optionally substituted.

The compounds according to the invention advantageously inhibit ASK, preferably ASKI.
The inventors could achieve good ICsy values by the particular design of the compounds

according to the invention.

The ICsq 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 pM 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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iv. phenyl, v. Ci-C6-alkyl sulfonyl, vi. -NC(0)Ci-C6-alkyl, vii. amino-Ci-C6-alkyl wherein amino is selected
from -NH2, -NHCI-C6-alkyl, -N(C1-C6-alky1)2, N(C1-C6-alkyl)(Ci-C6-alkoxy-Ci-C6-alkyl), and the two
substituents Ci-C6-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 Ci-C6-alkyl or with hydroxy, viii. -N(Ci-C6-alkyl) (Ci-C6-alkoxy-Ci-C6-alkyl), ix.
5 to 6-membered heterocycloalkyl-Ci-C6-alkyl having a heteroatom selected from N and O, x.
ﬁmidO-Ci-Cﬁi-aIIthi f(ﬁb@ﬁr@'@ﬁo?ﬂﬁsﬂ?@@@fﬁg@ni gﬁo?gsm@m’a%fgﬁhﬁégmi?ﬁbh@waf@rmfﬁ onczI
eteroatom selected from N optionally substituted with halogen; and_h. pyridinyl optionally substitute
with at lenst oGBS TOM AT OIS L RA o, e R R Sh B DS e o
6-membered hetdriboyclbalfndpeein galtiteasconedfetdoo atonadal eppdddions, @.gnchicular Snedical

6-membered hefarogyaloalkylinayving. at 18RO AGIEIGMOML SRIRHED oM RaRAR Y person,
-NH(hydroxy-Ci-C6-alkylj, v.-NH-(5-memberéd heteroaryl-Ci-C6-alkyl having as heteroatom 0), vi. 5 or

6-membered heterocycloalkyl-Ci-C6-alkyl having at least one heteroatom selected from 0 and N; vii. 5 or

6-membered heatesaeyalpadkyichaming alnlgastone heteraatosm aalarteshipemd st dingpyonally substituted
with hydroxy, %%0219531 varvlﬁrein R'is Ci-C6-alkyl, halogen or Ci-C6-alkyl,

T crem

R, is selected from

a. hydrogen;

b. C;-Ces-alkyl;

c. C,-Cg-alkenyl optionally substituted with C;-Cg-alkyl;

d. -NR4R7;

e. Cs—Cs-cycloalkoxy;

f. C5—Cg-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 selected from

a. hydrogen;

b. Cl or Br;

c. aryl optionally substituted with Ry, 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 alky];
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.CF3;
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viii. amino, ix. -NH(am no-Ci-C6-alkyl), x. -N(Ci-C6-alky1)2; R6 is selected from a. Ci-C6-alkyl optionally
substituted with one or two hydroxy groups, b. phenyl optionally substituted with at least one of the
following groups i. halogen, Ci-C6-alkyl, or C1-C6-alkoxY; c. 5 or 6-membered heterocycloalkyl having a
heteroatom selected from 0 and N optionally substituted with is Ci-C6-alkyl; d. C3-C8-cycloalkyl optionally
substituted with 128; and e. -(CH2)R9 wherein n equals 1, 2 or 3; R7 is a. hydrogen or b. Ci-C6-alkyl; or
or R6 and R7 can forR«dFtlgsthERBered heterocycloalkyl with the N to which they are attached to and
wherein the heterocyclogyiiybssopti@nally substituted with C1-C6- alkyl; R8 is selected from a.hydrogen;

b. furanyl;

Rj5 is selected from
a. C;-Cs-alkyl optionally substituted with at least one of the following groups
i. alkoxycarbonyl,
ii. C;-Cg-alkoxy,
iii. -NHC(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,-Cs-alkyl having a heteroatom selected from N, S
and O optionally substituted with C;-Cs-alkyl, halogen or C;-Cs-alkoxy;
d. C;-Cs cycloalkyl optionally substituted with phenyl;
e. 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
i. C;-Cg-alkyl,
ii. perfluoro-C;-Cgs-alkyl,
iii. at least one C;-Cg-alkoxy optionally substituted with C;-Cs-alkoxy
carbonyl,
iv. phenyl,
v. C;-Cg-alkyl sulfonyl,
vi. -NC(0O)C;-Cs-alkyl,
vii. amino-C;-C¢-alkyl wherein amino is selected from -NH,, -NHC;-C¢-alkyl,
-N(C;-Ce-alkyl)s, N(C,;-Cg-alkyl)(C;-Cs-alkoxy-C;-Cs-alkyl), and the two
substituents C;-Cg-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,
viii. -N(C;-Cg-alkyl) (C;-Cs-alkoxy-C;-Cs-alkyl),
iX. 5 to 6-membered heterocycloalkyl-C;-Cs-alkyl having a heteroatom
selected from N and O,

x. amido-C;-C¢-alkyl,
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b.hydroxy; c.unsubstituted or substituted Ci-C6-alkyl wherein the subst tuent is hydroxyl; d.C(0)0-
Ci-C6-alkyl; and e.-N1-121 R9 is selected from a. C3-00-cycloalkyl optionally substituted with an
unsubstituted Ci-C6-alkyl; b. 5 or 6-membered heterocycloalkyl having a heteroatom selected from N and
0 optionally substituted with C1-C6-alkyl; c.5 or 6-membered heteroaryl having a heteroatom selected
from N and 0O optionally substituted with Ci-C6-alkyl; and d.phenyl. R10, R11 and R12 are each
independently selected froleaChﬁﬂré‘ééﬁY b. fluoro, bromo; c. hydroxyl; d. Ci-C6-alkyl; e. Ci-C6-allcoxY; f.
cyano; g.-C(0)NH(Ci-C6- allml,)m{wg@wherem the amino is N(Cl 13)2); and h.-NH2. In another

embodiment the invention lajes to fiolopyidie CompoNdR 5 g 9 e falouprg Forpua -1

optionally substituted with halogen; and

h. pyridinyl optionally substituted with at least one of the following groups
i. 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;-Cs-alkyl having as heteroatom O),
vi. 5 or 6-membered heterocycloalkyl-C,-C¢-alkyl having at least one
heteroatom selected from O and N;
vii. 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,-Cg-alkyl, halogen or C;-Cg-alkyl,
Viil. amino,
ix. -NH(amino-C;-C¢-alkyl),
x. =N(C;-Cg¢-alkyl),;

Rg 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
i. halogen,
ii. 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 is C;-Ce-alky];
d. C;-Cg-cycloalkyl optionally substituted with Rg; and
e. -(CHy)nRo wherein n equals 1, 2 or 3;

R7 18

a. hydrogen or
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Formula I-1 wherein R2 is hydrogen or bromo; R3 is selected from a. hydrogen; b.halogen; and
c.Ci-C6-alkyl optionally substituted with at least one fluoro; R5 is selected from a. Ci-C6-alkyl optionally
substituted with at least one of the following groups i. Ci-C6-alkoxycarbonyl, Ci-C6-alkoxY, iii. -NHC(0)R’
wherein R is aryl optionally substituted with Ci-C6-alkyl, iv. benzyloxy; b. aryl-Ci-C6-alkyl; c. 5 or
6-membered heteroaryl-Ci-C6-alkyl having a heteroatom selected from N, S and 0 optionally substituted
with Ci-C6-alkyl, halogeﬁb?fﬁl@@QTkoxy; d. C3-C6 cycloalkyl optionally substituted with phenyl; e. 3 to
8-membered heterocycloalkyl having a heteroatom selected from N, S and 0 optionally substituted with an
acyl group; . aryl Optlgp ﬁlé%r? ?Stgéﬁeor%'tah3 to 8-membered heterocycloalkyl with the N to which they

are attached to and wherein the heterocycloalkyl is optionally substituted with C;-Cq-

alkyl;

Rg is selected from

a.hydrogen,;

b.hydroxy;

c.unsubstituted or substituted C;-Ces-alkyl wherein the substituent is hydroxyl;
d.C(O)O- C;-Cg-alkyl; and

e.—NHo;

Ry is selected from

a. C3-Cg-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;-Cg-alkyl;

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

d.phenyl.

R0, Ry and Ry, are each independently selected from

a. hydrogen;

b. fluoro, bromo;

c. hydroxyl;

d. C,-Ce-alkyl;

e. C;-Cs-alkoxy;

f. cyano;

g. —C(O)NH(C;-C¢-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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i. Ci-C6-alkyl optionally substituted with a y-lactam or 6-lactam, perfluoro-Ci-C6-alkyl, iii. at least one
Ci-C6-alkoxy optionally substituted with Ci-C6-alkoxycarbonyl, iv. phenyl, v. Ci-C6-alkyl sulfonyl, vi.
-NHC(0) Ci-C6-alkyl, vii. amino-Ci-C6-alkyl wherein amino is selected from -NH2, -NHCI-C6-alkyl,
-N(C1-Cé6-alkyl)2, ST(C1-C6-alkyl)(Ci-C6-alkoxy-Ci-C6-alkyl), and the two substituents Ci-C6-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 wherBimthe heterocycloalkyl is optionally substituted with

C1-C6-alkyl or with hydroxy, viii. -N(Ci-C6-alky)
heterocycloalkyl-CI-C6-alkyl having a heteroatom
Ci-C6-alkoxY, xii. halogen; g.5 to 10-membe

C/' 6-glkoxyiCi -C6-alkyl), ix. 5 to 6-membered
elegtedfram Nrand 0, x. amido-Ci-C6-alkyl, xi.
rodryl rFluaving at least one heteroatom selected

from N optionally substituted with halogen; and h. pyridinyl optionally substituted with at least one of the

following groups i. halogen,

C1-C6-alkyl optionally'stib&itlfled with a 5 or 6-membered heterocycloalkyl

having at least one heafgeaipm selected from 0 and N, iii. 5 or 6-membered heterocycloalkyl having at

least one heteroatom sele
Ry 1s

h

ted from 0 and N,
ydrogen or bromo;

Rj; is selected from

a. hydrogen;

b.halogen; and

c.C;-C¢-alkyl optionally substituted with at least one fluoro;

R5 is selected from

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

i. C;-Cg-alkoxycarbonyl,
ii. C;-Cs-alkoxy,
iii. -NHC(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,-Ce-alkyl, halogen or C;-C¢-alkoxy;

d. C;-Cs cycloalkyl optionally substituted with phenyl;

e. 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

i. C;-C¢-alkyl optionally substituted with a y-lactam or é-lactam,

ii. perfluoro-C;-Cs-alkyl,

iii. at least one C;-C¢-alkoxy optionally substituted with C;-Cs-alkoxycarbonyl,
iv. phenyl,

v. C;-Cg-alkyl sulfonyl,

vi. -NHC(O) C;-Cs-alkyl,

vii. amino-C;-Cs-alkyl wherein amino is selected from -NH,, -NHC;-C¢-alkyl,

-N(C;-Cs-alkyl),, N(C;-Cs-alkyl)(C;-Cs-alkoxy-C;-Ce-alkyl), and the two
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iv. -NH(hydroxy-Ci-C6-alkyl), v. -NH-(5-membered heteroaryl-Ci-C6-alkyl having as heteroatom 0), vi. 5
or 6-membered heterocycloalkyl-Ci-C6-alkyl having at least one heteroatom selected from 0 and N; R6 is
selected from a. Ci-C6-alkyl optionally substituted with one or two hydroxy groups, b. phenyl optionally
substituted with at least one of the following groups i. halogen, Ci-C6-alkyl, C1-C6-alkoxY; c. 5 or
6-membered heterocycloalkyl having a heteroatom selected from 0 and N optionally substituted with is

Ci-C6-alkyl; d. C3-C8-cycloal¥atBptish iy okttt WithRemmaredifferen) R iR Hedwdls 1, 2 or
3; R7 s a. hydrogen or b. CifGaialorb tapnsthanamedinent dneinveptionkalateste Niazaiepyridine
compounds according to thetﬁ%lll %%ig algl?er(rin t%l?in -\%vhle:r%gp tlfllléih]é:[grocycloalkyl is optionally substituted
with C;-Ce-alkyl or with hydroxy,
viii. -N(C;-Cg-alkyl) (C;-Cg-alkoxy-C;-Ce-alkyl),
ix. 5 to 6-membered heterocycloalkyl-C;-Cs-alkyl having a heteroatom
selected from N and O,
x. amido-C;-C¢-alkyl,
xi. C-Cg-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
i. halogen,
ii. C;-Ce-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;-Cs-alkyl having as heteroatom O),
vi. 5 or 6-membered heterocycloalkyl-C;-C¢-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
i. halogen,
ii. C;-Ce-alkyl,
iii. C;-Cg-alkoxy;
c. 5 or 6-membered heterocycloalkyl having a heteroatom selected from O and N
optionally substituted with is C;-Cg-alky];
d. C3-Cg-cycloalkyl optionally substituted with Rg; and
e. -(CHy),R9 wherein n equals 1, 2 or 3;
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wherein R3 is selected from a. hydrogen; b. halogen; and c. CI -C6-alkyl optionally substituted with at
least one fluoro; R5 is selected from a. Cl -C6-alkyl optionally substituted with at least one of the following
groups i. Ci-C6-alkoxycarbonyl, Ci-C6-alkoxY, iii. -NHC(0)R' wherein R is aryl optionally substituted with
Ci-C6-alkyl, iv. benzyloxy; b. aryl-Cl -C6-alkyl; c. 5 or 6-membered heteroaryl-Ci -C6-alkyl having a
heteroatom selected from N, S and O optionally substituted with CI -C6-alkyl, halogen or CI -C6-alkoxy; d.
C3-C6 cycloalkyl optidtdfly substituted with phenyl; e. 3 to 8-membered heterocycloalkyl having a
heteroatom selected fioRydibgerastd O optionally substituted with an acyl group; f. aryl optionally
substituted with i. Ci-%Gal_l&l_gEylonally substituted with a y-lactam or 6-lactam, perfluoro-Ci-C6-alkyl,

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

following Formula I-2

Formula I-2

wherein

Rj is selected from

a. hydrogen;

b. halogen; and

c. C;-Cs-alkyl optionally substituted with at least one fluoro;

Rs is selected from
a. C;-Ce-alkyl optionally substituted with at least one of the following groups
i. C;-Cg-alkoxycarbonyl,
ii. C;-Cs-alkoxy,
iii. -NHC(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;-Cs-alkyl having a heteroatom selected from N, S
and O optionally substituted with C,-Ce-alkyl, halogen or C;-Cg-alkoxy;
d. C;-Cs cycloalkyl optionally substituted with phenyl;
e. 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
i. C;-Cg-alkyl optionally substituted with a y-lactam or 6-lactam,
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iii. at least one Ci-C6-alkoxy optionally substituted with Ci-C6-alkoxycarbonyl, iv. phenyl, V. Ci-C6-alkyl
sulfonyl, vi. -NHC(0) Ci-C6-alkyl, vii. amino-Ci-C6-alkyl wherein amino is selected from -NH2,
-NHCI-C6-alkyl, -N(C1-C6-alky1)2, N(C1-C6-alkyl)(Ci-C6-alkoxy-Ci-C6-alkyl), and the two substituents
Ci-C6-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 Ci-C6-alkyl &r Wi’tﬂuﬁ%%x%'%ﬁl»N(Ci-CG-aIkyI) (Ci-C6-alkoxy-Ci-C6-alkyl), ix. 5 to
6-membered heterocycloalkyik Gi4efakyhavingabesproanysaiesied frRTN @Ak karbony1,

amido-Ci-C6-alkyl, xi. Ci-C61-aIli§)xY Xil. hallogen; g. 5 to 10-membered hgtgroaryl having at Iea§t one
heteroatom selected from N Sp%cfﬁlé{hy substituted with halogen; and h. pyridinyl optionally substituted
with at least one of the followirg-§teugs! sudabyjen, Ci-C6-alkyl optionally substituted with a 5 or
6-membered heterocycloalkyt h tég_&ts%t_ﬁgﬁheteroatom selected from 0 and N, ?ii. 5or
6-membered heterocycloalkyl having at least one heteroatom selected from O and N, iv.
-NH(hydroxy-Ci-C6-alkyl), WiNHimhefbeked Wetesisapireilcalamsd Favind Hs MdtErodiontkol, vi. 5 or
6-membered heterocycloalkyki(ei; €8-alkh hawng, at least poedeiaesiancelgeied fiam handN;
substituents C;-Cg-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;
viii. -N(C;-Cg-alkyl) (C;-Cg-alkoxy-C;-Ce-alkyl),
ix. 5 to 6-membered heterocycloalkyl-C;-Cs-alkyl having a heteroatom
selected from N and O;
x. amido-C;-C¢-alkyl,
xi. C;-Cg-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
i. halogen,
ii. C;-Ce-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;-Cs-alkyl having as heteroatom O),
vi. 5 or 6-membered heterocycloalkyl-C;-C¢-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

i. halogen
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R6 is selected from a. Ci-C6-alkyl optionally substituted with one or two hydroxy groups, b. phenyl
optionally substituted with at least one of the following groups i. halogen Ci-C6-alkyl, C1-C6-alkoxY; c. 5
or 6-membered heterocycloalkyl having a heteroatom selected from 0 and N optionally substituted with is
Ci-C6-alkyl; d. C3-C8-cycloalkyl optionally substituted with Rg; and e. -(CF12),3128 wherein n equals 1,
2 or 3. Rg and R9 are as above defined. Compounds according to Formula 1-2 as defined above exhibit
an IC30 of 20)IM or less, préfe@atﬁy’ﬂlgﬂw or less, more preferably 10 )IM or less, even more preferably 5
)1M or less and even more pﬁetemjglymo)(w or less. Preferred embodiments of the above Formula 1-2

are: 1. wherein R3 is le é: (tarem I? ?I Br, C 3 or -CF3 R IS eecteﬁfrofrlné% phenyl
optionally substituted Wi Gt eastt oﬁ %“?8}18\?/ Vm et&rgaé(ﬂ?ills %1? eastone® -alkoxy
optionally substituted vptim@llﬁiﬁﬂaslkmtgdoanhom%, Ce- alkyl

d. C3-Cg-cycloalkyl optionally substituted with Rg; and

e. -(CH,),Ro wherein n equals 1, 2 or 3.

Rg and Ry are as above defined.

Compounds according to Formula I-2 as defined above exhibit an ICsy of 20uM or
less, preferably 15 uM or less, more preferably 10 uM or less, even more preferably 5

UM or less and even more preferably 1 pM or less.

Preferred embodiments of the above Formula I-2 are:

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

2. wherein Rj is Cl, Br, -CH3 or —CF;3.

R; is selected from

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

b. pyridinyl optionally substituted with at least one of the following groups
i. 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;-C¢-alkyl having as heteroatom O),
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iii. -NHC(0) Ci-C6-alkyl, iv. -N(C1-C6-alky1)2, v. 5 to 6-membered heterocycloalkyl-Ci -C6-alkyl having a
heteroatom selected from N and 0 optionally substituted with Ci-C6-alkyl, halogen or C1-C6- alkoxy vi.
Ci-C6-alkoxY, vii. halogen; and b. pyridinyl optionally substituted with at least one of the following groups
i. Cl -C6-alkyl optionally substituted with a 5 or 6-membered heterocycloalkyl having at least one
heteroatom selected from 0 and N, ii. 5 or 6-membered heterocycloalkyl having at least one heteroatom
selected from 0 and N, iii. -NH-és-ﬁfeﬁrﬁ%ﬁ@BeFfé’tePSﬁyﬁleéﬁyﬁﬂyph%b d8HegeBatsMtopndy. 5 or
6-membered heterocycloalkykfeiotibnakeyd havingradlgasione heteroatom selected from 0 and N; R6 is
selected from a. unsuRstitlég-fd tCé'-%.‘ﬁ-alkyl, b. phenyl optionally substituted with at least one of the

following groups i. halo@ésn, et rarl%l?& F, Cl, Ci-C6-alkyl, C1-C6-alkoxY, c. 6-membered heterocycloalkyl

having a heteroatom selecteddtitred@rdsNlbgtionally substituted with C1-C6-alkyl; d. C3-C8-cycloalkyl
optionally substituted W'tlﬂh%f'f}q’ %f)@llgyehly substituted with at least one of the following groups
i. halogen, preferably F, Cl,
ii. C;-Ce-alkyl,
iii. C-Ce-alkoxy,
c. 6-membered heterocycloalkyl having a heteroatom selected from O and N
optionally substituted with C;-Cg-alkyl;
d. C;-Cg-cycloalkyl optionally substituted with C;-Cg-alkyl.

3. wherein Rj3 is Cl, Br, -CH; or —CFj;
R5 is selected from
a.phenyl optionally substituted with amino-C,-Cg¢-alkyl wherein amino is selected
from

1.-NH,,

i1.-NHC;-Cg¢-alkyl,

ii1.-N(C;-Cs-alkyl),, and

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

R is selected from

a. C;-Cg-alkyl optionally substituted with
i.hydroxy, or
i1.C;-Cg-alkoxy;

b. Cs-Cg-cycloalkyl;

c. —CHj,Rg wherein Ry is C3-Cs-cycloalkyl.

These preferred embodiments of the invention preferably exhibit an ICsy 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 pM or less and still preferably 0.1 pM or less.
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3. wherein R3 is Cl, Br, -CH3 or R5 is selected from a.phenyl optionally substituted with amino-Ci-C6-alky!
wherein amino is selected from iii.-N(Ci-C6-alky1)2, and iv. 5 or 6-membered heterocycloalkyl having
as heteroatom N or 0; b.pyridinyl; c.and pyridin-Ci -C6-alkyl; R6 is selected from a. Ci-C6-alkyl optionally
substituted with i.hydroxy, or ii.Ci-C6-alkoxY; b. C3-C8-cycloalkyl; c. -CH2129 wherein R9 is
CB-CG-cycIoalk?/l. These preferred embodiments of the invention preferably exhibit an IC30 of 5 itiM or
less, preferably!® #iRANSF fa0dins Prefereligrordatritoiiazd opvading sPe prandsasiPoingtifites less, even
more preferablyfliswiid périasm and still preferably 0.1 itiM or less. In another embodiment the invention
relates to triazolopyridine compounds according to the following Formula 1-3 Formula 1-3 wherein R1 is
selected from

Formula I-3
wherein
R; is selected from
a. hydrogen;
b. unsubstituted C;-Cs-alkyl,;
c. C,-Cg-alkenyl optionally substituted with C;-Cg-alkyl;
d. —-NRg¢R7;
e. unsubstituted Cs—Cg-cycloalkoxy;
f. unsubstituted Cs—Cg-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 hydrogen or bromo;

R5s is selected from
a. C;-Ce-alkyl optionally substituted with at least one of the following groups
1. C;-Cg-alkoxycarbonyl,
ii. C-Cgs-alkoxy,
iii. -NHC(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,-Cg-alkyl, halogen or C,-Cg-alkoxy;
d. C3-Cg cycloalkyl optionally substituted with phenyl;
e. 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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a. hydrogen; b. unsubstituted Ci-C6-alkyl; c. C2-C6-alkenyl optionally substituted with Cl -C6-alkyl; d.
-NR6R7; e. unsubstituted C3-C8-cycloalkoxy; f. unsubstituted C3-C8-cycloalkyl sulfanyl; and g.5 or 6
membered heteroaryl having at least one heteroatom selected from N, S and 0 optionally substituted with
C1-C6 alkyl; R2 is hydrogen or bromo; R5 is selected from a. ClI -C6-alkyl optionally substituted with at
least one of the following groups i. Ci-C6-alkoxycarbonyl, Ci-C6-alkoxY, iii. -NHC(0)R' wherein R is aryl
optionally substituted with Ci-E6ataHlonsissiossbsstusgvaih-calasiam e &laftemembered
heteroaryl-Ci -C6-alkyl having gem;@[@@pmgﬁdﬁpted from N, S and O optionally substltuted with CI
-C6-alkyl, halogen or CI -C6- alko

cIoaIk I na ysub titute en l; e. 3 to
8-membered heterocycloalki fav %/%t &'fie b (fa ORIl I%H%r(% %tuge Q‘Ogd EIIVAS 33(1 ke with an
acyl group; f. aryl optionally sulpstibgted with

v. C1-Cs-alkyl sulfonyl,
vi. -NHC(O) C;-Cs-alkyl,
vii. amino-C;-Cs-alkyl wherein amino is selected from -NH,, -NHC,-C¢-alkyl,
-N(C;-Cg-alkyl),, N(C;-Cs-alkyl)(C;-Cs-alkoxy-C;-Ce-alkyl), and the two
substituents C;-Cg-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,
viii. -N(C;-Cg-alkyl) (C;-C¢-alkoxy-C,-Ce-alkyl),
iXx. 5 to 6-membered heterocycloalkyl-C-Cs-alkyl having a heteroatom
selected from N and O,
x. amido-C;-C¢-alkyl,
xi. C1-Cg-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
i. halogen,
ii. C;-Ce-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;-Cs-alkyl having as heteroatom O),
vi. 5 or 6-membered heterocycloalkyl-C;-Ce-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 -4
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i. Ci-C6-alkyl optionally substituted with a y-lactam or 8-lactam, perfluoro-Ci-C6-alkyl, iii. at least one
Ci-C6-alkoxy optionally substituted with Ci-C6-alkoxycarbonyl, iv. phenyl, V. Ci-C6-alkyl sulfonyl, vi.
-NHC(0) Ci-C6-alkyl, vii. amino-Ci-C6-alkyl wherein amino is selected from -NH2, -NHCI-C6-alkyl,
-N(C1-Cé6-alky1)2, N(C1-C6-alkyl)(Ci-C6-alkoxy-Ci-C6-alkyl), and the two substituents Ci-C6-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 heteragycloalkyl is optionally substituted with
Ci-C6-alkyl or with hydroxy, viii. -N(Ci-C6-alkyl) (Gt dﬂ\(OX -)ttL-CG-aIkyI), ix. 5 to 6-membered
heterocycloalkyl-Ci-C6-alkyl having a heteroatom sgle fron Nfand 0, x. amido-Ci-C6-alkyl, xi.
Ci-C6-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 i. halogen, Ci-C6-alkyl optionally substituted with a 5 or 6-membered heterocycloalky!
having at least one heteroatom selected from 0 and N, jiij219f 6-membered heterocycloalkyl having at
least one heteroatom selected from 0 and N, iv. -NH(hydroxy-Ci-C6-alkyl), v. -NH-(5-membered
heteroaryl-Ci-C6-alkyl having as heteroatom 0),

wherein

R; is selected from

a. unsubstituted C;-Cg-alkyl;

b. C,-Cs-alkenyl optionally substituted with C;-Cg-alkyl;

c. -NR¢R7;

d. unsubstituted C;—Cs-cycloalkoxy;

e. unsubstituted Cs—Cg-cycloalkyl sulfanyl; and

f. 5 or 6 membered heteroaryl having at least one heteroatom selected from N, S and O

optionally substituted with C,—Cg alkyl;

Rs is selected from
a. C;-Cs-alkyl optionally substituted with at least one of the following groups
i. C;-Cg-alkoxycarbonyl,
ii. C;-Cg-alkoxy,
iii. -NHC(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;-Cs-alkyl having a heteroatom selected from N, S
and O optionally substituted with C;-Cs-alkyl, halogen or C;-Cs-alkoxy;
d. C3-Cg cycloalkyl optionally substituted with phenyl;
e. 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
i. C;-Cg-alkyl optionally substituted with a y-lactam or 6-lactam,
ii. perfluoro-C;-Cg¢-alkyl,
iii. at least one C;-Cs-alkoxy optionally substituted with C,-Cs-alkoxycarbony],
iv. phenyl,
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vi. 5 or 6-membered heterocycloalkyl-Ci-C6-alkyl having at least one heteroatom selected from 0 and N.
In another embodiment the invention relates to triazolopyridine compounds according to the following
Formula 1-4 Formula 1-4 wherein R1 is selected from a. unsubstituted Ci-C6-alkyl; b. C2-C6-alkenyl
optionally substituted with Ci-C6-alkyl; c. -NR6R7; d. unsubstituted C3-C8-cycloalkoxy; e. unsubstituted
C3-C8-cycloalkyl sulfanyl; and f. 5 or 6 membered heteroaryl having at least one heteroatom selected
from N, S and 0 optionally sibStittitetwit N6 alkyl; R5 is selected from a. Ci-C6-alkyl optionally
substituted with at least oneaf tkeifgthowing gimyps i. Ci-C6-alkoxycarbonyl, Ci-C6-alkoxY, iii. -NHC(0)R'

wherein R is aryl optionally Sybstiied Wi Gl oI b R RS Y Nt S KR a1,

-N(C;-Cs-alkyl),, N(C;-Cg-alkyl)(Ci-Cgs-alkoxy-C;-Cs-alkyl), and the two
substituents C;-Cg-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;-C¢-alkyl or with hydroxy,
viii. -N(C;-Cg-alkyl) (C;-Cs-alkoxy-C;-Ce-alkyl),
iX. 5 to 6-membered heterocycloalkyl-C-Cs-alkyl having a heteroatom
selected from N and O,
x. amido-C;-Cg-alkyl,
xi. C;-Cg-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
i. halogen,
ii. C1-Ce-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;-C¢-alkyl having as heteroatom O),
vi. 5 or 6-membered heterocycloalkyl-C;-Cs-alkyl having at least one

heteroatom selected from O and N;
Preferably these compounds exhibit an ICsy 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 -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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c. 5 or 6-membered heteroaryl-Ci-C6-alkyl having a heteroatom selected from N, S and 0 optionally
substituted with Ci-C6-alkyl, halogen or Ci-C6-alkoxy; d. C3-C6 cycloalkyl optionally substituted with
phenyl; e. 3 to 8-membered heterocycloalkyl having a heteroatom selected from N, S and 0 optionally
substituted with an acyl group; f. aryl optionally substituted with i. Ci-C6-alkyl optionally substituted with a
y-lactam or 6-lactam, perfluoro-Ci-C6-alkyl, iii. at least one Ci-C6-alkoxy optionally substituted with
Ci-C6-alkoxycarbonyl, iv. phenyl, V. Ci-C6-alkyl sulfonyl, vi. -NHC(0) Ci-C6-alkyl, vii. amino-Ci-C6-alky!
wherein amino is seleptad JspmedNEbs -NHCI-C6-alkyl, -N(C1-C6-alky1)2,

N(C1-Cé6-alkyl)(Ci-C6-alkgxy-Ci-C6-alkyl), and the two substituents Ci-C6-alkyl can be the same or
diferent and wivereirthd S LG Ay For i (b PRI 0 RBIEHCES Bty with the N to

which they are attached to an@ whextinlthe heterocycloalkyl is optionally substituted with Ci-C6-alkyl or
with hydroxy, viii. -N(Ci-C6-ﬁ!lﬁéll)ﬂ(g¥-oC_:§-_z&I6<3 -Ci-C6-alkyl), ix. 5 to 6-membered
heterocycloalkyl-Cl-C6-alkyl having a heterdatom selected from N and 0, x. amido-Ci-C6-alkyl, xi.
Ci-C6-alkoxY, xii. halogen; 1§ §it&ttlk®embered heteroaryl having at least one heteroatom selected
from N optionally substitutedwith-balgees;, and h. pyridinyl optionally substituted with at least one of the

following gr
oflowing groups v. halogen; and

b. pyridinyl optionally substituted with at least one of the following groups
1.Cl,
i1.Br,

iii.-NH(hydroxy-C,-C¢-alkyl).

Preferably these compounds exhibit an ICsy of 15 uM or less, more preferably10 pM or less,
even more preferably 5 pM or less, even more preferably 1 pM 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

Formula I-5

wherein

R, 1s selected from

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

1v. bromo,
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i. halogen, Ci-C6-alkyl optionally substituted with a 5 or 6-membered heterocycloalkyl having at least
one heteroatom selected from 0 and N, iii. 5 or 6-membered heterocycloalkyl having at least one
heteroatom selected from 0 and N, iv. -NH(hydroxy-Ci-C6-alkyl), v. -NH-(5-membered
heteroaryl-Ci-C6-alkyl having as heteroatom 0), vi. 5 or 6-membered heterocycloalkyl-Ci-C6-alkyl having
at least one heteroatom selected from 0 and N; Preferably these compounds exhibit an 1050 of 20 )1M or
less, preferablyl 5)1M or Ies‘é,%%ipreferablyl 0)1M or less, even more preferably 5 )1M or less. A
preferred embodiment of the,alome R@rmula 1-4 is where R1 is an unsubstituted 5-membered heteroaryl
having at least one heteroatom s§ cted from 0, S and N; R5 is selected from a. phenyl optionally
substituted with at least one '8F the &1\ ing groups i. Ci-C6-alkyl, perfluoro-Ci-C6-alkyl, C1-C6-alkoxY; iv.
Ci-C6-alkoxY, v. halodeh;cafiertentberidihytoptivhbdlyigubbtitutedtbwithl ettéddstrone dhtleCnllowing groups

Rs1s selected from
a. unsubstituted C;-Ce-alkyl;
b. aryl optionally substituted with
i.amino-C,-Cg-alkyl wherein amino is selected from -NH,, -NHC,—Cgalkyl or
-N(C;-Cs-alkyl),, and the two substituents C;-Cg-alkyl may form a 3 to 8-
membered heterocacloalkyl with the N to which they are attached to and wherein
the heterocycloalkyl is optionally substituted with C;-Cs-alkyl,
or
i1.5 or 6-membered heterocycloalkyl- C;-Cs-alkyl; and
c. pyridinyl optionally substituted with at least one of the following groups
i. 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;-C¢-alkyl having as heteroatom O),
iv. 5 or 6-membered heterocycloalkyl-C;-Cs-alkyl having at least one

heteroatom selected from O and N.

Preferably these compounds exhibit an ICsy 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, 1s selected from
a.phenyl optionally substituted with at least one of the following groups
i.at least one unsubstituted C;-Cs-alkyl,
ii.unsubstituted C;-Cg-alkoxy,
iii.fluoro,
iv. bromo,

v. hydroxy,
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I.Cl, ii.Br, iii.-NH(hydroxy-Ci-C6-alkyl). Preferably these compounds exhibit an IC50 of 15 RM or less,
more preferablyl0 RM or less, even more preferably 5 RM or less, even more preferably 1 RM or less,
and still more preferably 0,9 RM or less. In another embodiment the invention relates to triazolopyridine
compounds according to the following Formula I-5 Formula I-5 wherein R2 is selected from a. phenyl
optionally substituted with i. at least one unsubstituted Ci-C6-alkyl, unsubstituted Ci-C6-alkoxy, fluoro, iv.
bromo, v. hydroxy, vi. cyatb ®#\i. -NH2; and b. 5 or 9-membered heteroaryl having a heteroatom
selected from N, S and 0; vii. -NH,;

b.furanyl; and
c.thienyl;

Rs1s selected from
a. unsubstituted C;-Ce-alkyl;
b. phenyl optionally substituted with
i.amino-C,;-Cg-alkyl wherein amino is selected from -NH,, -NHC,-C¢-alkyl or
-N(C,;-Cs-alkyl),, or
ii.5 or 6-membered heterocycloalkyl-C;-Cg-alkyl;
c. pyridinyl optionally substituted with at least one of the following groups
i. C;-Ce-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;-Cg-alkyl having as heteroatom O),
iv. 5 or 6-membered heterocycloalkyl-C;-Cg-alkyl having at least one

heteroatom selected from O and N.
Preferably these compounds exhibit an ICsy of 20 uM or less, more preferably 15 pM or less,
even more preferably 10 uM or less, even more preferably 5 pM or less, and even more

preferably 1 uM or less.

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

following Formula I-6

Formula I-6
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R5 is selected from a. unsubstituted CI -C6-alkyl; b. aryl optionally substituted with i.amino-Ci-C6-alkyl
wherein amino is selected from -NH2, -NHCI-C6alkyl or -N(Ci-C6-alky1)2, and the two substituents Cl
-C6-alkyl may form a 3 to 8- membered heterocacloalkyl with the N to which they are attached to and
wherein the heterocycloalkyl is optionally substituted with CI -C6-alkyl, Or ii.5 or 6-membered
heterocycloalkyl- Ci-C6-alkyl; and c. pyridinyl optionally substituted with at least one of the following
groups i. Cl -C6-alkylMjstiiially substituted with a 5 or 6-membered heterocycloalkyl having at least one
heteroatom selected from f@RIN, ii. 5 or 6-membered heterocycloalkyl having at least one heteroatom
selected from 0 and N, -NH-(5-membered heteroaryl-Ci-C6-alkyl having as heteroatom 0), iv. 5 or
6-membered heterocycloalkyl-Ci-C6-alkyl having at least one heteroatom selected from 0 and N.
Preferably these compaundsletibitoan UGbbsof28l iphior jesd, naré-preférablyhtEitiMybhiessg even more

preferably 10 itiM or Igss. and.evan.mere prefesally § itiM or less. A preferred embodiment of the above
Formula 1-5 is where R2 is selected from a.phenyl optionally substituted with at least one of the following

groups i.at least one unsubstituted Ci-C6-alkyl, ii.unsubstituted Cl -C6-alkoxy, iii.fluoro, iv. bromo,
A preferred embodiment of the above Formula I-6 is wherein Rs is selected from phenyl and

5-membered heteroaryl having a heteroatom selected from N, S and O.

In one embodiment R, is hydrogen; furanyl, preferably furan-2-yl, more preferably furan-3-yl;
or —-NR¢R7; R; is hydrogen, or methoxy-hydroxy-phenyl, preferably 1H pyrazol-4-yl; Rj is
perfluoromethyl, Cl or Br; R4 is hydrogen; Rs is unsubstituted or substituted pyridine wherein
the substituent is halogeno, preferably Cl or Br; dihydro-1, 4-benzodioxin-6-yl, 3, 5-bis
(methoxy) phenyl; phenyl; or 4-(morpholoin-4-yl methyl) phenyl; Either of R¢ and R7 is
hydrogen; cycloalkyl, preferably cyclopropyl, more preferably cyclohexyl; cyclohexyl C;-Cs-
alkyl; C;-Ce-alkyl, preferably methyl, more preferably isobutyl, even more preferably

isopropyl. The remaining chemical groups are as earlier defined.

These compounds according to the invention are preferably characterized by an ICsy of SuM

or less, preferably of 1uM or less.

The embodiments of Formulae I-1, 1-2, I-3, 1-4, I-5 and I-6 and the embodiments thereof
described as preferred may bear in further preferred embodiments at each chemical moiety

substituents as described in the definitions regarding substituents above.

It was found by the inventors that the combination of these specific chemical groups leads to
triazolopyridine compounds exhibiting very good inhibition properties to its target, i.e. the

ASK target, in particular to ASKI.

One structure of the compounds according to the invention is characterized by cycloalkyl, aryl
or heteroaryl groups for R; or R, and Rs wherein the remaining chemical groups are as
defined above. Yet another structure is a substituted cycloalkyl, a substituted aryl 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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v. hydroxy, vi. cyano vii. -NF12; b.furanyl; and c.thienyl; R5 is selected from a. unsubstituted ClI
-C6-alkyl; b. phenyl optionally substituted with i.amino-Ci-C6-alkyl wherein amino is selected from -NH2,
-NHCI-C6-alkyl or -N(Ci-C6-alky1)2, or ii.5 or 6-membered heterocycloalkyl-Ci-C6-alkyl; c. pyridinyl
optionally substituted with at least one of the following groups i. CI -C6-alkyl optionally substituted with a
5 or 6-membered heterocycloalkyl having at least one heteroatom selected from 0 and N, ii. 5 or
6-membered heterocycloalkyl having at least one heteroatom selected from 0 and N, iii.

-NH-(5-membemngheaigioarsk 6i-G6 @iyl aving @sdiaieoRtomyvB)tidt . R 1366 JH&IMABIEEON of the
heterocycloalkyl-Ci-C6-alkyl having at | one heteroatam selected from 0 and N. Preferably these
R SRR R

compounds exHB%hA HPH aus, OTe BrerrRBR, 18T AL ES08R Mote’ préfefibly 10

itiM or I_ess, evmmmﬁ'a"}paleifrertably@dtithalbss;_t@nobemn Mor&pcefenal;lyomwrﬁs Isissz_v Ipoartiother
embodiment the. inyenfion; f&{BIES 10 iriaZoAPYEdine,c QMRS ascaldingdo e deAuin g fortpula 1-6

Formula 1-6
assay.

In this assay it could be shown that compounds according to the invention as defined in this
section characterized by the structural features as outlined above exhibit an in vivo inhibition
of at least about 40%, preferably at least about 50%. Particularly good results could be
achieved with compounds of the invention according to Formula I-3 and Formula I-4 that may
achieve an in vivo inhibition of at least about 40%, preferably at least about 42%, more
preferably at least about 45%, and even more preferably at least about 48%. A particular
group of compounds is characterized by -NR¢R7 with Rg and R; as defined above ora 5 or 6
membered heteroaryl in position R; and a pyridinyl in position Rs that exhibit an in vivo

inhibition of at least about 43%, preferably at least about 48%.

The structural motif as described in the above section may even enhance the properties by

additional groups such as —CF; or a halogen in positions R; or Rs.

In particular advantageous is a perfluoromethyl group for R; and/or a furanyl for R; and/or a
pyridine for Rs. Such compounds are preferably characterized by positive ICsy values of e.g.
10puM ore less, preferably SuM or less, preferably 1uM or less, more preferably of 0.1 uM or

less and even more preferably of 0.5 uM or less.

Advantageously, it was found by the inventors that the above 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-furyD)[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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wherein R4 is furanyl; R5 is selected from unsubstituted phenyl; and 5 or 6-membered heteroaryl having
a heteroatom selected from N, S and 0. A preferred embodiment of the above Formula 1-6 is wherein R5
is selected from phenyl and 5-membered heteroaryl having a heteroatom selected from N, S and 0. In
one embodiment R1 is hydrogen; furanyl, preferably furan-2-yl, more preferably furan-3-y1; or -NR6R7;
R2 is hydrogen, or methoxy-hydroxy-phenyl, preferably 1H pyrazol-4-y1, R3 is perfluoromethyl, Cl or Br;
R4 is hydrogen; R5 isQftdaiss ?eé/é%%’ battledle iﬁ@&?@&ﬁ-tﬁﬁ“&%@ﬂfﬁ@ﬁt is halogeno, preferably
Cl or Br; dihydro-1, 4-heazodigrincbiiky B[ H2bis(metbxsh pyaam; Phemitner-4-¢npirhaian-4-y1 methyl)
phenyl; Either of R6 and R7 is hyd ; cycloalkyl, preferabl clopro mare preferably cyclohexyl;
cyclohexyl CI -C6- alk?/%bélf Zé%xék%/??%?%%(r §I@ ’rl%lg N ,Orr?isrjegl' 6%¥élr§51§%%86:ﬁﬁﬁ}%€/’en more preferably
isopropyl. The remainfgchexpida| gtdUpsy ard-2y kidriel defioledl., Hagseidorpdimdsaddarding to the
invention are preferably gharagiarizes iy A9 JGR0 6 PISM L ass orrRietaRiv Al ARM QL igss: The

o i) 1-3’%-4,1% 01@6 kiR o i )t descri

embodiments of Formulae 1-1, I-2, and and the embodiments thereof described as

preferred may bear inal¥Hé Hppuretréoy BhhBetiirentel ko edrrridhciid fenraidtgesubstituents as described
in the definitions regardlipsg sHbsfeNiSANOYE: ik fosnd Ryithe Invaiokmifagt the combination of these
specific chemical gro eads to trjazo ridine compounds. exhjbiting ver od inhibition properties to
its target, i.e. the Aséﬁgg% , IR%%%MQ%%%@%REO?&EQ SERY& 'id?’m‘gc% otnds according to the
invention is characteriXeld-03 fyglijalkyl]teayblof hetgrpardihgrolupsiomideor R2 and RS wherein the
remaining chemical g?ﬁ;ﬂg%q &%pql%ﬂg}sﬂ ,39%%231‘3&135‘—95 lricﬁg}égwlgdgtﬁa%(?gtltuted cycloalkyl, a

substituted aryl or a substituted heteroaryl group for RT or R2 and a substituted aryl or heteroaryl group
for R5 wherein the subsftust il 4efitistedohbdvepynawsE ¥iiestiragsicthe compounds according to the

invention exhibit goodnniilpstiamyef thedpraesifeK.dppatticolanAsitiamibich is obvious from the
advantageous IC30 values as exemplified in the experimental section below. Moreover, such compounds
show positive resuIts,%é?iﬁifﬂlﬁ%?ﬁ%rgm%(ggg@? §ré§18?%'ﬁ'ﬁ%é%05§}afﬂlélﬁ?s-induced TNFa release

assay. In this assay itq 6@ HerghpvpinatotriipHaigsidicedrdirtytethaybuentiodeas defined in this
section characterized r I ined ibi in.vivo inhibition of at least
' 12 1@@%é&%ﬁi‘f,f‘héﬁ%%l%ﬁ}?ﬁfﬁhgl‘fa%— A .‘é‘?%%ﬂfgr}g Qcéta}ﬂ}’cfé,' DIt

about 40%, preferably at least ut 50%. Pa good results co e achieved with compounds of

the invention accordinty-t&-Fofnial 23 g dtelrhmuidptdithaotiexs hermsveembiprgivddnhibition of at least

about 40%, preferably\afdqast.aub4dita ne[€ Rreforaikivoalipast ahoyhdRYmasRd even more preferably
at least about 48%. A particular g)[rﬁu of compounds is charafteriz_ed by -NR6127 with R6 and R7 as

defined above or a 5 OF B ineiHBRHe o ASRAEUA  HBLIHR RY MG 'SCHIAMAS! in position RS that exhibit an
in vivo inhibition of at lédst(alfotytl ¥ B2 jatieteraldly-aipwadinabel)gwiB8saliresstadeinaalideotif as described in

the above section may eyen enhance the properties by additional. groups.such as,-CF3 or a halogen in
positions R2 or R3. In pirg(ceu%? advanta ds’glli raaé%rﬁu’orgﬁr%}g%ﬁ gl%%%l for %a?]’d/or a furanyl for R1

and/or a pyridine for R&[S(fchnsoambeurids.adtprerdebbyadpardiererivide doyipsesidisie 1C30 values of e.g.

10aM ore less, preferahly paM glolassyPrefembly-s1ei Rk jsasimerapiesgraivef 0.1 aM or less and
even more preferably of 0.5 aM or less. Advantageously, it was found by the inventors that the above

characterized positions iy A5 hircantFsRIaH e BYtive e sre g¥aRifventive compounds
to the target ASK TheNnpetiamnyig[fiuzthpriexdsnpifigpybdithe-jollowitidazolopyhicidedeepounds:
N-[5-(3-fury1)[1,2,4]trigazrglc))<%1 Saa]pyridin-2-y1]-2-pheny|acetamide;
N-[5-(3-fury1)[1.2.4]triaz00[ 1 b-Mpyridin-2-ylinicotinamide:

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-y1]-3,5-dimethoxybenzamide;
N-[5-(3-furyD)[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-y1]-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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N-[5-(3-fury1)[1,2,4]triazolo[1,5-a]pyridin-2-y1]-4-(trifluoromethyl)benzamide; ethyl 3- {
[5-(3-furyl)[1,2,4]triazolo[1,5-Mpyridin-2-yllaminol -3-oxopropanoate;
N-[5-(3-fury1)[1,2,4]triazolo[1,5-a]pyridin-2-y1]-2-methoxyacetamide;
6-ehloro-N45-(3-fury1)[1,2,4]triazolo[1,5-a]pyridin-2-ylInicotinamide; methyl 4- {
[5-(3-furyl)[1,2,4]triazo|o[1,5-§]2p ridin-2-yllaminol-4-oxobutanoate; S ‘
2-(benzyloxy)-N-[5-(3FSeiyf [,gﬁ'réli@/l‘gﬂb,%é%t}bw&hléﬁﬂ@é&%ﬂ&meﬂdm&“-Carboxamlde;
3-methoxy-N-[5-(1H-py a2yl B 4Brazo)pl 2, 2reimoisin 2aypaenganida; 3-benzodioxole-4-
N-[5-(1H-pyrrol-2-y1)[1,%4}}tria§o]o[l,5-a]pyridin-2-y|Ieyelopentaneearboxamide;
N-[5-(1H-pyrrol-2-y1)[fia,l RVt 810[1,5-a]pyridin-2-y|]benzamide;
N-[5-(1H-pyrazol-4-y1N4 2(3thiazply 125 kijpyoidin - 2-alippedmaaytiejcotinamide;
N-{S-(1H-pyrrol-2-y LIk Haipaplold lpyridin 2 Winieatinamide:
N-[5-(2-fury1)[1,2,4]triazolo[1,5-a]pyridin-2-yl]benzamide; . _
N-[6-(3-fluorophenye[N2x{tyaloorofy sunsyriditBrpralebrrrataidin-2-ylbenzamide;

N ‘fg -E)Bh fe nyl [:;-iz ) g]tr]i azelelisoralpym Q?‘]%g@#mﬁfh@w'ﬁ’(gh-}yl]nicotinamide 1-oxide;
N-[6-(3-fury1)[1,2,4]tri o[1,5- ridin-2-ylinjcoinamide; e -
N-[6-(3-thieny1)[1,2,4}%§4z‘é[ﬁj%{’11%%?§/j%%f&?ﬁ%¥%ﬂ?ﬂ$?h‘QFHF&Q}O[1’5'a]Py“dm'z'yl}benzamlde’
N-[5-(3-furyl)[1,2,4]tritz (e[ 2 Dua]yeibyh)ydapidiB-tréthoxyloghZaipgedin-2-yl } benzamide;
N-[5-(3-fury1)[1,2,4]trigzelc 3 idin-25y}]-2- e NA9511 5-alovridin-2-
N-[5-(3-fury1)[1,2,4]tri§zggﬁ?§;;%§i ?'%“%ﬂi“fé%??ﬁ?ﬁ%ﬁ?gf@%%‘ﬁ%? Ipyridin-2
N-[5-(3-fury1)[1,2,4]trigz 8/ Biggpyridin-2-y1]-4-methoxybenzamide;

m‘{g'g'? WB H , gij}t”ﬂﬁ’%@{%{aﬁﬂlg)‘l‘ﬂgﬂﬁ@%#ﬁgm %ﬁj]ﬂﬁiﬁglj(%l ,% -a]pyridin-2-yl]benzamide;
-[5-(3-fury1)[1,2,4]triazolo[1,5-a]pyridin-2-yllguinoxaline-6-earhoxamide; .
N-[6-(3-methoxyphen%ﬁif%ﬁ??ﬁ%%%ﬂ? Zlg]%ybﬁﬁfﬁ?ﬁ-%Tn?é?jﬁﬁﬂﬁﬁ‘?a%?ﬂgenzam‘de?
N-[6-(3-aminophenye ;24 Rrfazd)pl 2,8 tajpyridih-RaypinicidtHIayiidemethylsulfonyl)benzamide;
N-[6-(3-eyanopheny1){1,2.4]tri SMeyridinrg-ylUnisosinamide: © -4 5 lTbenzamide:
N-[5-(3-fury1)[1,2,4]tri)£z(o 0[115%?% é@#ﬁi%%ﬂ&%%@@%ﬂ@i%yed 2yllbenzamide; -
N-[5-(3-fury1)[1,2,4]tridlzStd1 S agsyrianstz)p1opydleinpatbl 2 Alsisreletioxmavedatbdhsnvieaide;
N-[5-(eyelopropylamine)d-@.4jtiazofpkhyhpipyaidinzdtyfincoRamide .yl jbenzamide;
N-(5-pyrro|idin-1-y1[1,2,4]Ftriazolo{1 5-M yrlidiniz- Dnicotinamide;

N-[5-(3-fury1)[1, 2, 4]tris5 oro R BRI 2 BrigrRlo kg Berisififde;
N-[5-(3-furyl)[1,2,4]trigidalafb Ealpysit vezylijhipheny:-4-earboxamide;

1-(4-ehloropheny1)-N5[5+{34l 2 Altriazolo[ 1, 2:Mpyridin-2- ylleyelopentaneearboxamide;
N B (- L . A A i
N-[5-(3-fury1)[1,2,4]trigrobary | BEA] by itk )1 23t Hitegelilé;5-alpyridin-2-

1-acetyl-N45-(3-fury 1) 2. fHtriazelailp idipsgry!]piperidine-4-carboxamide;
2,2-difluoro-N-[5-(3-fury1)[1,2,.4]triazolo[1,5-a]pyridin-2-y1]-1,3-benzodioxole-4- carboxamide;
N-[5-(3-thieny1)[1,2,4ﬁ'Pé'£¥JF3{1[]§5(3]BWb%’-22- ﬂiﬁ%:%}f’Ha%ﬂ ridin-2-yl]benzamide;
N-[1,2,4]triazolo[1,5-al¢ién@hy2rykiicoitiniaNgghenyl)[ 1,2,4]triazolo[ 1,5-a]pyridin-2-yl]benzamide
N-[5-(cyc|openty|aminﬁ)%é%z ﬁl%riii%zolo[l,5-a]pyridin-2-yl]benzamide;

N-[5-(3-furyl)[1,2,4]tria oloc[li, -Mpyridin-2-yllnicotinamide 1-oxide; N- {5-[(3-methoxypropyeamino]
[1,2,4]triazolo[1,5-a]py¥id L ytederzathidemino][1.2.4]triazolo[ 1,5-a]pyridin-2-yl} benzamide;
{5-[(2-furylmethyeamirglis.jxAtigzalekl maalndiding R 1y Ranzasmipes My ipidin-2-y13b ide;
[(tetrahydrofuran-2-y|me1t[ﬁ‘;ﬁamjno§ [1 %ﬁﬁfz)%lo 1,]g-)’e:ipyj/%ridi_n-Z-Fll Ilk?g%%r}?i,dey} s ,e
3-(acetylamino)-N45-@*@?@?13[1{%2’41&1&?8%}5% Rall Zﬂﬂ]‘mﬁﬁrﬁT&H{yﬂdm‘j'yl]benzamlde;
[5-(cyclohexylamino)[ N3 #{tiazgodihSiapyiidiraeyl]sengandid -yl nicotinamide;

N-[5-(3-fury1)[1,2,4]triazqQlo[1,5- ridin-2-y1l-3-(met Ifgnybenzamide;. .
e momethy NS R TS A e 2 A e
{[1-(hydroxymethy!)prdpyifseaivesiide2 4]triazolo[1,5-Mpyridin-2-yebenzamide;
N-[6-(3-hydroxyphenyR[isZ 4ltTiagQledhad\ Ry H B2 BNENZ NS -2-yI]nicotinamide;
tert-butyl[4-({[5-(3-fury1)[1, %tria%él %%}r’/ﬁdin-zf yﬁhm%ﬁqarbo%}}gbenzylicarbamate;
N-[5-(3-fury1)[1,2,4]triNZoro A 5 mefByhidite Jrr iy aming bl Aiidatol
tert-butyl[4-({[5-(3-furyd)plcasliniazglo[1,5-Mpyridin-2- yllaminolcarbonyephenoxylacetate;
4-butyl-N-[5-(3-furyl)[1,2,4]triazolo[1,5-Mpyridin-2-yl]benzamide;
N-[6-(4-hydroxy-3-methoxypheny1)[1,2,4]triazolo[1,5-a]pyridin-2-yl]lbenzamide hydrochloride; N- {5-
[(2-methoxyethyeamino][1,2,4]triazolo[1,5-a]pyridin-2-yllbenzamide; N-
{5-[(2,3-dihydroxypropyflamino][1,2,4]triazolo[1,5-a]pyridin-2-yllbenzamide;

-aJpyridin-2-



N-[5-(cyclohexylamino)[1,2,4]triazolo[1,5-a]pyridin-2-ylInicotinamide; N-(5-
{[(5-methy1-2-furyl)methyllaminol[1,2,4]triazolo[1,5-a]pyridin-2- yDnicotinamide; N- {5-
[(tetrahydrofuran-2-yImethyeamino] [1,24]triazolo[1,5-a]pyrid n-2- yll nicotinamide;
N-[6-(4-hydroxypheny1)[1,24]triazolo[1,5-Mpyridin-2-yllbenzamide;
N-[6-(4-hydroxy-3-methoxyphenye[1,24]triazolo[1,5-a]pyridin-2-ylinicotinam de hydrochloride;
N-[5-(cyclooctylamino){12: ﬂf?fﬁ@z?{j’l fgagrdorlaneiloamisetin éfé%ZRIIS’Eéastél]?&lBIi‘/@X%(methyDamino]
[1,24]triazolo[1,5-a]pyyidincdtihnieatinamide; N- [5-(tetrahydro-2H-pyran-4-ylamino)[1,2

s4]triazolo[1,5-a]pyridin-2-ylnicotinamide; N- {5- [(1-methylpiperidin-4-yflamina] [1,2 si]triazolo
[1,5-a]pyridin-2-y1 } nﬁb@?gf%lyd%?ﬂp ?ﬂﬂaﬁ&%ﬁ?@?ﬁgxgggrlﬁgﬂoﬂ'ﬁ% %Tﬁrrlilébzgdo [1,5-Mpyridin-2-y1 }
benzamide; N- {5- [(1¥agtiyipipleridirt-daybarypichil) P Siitliazodbo]1,5-dhyyridir2 24 didobiemnaimide;
N-[5-(cyclopropylaming)s is(Hiflugromethyl)[1,2,4]triazolo[1,5-a]pyridin-2- yl]nicotinamide;
N-[5-(cyclohexylamino}-7-(trifluoromethyl)[1,2,4]triazolo[1,5-Mpyridin-2- ylnicotinamide;
N-[5-(cycloheptylamind)L7-(@iftaesoiatigi .24 a%@ra{[h?saw;an%:zﬂwﬂ%ﬂﬂé%ide; N-
[5-[(C>EE=Iopler;]tylarlnino)ﬁ-{grifby@r&mgtmﬂétmy,@aﬁﬂfl@;p%,Mtﬁaa&m?mwrmgyuﬂi%@ﬁznafﬁudﬁamide; .
N-[5-[(cyclohexylmethyDaminc]-7-(triflyorome 1,2 4]triazolo[1,5- idin-2- icotinamide;
(@ bramo-5.methyILL S A A Y A SH ot N RSy S S ORHE barmincl
[1,2 s4]triazolo[1,5-Mpyx{dH-RaydtRyipaatdinturied)dNudb]{ 1,2,4]triazolo[ 1,5-a]pyridin-2-yl} nicotinamide;
[(4-tert-butylcyclohexy)ami ri -alpyridin-2-yllnicotinamjde: N- o
[5-(tetrahydro-2H-pyrﬁ@ﬁ§%€rg\%ﬁ éé% %%%%ﬁ?gggiﬂo : 59596%%%%@% %gepr{l%{fflfrlnI}lI el} benzamlde’_
N-[5-(cycloheptylaminO)[£;2d1tmedoip[resBpptmisimy L 1-4-Hidrpholind Al Radthytybierarmidis: N-
[5-(cyclohexylthio) [1,Ri54lidaaeiRbbyraaiRyhiditnevdriceinamides Nrazolo[ 1,5-a]pyridin-2-
{5-[(trans-4-hydroxycyclohexyeamino][1,24]triazolo[1,5-Thyridin-2- ylInicotinamide; N-[5-(cyclobutylam
no)-7-(trifluoromethy )/ F4qH 51,5-Mpyridin-2- ylinicotinamide; N- [5-(cyclohexylamino)[1,2 sl]triazolo
[1,5-a]pyridin-2-y1]-6-MoFplaptiohdx ylmdatipartid@)oromethyl)[ 1,2,4]triazolo[ 1,5-a]pyridin-2-
N-[5-(cyclohexylamin %igoff‘i{g%%lo[l,5-a]pyridin-2-y1]-4- [(dimethylamino)methyl]benzamide;
N-[5-(cyclohexylamino)[1,2,4]triazolo[1,5-a]pyridin-2-y1]-3-(morphohn-4- ylmethyl)benzamide;
N-[5-(cycloheptylamino)-7-(trifluoromethyl)[ 1,2,4]triazolo[ 1,5-a]pyridin-2-

yl]nicotinamide;

N-[5-(cyclopentylamino)-7-(trifluoromethyl)[ 1,2,4]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;
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-[5-[(cyclopropylmethyeamino]-7-(trifluoromethyl)[1,2,4]triazolo[1,5-a]pyridin-2- yl]nicotinamide;
methyltrans-4- { [2- [(pyridin-3-ylcarbonyeamino]-7- (trifluoromethyl) [1,2,4]triazolo [1,5-a]pyridin-5-yl]
amino { cyclohexanecarboxylate; N- [5- { [(LRS,2RS)-2-(hydroxymethyl)cyclohexyllamino{ -7-
(trifluoromethyl) [1,2,4]triazolo [1,5-a]pyridin-2-yl]nicotinamide;
N-[6-bromo-5-(cyclohexylamino)[1,2,4]triazolo[1,5-a]pyridin-2-ylnicotinamide;
N-[5-(cycloheptylamind)[T; Eyqiekeryismim A jeyfbinzeiitetrarysfin 2vhytan-4- carboxamide;
N-[5-(2-methylprop-1-gannyh) baiddyiasoiben-aliayEidin-2-ylInicot nam de dihydrochloride; N-(3-oxo-3-
[5-(1H-pyrazol-1-y1) [1,2,4]triazolo [1,5-a]pyridin-2- vl ino { propyhenzamide; N-(3- {
MRt A N R s
[5-(2-furyl1)[1,2,4]triazplofthstEpyddink-yllamino{ -3-oxopropyl)benzamide; N-(3- {
5-{cyclonexylamino) A4 iiAaglok) s UM VAR s B ARIOPY NRERART Sy rign-2-

N-[5-(isopropylamino)-7-(triflioromethyl)[1,2,4]triazolo[1,5-a]pyridin-2- yl[nicotinamide;
N-[5-(sec-butylamino)¥isfinsidfethyl)[1,2,4]triazolo[1,5-a]pyridin-2- ylnicotinamide;
N-[5-(methylamino)-7{¢iflyprarmetiy)|db ZHltriazolefleasalayriding2- ylnicotinamide;
N-[8-(3-furyl)[1,2,4]triaz Iogl,S-%E idin- -%b mide;. . . i
N-[5-(cyclonexylosy) 4 3 HUEZEHOLE AR CoLy T8 s By Ryl tate
N-[5-(cyclohexyloxy)[INZ,2HtH{ARSIGRS 2 pydicin:Regliyiiopt loaemid i {5-{cyclohexylamino) [1,2,4]triazolo
[1,5-alpyridin-2-y1]-6-(2-py ol dif- by Y Y ROISINAMIdS din 2y IJnicotinamide;
N-[5-(cyc|ohexylamin(§)[11,2,4§triaz%),¥ljc-)[[i,5-%pyri§ifn-’2-%}% -é;%rrlrlor}f)p%cﬁ-ﬁ? I;?Ilmee’thy[.)ni(;otinamide;
N-[5-(3-fury1)[1,2,4]tridZStopesoaipyhieihoyhayisnptdptiteallddapipyedin-2-yl nicotinamide;
N-[5-(3-thieny1)[1,2,4NripzQiplloRptlpicioya-ylInenzemids:apyridin-2-yljtetrahydro-2H-pyran-4-
N-[5-(3-fury1)[1,2,4]triazg|o[l,5-a]pyridin-2-y|]benzamide;
N-[5-(3-fury1)[1,2,4]trisY B3P EI&] pyridin-2-yllbenzamide:
N-[6-(4-hydroxy-3-methdxypheaidiioR- tind zplp [125Halpyoldn; 2-ajadetadgénicotinamide
N-[6-(4-hydroxy-3,5-di ?ﬁ}xl%lilo ny)[1,2,4]triazolo[1,5-a]pyridin-2-yl]nicotinamide; 4-
[2-(benzoylamino)[1,2% razo o?l,5’-a]pyridin-6-y1]-N-[2- (dimethylamino)ethyl]benzamide;

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]Jamino } -3-oxopropyl)benzamide;

N-(3-{[5-(cyclohexylamino)[1,2,4]triazolo[ 1,5-a]pyridin-2-yl]amino}-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;

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-yl1]-6-(2-pyrrolidin-1-

ylethyl)nicotinamide;
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N-[6-(1H-pyrazol-4-y1)[1,2,4]triazolo[1,5-a]pyridin-2-yl]benzamide; N- {5-
[(cyclohexylmethyDamino][1,2,4]triazolo[1,5-a]pyridin-2-y1}nicotinamide; N- {5-
[(4-hydroxycyclohexyeamino] [1,2,4]triazolo[1,5-a]pyridin-2-y1) -3- methoxybenzamide;
N-[5-(cyclopentylamino)[1,2,4]triazolo[1,5-a]pyridin-2-y1]-2-furamide;
N-[7-chloro-5-(cyclobutylamino)[1,2,4]triazolo[1,5-a]pyridin-2-yl]nicotinamide; '
N-[7-ch|oro-5-(cyc|opéﬁ[9|é?am¥ Pry2amtE biof1tsaagisdirkpyifiicdthkenipperpholin-4-
N-[7-chloro-5-(cyclohexyaming)dsdhitdazolo[1,5-a]pyridin-2-yl]nicotinamide;
N-[5-(sec-butylamino):7-chloro[1,2,4]triazolo[1,5- ridin-2-yllnicotinamide; L
NT-chioro-5. (cycloptS T RANB I 2 A Ao e R e S R amide
N-[5-[(2-methoxyethy&&ifHiEHe(tyifiu ot dhinethyly[ 1,2 tyiadiol3[ | Baimymidin-2- ylnicotinamide;

N-[5-[(3-hydroxypropygaajral- if 1){1 triazo > idin-2- yllnicotinamide;
m%@@%@m&%%%%%é%%%%ﬁﬂ%ﬁ&%@g%m2 yl]nicotinamide;

N-[5-[(2-hydroxyethyDam no]-7- . re _
N-[5-(dimethylamino)-F-(¥ifubtamidiRyiiiazotia-smdea mhszaniginicotinamide;
N‘ES'ECYC:OEeXY:aminQ\)E%Z(AH{/@%Q%Q&MWM%}?Ml-i:Z}@MBQlH‘ﬁ5)1&?FS§&I§I‘]ﬁﬁ‘:Ej§'l]acetan&ide;
N-[5-(cyclohexylamin Altriazolo[1,5-a]pyridin-2-y11-4-(piperidin-lylmet enzamide; .
N o (crclonenyiamind) S AR OIof 1SS BRI B 4 R et DA i
N-[5-(cyclohexylamin@)2;264itrigzotond)bHIpYtridnot3H 3 1adpy{fida-6-y1]-N-[ 2-
methoxyethyl)(methy j e
N-[5-(cyc|ohexy|amin%?ﬁ%%f%%%%%ﬁ%-’2-y1]-6-methylnicotinamide;
N-[5-(cyclohexylamind)[102 Utrirazsrif4: 54 plfititinzol | Sqimridersiidespymideino]nicotinamide;
m'{g'ECyC:OEeXY:am!nQ)L%ﬁ%ﬁﬁ:]}&!@%@f@%mwg{@%;Y,ljl]t_ﬁaﬂ&b[M,%N}?E@&’%@W[}Q]@&&Hﬂﬁmme;
-[5-(cyclohexylamino A4ltriazolo[1,5-a]pyridin-2-ylInjcotinamide 1-oxide;.
N-[5-(isopropylamino)- f&l*ﬁ%&?&éﬁ%&%@fﬁ%@]‘[ﬁﬁ%ﬁ’ &]&%?éﬁw&hléfﬁﬁyﬂgwraﬁIéiylacetamide
trinydrochloride; N-[5-f&tethythonapyérmino]-7-(trifluoromethyl)[1,2,4]triazolo[1,5-a]pyridin-2-

Anicotinamide; N-[5-(igogrt IN0); L-(trifluarom: 2. fltriazolo[1,5- idin-2- yl]nicotinamide
1-oxide: N-[5-[(3-hydrﬁ&c@%ﬁ@%%ﬁ%&%ﬂﬁﬁgﬁ[e]f?hz?/ [1?g,ﬁi]%?%%ggﬁ%{él‘?gfﬁyndinz-yl]nicotinamide
formic acid; N-{7-chloP=-3-RldasgdréssrigesoHesrmbhihd]fizApdazalpyTigmvipyiigiinapideicotinamide

formic acid; N-[5-(cyclqpropyiaaineyérdpifiyespmsihyb i Abriazslalysrdinvtdinidsydiide;
[(dimethylamino)mett;&l]be Zzamide;

N-[5-(cyclopropylamind)L 7 ﬁfabsr—(g{:;gglﬁgﬁWg}gﬁ)igz%ﬁgﬁ?ggﬁwdﬁpg%ﬁq@icotinamide;

oxopyrrolidin-1-yOmetwHienzeumitie)ino)-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;
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-(cyclopropylamino)-7-(trifluoromethyl)[1,2,4]triazolo[1,5-Thyridin-2-y1]-6- pyrrolidin-1-ylnicotinamide;
N-[5-(cyclopropylamino)-7-(trifluoromethyl)[1,2,4]triazolo[1,5-Thyridin-2-y1]-6- methylnicotinamide;
N-[6-(4-hydroxy-3-methoxypheny1)[1,2,4]triazolo[1,5-a]pyridin-2-y1]-4-(mperidin-1- ylmethyl)benzamide;
N-[6-(4-hydroxy-3-methoxypheny1)[1,2,4]triazolo[1,5-a]pyridin-2-y1]-6- methylnicotinamide;
N-[6-(4-hydroxy-3-methoxypheny1)[1,2,4]triazolo[1,5- a][pyrldln -2-y1]-4- [](2-

oxopyrrolidin-1- yOmeWﬁtﬂéy&lg]pﬁwéaI@no) (1,2 4]tr1azolo 1,5-a]pyridin-2-yl]-4-{[(2-

[(dimethylamino) methifh Gy iy dreyF-miatexphssyidibhids4]triazolo[1,5- Mpyridin-2-ylloenzamide;
N- [5- { [(1R,2S)-2-(hy. m thy cloh no rifluorom thyl) [1,2.4]triazolo
[1,5-a]pyridin-2- yl]mcolgrt%x rEr/] %)F nﬁfb ) nggﬁgrlazélo g 1ilpyrl 3 ﬁ 6- methyllnlcotlnam1de

N-[5- (cyc!opr_opylammN)E?—((Ctydlthﬁmmd)[l 2 MAitrizbl0[B 5 T mdiaiP-A 1y@ [(344-

hydroxypiperidin-1- yq{g&%&éj mcotmaml
N-[5-(cyclopropylaming)-7-( rlfluorometh Ig 1,2 4]tr|azolo[1 5-Thyridin-2- yl][ 4-
(pyrrolidin-1-y|methyI)He[ﬁz@bfﬁ]@éexylammO 12 4]tr1azolo[1 5-a]pyridin-2-yl]-6-[(2-

N-[5- (cyclopropylamin@}ﬁd&i{@mmﬁly&ﬁa&gﬂamlo[l 5-Thyridin-2-y1]-6-(4-
hydroxypiperidin-1- yI)

N-[5- (cyclopropylam| {‘]ﬁT g‘f”é’ﬁ%’?ﬁﬁﬂ 2> Uita0 0 Al LB S AR S Inicotinamide:
N- [5-(cyc|opropylam|mbl57(-1@mﬁiupymath)jm (triBybjiazdhd)[ 1,54 pyridini Syl ps6idin-2-y1]-2-

(dimethylamino)nicoti ¢ trihvdrochlorid
N-[6-bromo-5-(cyc|op§9§/qam| O%F azméi tGrlarllz Ior[01050I\r/1Ipeyr|d|n 2-y1]-6-morpholm-4- ylnicotinamide;

N-[5-(cyclopropylamind)L -t fthe B??@XH?/W[}H}%} At ashyhis Httoagalnb. Tridepkein24-yinicotinamide;
N-[5-(cyclohexylaming)[hidofiltsiazRlo[1,5-a]pyridin-2-y1]-6- (dimethylamino)nicotinamide; tert-butyl
445-({[5-(cyclopropylamino)-7- (trlfl orometh 2, 4triaz Io[l pyridin-2-yllamino}

carbonyepyridin-2- yl]%@rgfﬁ?éofy %)Huom cihy ) mazgi ﬂ >-a]pyridin-2-

N-[5- (cyclohexylamlnqalﬂmaod]iatamlm[mz&da,]pynd|n -2-y1]-4-[(4-hydroxypipendm-1- yOmethyl]benzamide;
N et BT L R
2-yl]nicotinamide formic acid;

N-{7-chloro-5-[(3-hydroxycyclohexyl)amino][ 1,2,4]triazolo[ 1,5-a]pyridin-2-
yl}nicotinamide formic acid;
N-[5-(cyclopropylamino)-7-(trifluoromethyl)[ 1,2,4]triazolo[ 1,5-a]pyridin-2-y1]-4-
[(dimethylamino)methyl]benzamide;
N-[5-(cyclopropylamino)-7-(trifluoromethyl)[1,2,4]triazolo[ 1,5-a]pyridin-2-y1]-4-[(2-
oxopyrrolidin-1-yl)methyl]benzamide;
N-[5-(cyclopropylamino)-7-(trifluoromethyl)[ 1,2,4]triazolo[ 1,5-a]pyridin-2-y1]-6-
pyrrolidin-1-ylnicotinamide;
N-[5-(cyclopropylamino)-7-(trifluoromethyl)[ 1,2,4]triazolo[ 1,5-a]pyridin-2-y1]-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-y1]-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;
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tert-butyl 4454 [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-Thyridin-2-y1]-6- [(3-
hydroxypropyflamino]nicotinamide;
N-[5-(isopropylamino)-7-(trifluoromethyl)[1,2,4]triazolo[1,5-a]pyridin-2-y1]-6-

(m[orp()hoIFi)n-élp- {/Imethy)% 0{%%&2— Qgroxyn]lethyl)cyglohex;ﬁ)])a/lmino}—7>—/ ]
N-F-E(pyrlror']idin'|3-y|m@i[ﬂlt@%ﬁiBmlrﬁlf(Eﬂﬂql@g&ms{h;ﬂ)i]b?niﬂ]ﬁi@%@]ﬁ{éoﬂnhﬂmiléiWﬁ&ci)égmﬁ@&namide;
N-[5-(eyelohexylamin LtJtriazolo[1,5-a]pyridin-2-y1]-4-(p. perazin-1 - t enzamjde; N-
[5-(eyelohexylamino)[ ,‘f?%%ﬁé%%ﬁﬁ%?ﬁj‘%ﬁ' fﬁ%%f%%’[’(ﬁs (1)’%?@8?6 ]} [z}ll‘r?]ﬁp i lgi[%?ﬁg}e{%%mide;
N-[5-(piperidin-3-y_|amhmdl)eiy@ipﬂtidh@mEthyé)[iMZbAﬂmm;iqm[1,5-a]pyridin-2- yl]nicotinamide;
N-[>-(see-butylami nO)I'\F-[?—Q!:%%ﬁrgpé}"llgﬂ%ﬁegjQﬂ(tﬁfﬂi&%ﬂ%fﬁﬁfmuﬁ]' t4z0lo [1,5-a]pyridin-2-y1]-4-

methoxyethyl)(methyDammgll_rélcotmam ; _
N-[5-(see-butylamino)dnenlsis i Plupxbbrapesiddpyridm-2-y1]-6-[(3- hydroxypropyflamino]nicotinamide;
N-[5-(see-butylamino)NZrehlgeabds3pdltiazelol X E maleridimmld-Srmambalin-dp yhisotinanaice;

N-[5-(see-butylamino)-7-ehloro[1,2 4]triazolo[1,5-a]pyridin-2-y1]-4-{[(2-
methoxyethyl)(methy D4HASH S’E@i}ﬁ@ﬁ%ﬁﬁ{%}@{m&

N-[5-(see-butylamino)NAfetibycddbrapd]tmano)of (bfal@pridithy2)i12-61tmaechyflhicetpyaichide; yl]-6-

N-[7-ehloro-5-(isopro o) %-él%ﬂ%gl&)gl,5-a]pyridin-2-y|]nicotinamide;
N-[5-[(3-isopropoxypf?gﬁ%gﬁa}ninly]-%- trlifluolror’nethyl)[l,2,4]triazo|o[1,5-a]pyridin-2- ylInicotinamide;

N-[5-[(3-fluoro-4-methUxyplsstiopeanitsnrorifitoroniemshy) 2 Aitiareroll - Nmyiin 24 hicotinamide;
N- [5- f [3-(benzyloxy)pheewianine)résitiiuaramethyl)[1,2,4]triazolo[1,5-a]pyridin2-yl]nicotinamide;
N-[5-(see-butylamino)-7-ehloro[1,2,4]triazolo[1,5-a]pyridin-2-y1]-4-(morpholm-4- yimethyl)benzamide;
N-[5-(isopropylamino)™71 mego%%m%ﬂﬁnﬁ'ﬁmégfg[f%rlﬁfﬁ&ﬁ&éaiPﬁ‘]d@%ﬁélh@ll‘ﬂf’&i Alfnfde:

6-ehloro-N-[5-(isopropytamtimaimid€irifluoromethyl)[1,2,4]triazolo[1,5-a]pyridin-2- yl]nicotinamide; 6-
(2 aminaethy caminol N B ORRATIO: G RO A S Bipyriin 21y
N-[5-(see-butylamino)rruiplahigiftybnipiingsigel,5-a]pyridin-2-yl]nicotinamide;
N-[5-(isopropylamino)n’is1euilie2yHinasq o blapalryodin-gpiinsatinade.
(dimethylamino)nicotinamide;
tert-butyl 4-[5-({[5-(cyclopropylamino)-7-(trifluoromethyl)[ 1,2,4]triazolo[ 1,5-
a]pyridin-2-yl]Jamino } 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-y1]-6-(4-fluoropiperidin-1-
yDnicotinamide;
N-[5-(cyclohexylamino)[1,2,4]triazolo[1,5-a]pyridin-2-yl]-6-(1H-pyrazol-1-
yDnicotinamide;
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-y1]-6-[(3-
hydroxypropyl)amino]nicotinamide;
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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In another aspect the invention relates to the following intermediate compounds:
5-(3-thieny1)[1,2s4]triazolo[1,5-a]pyridin-2-amine; 5-(3-fury1)[1,2s4]triazolo[1,5-a]pyridin-2-amine;
5-bromo[1,2s4]triazolo[1,5-a]pyridin-2-amine; 5-chloro[1,2s4]triazolo[1,5-a]pyridin-2-amine;
6-bromo[1,2s4]triazolo[1,5-a]pyridin-2-amine; tert-butyl
2-(2-amino[1,2s4]triazolo[1,5-Mpyridin-5-y1)-1H-pyrrole-1-carboxylate; ' '
5-chloro-7-(trifluoromé¥hiyny 2ehrrassispl bafpyianmeblaningridin-2-yl]-4-(piperazin-1-
6-bromo-5-methyl[1,2s4tsingobebkenaipyridin-2-amine;

N e 2o SRR NS s it 2141 ormspprin .
5-(cyclohexyloxy)[1,2sd)triazdlbkbSaidyridin-2-amine;
5-(1H-pyrazol-1-y1)[1,2541t 125 idin-2-amine.; i guinolin-2-amine;
6-bromo-N5-cyc|ohexﬁiﬁgg%ﬁg&%lof]?‘?]gl-ygi)gyeri§irrf1}§dz)?§}ld%a1ﬁﬁﬂé;ﬁ’%ﬂ%o?@Ga%%ﬂlzz-
6-bromo-N5-cyclohexylﬁm}%ﬂ]ﬁfm%lo[l,5-a]pyridine-2,5-diamine;
Z—éZ_-furyl)[1,12$4(]tr_if?m|qﬂq%}@lﬁyyidﬂjn%y)amélﬁﬁﬁ%[1,2,4]t_réa}zoloz[1ésaa_]pyr_idin-z-yl]-@[(z-
-iIsopropyl-7-(triffluoromet 2,4)trnazolo[1,5-alpyridine-2,5-diamine;
N-(5-bromo[1,254]tria?lﬁ%’ﬂf§¥%ﬁ’-‘§mﬁ?§#{) nide;
N-(5-bromo[1,2s4]tria2b[6[s&s-djpyladim®@-Yemiootinddipeszolo[ 1,5-a]pyridin-2-yl]-6-[(3-
N-(5-chloro[1,2s4]tria gi%g nzamide;
N-(5-ch|oro[1,254]tria§lgo 1, -g@?%gl%}g%%‘?cotinamide;
N-(6-bromol[1,2s4]triabléfisB-RIEylaRD-yribéateBndidéiiazolo[ 1,5-a]pyridin-2-yl]-6-morpholin-4-
N-(6-bromo[1,2s4]triaz@|e{diRagliayridin-2-yDnicotinamide hydrochloride;
N-[5-chloro-7-(trifluoramethyl)[1,2s]]triazolo[1,5-a]pyridin-2-ylinicotinamide;
4-(chloromethyl)-N45X6YE ﬁ%’%}%e%'lm8??1??@’&%‘?@%%%%%&@-}2@4}“[)%?59éﬁh{iHg‘f
N-(8-bromo[1,2s4]trianaithidx ethlyd yndith2)ybefzathyddienzamide;

N-(5,7-dichloro[1,2s4){riazola[L. 5-alpyridins: IGOSi ide; 1 < T
6-chIoro-N-[5-(cyclohg%ﬁ%@ﬁ@zsiﬁltgr?e:é%%ﬁ%g{%ggﬂé%ﬁgwm?ép tfﬁ%lrlnlz el;] 6
Ncyclopropy1-7-(triflusighéusptmpadtiriazolo[1,5-a]pyridine-2,5-diamine;

5-chloro-7-methyl[1, 2%];[71@13@![%[—3 +ﬁ'&@1§¥§'§%ﬂn&'@m i,Q,QI;]triazolo[ 1,5-a]pyridin-2-yl]nicotinamide;
N-(5-chloro-7-methyl[1,2s4]triazolo[1,5-Mpyridin-2-yenicotinamide. In another aspect the jnvention
relates to the use of tH4Fdl By PRAFR ERISYHAR A8 '8F6ﬁ1%”?60[‘?i‘8ﬂ?ﬁ%hﬁé‘r¥t’f@w§@géa?m@(’f?é%fment. In

another aspect the inwéhiioninefai®s to a method for the prevention and/or treatment of autoimmune

disorderes, inflammat iseases, cardipvascular disce d/or neur erative diseases in a
Subject, compriing R B i o the
invention. The compoalsdiecordirgddnamidavention may be used for the preparation of a medicament
for modulating and/or inhibifing.the,activitueas flnstion Rl dBorinparigulanASididn 3-sibieshand in
particular for preventing and/or treating autoimmune disorderes, inflammatory diseases, cardiovascular
disceases and/or neuroteyER! diseases In another aspect the invention relates to a method for the
prevention and/or treathigyitcf tauytiminmy e disespie2 g@drinflaonimtdpyrilseasés 4 qarclipivescdlar disceases

and/or neurodegeneradq've iseases in, a subject, comprising administering to the subject an effective
ylmet cnzamide, . L S ) . .
amount of a compoun acco Ing to the invention in combination with other active compounds useful in

the same indication in"biddsayrmehilevenincrdasdep ety Inlabirral dd getiptiedtompdinds according to
the invention may advgpiagasebsiuhgidsed in a method for modulating and/or inhibiting the activity or
function of ASK, in particular ASK-I, in a subject, comprising administering to the subject an effective

amount of one or mor& gHedNebi 8RR A AEoce BE e Ilvehtiowr /oA phalyEdRutical
composition containinglmideasimide; triazolopyridine compound according to the invention and a
pharmaceutically acceptaple carrier. diluent.or.excipient. notl}g _aspect of the invention is a process for
the preparation of a tfﬁgﬁ Igf:)n)}rrlf)cﬁgngl %Hr%rb(gulﬁ(ﬁ?a@%grréﬂ’@ml o rrjwiula (), comprising the step of reacting a
compound of Formula@iffwetmetieell sttty iageatlof-Flosmdiag -Nialornnmidin a presence of a base or a
coupling agent: LG R&-[33sec-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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NO (I11) -NFI, N-N (111a) LG :OH (111b) LG :Cl wherein RI, R2, R3, R4 ,R3 are as defined in any of the
above definitions, 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/HOBL, butylchloroformate, carbonyl diimidazole, Mukaiyama's reagent in a suitable solvent such as
DCM or CFECN; and optionally fqrther'purialing the obtained compound. A further aspect is a process for
the preparation!BREAHSL dIBEAARYEBMpStiAGedBrdRlly o I d R O ) OEsi¥iprising A) the step of
reacting a compoundiefyrpimuip-(k) wheraipyRuiR2.Mdadr4 are as above defined but at least one is a
group X selected froms_a&_?lggq R/?Sb (fth ale lg_, ?I, l??rg_sulfonate ester such as OTf, with a boronic
agent of formula (IVa) o eS| rﬁ %V{l]ﬁé?eolr'] R4 mopt'f‘cr)rﬁgﬁy substituted aryl, heteroaryl or alkenyl
group as above defineédbiniting 1t ddencel dfl & -baseaiduch-asik2CO3, K3PO4 and a catalytic amount of a
palladium catalyst such a$,R %3@1@&@1@5%]5%8@9%@ a ligand such as DPPF in an appropriate

solvent such as DMF, THF, dioxane or a combination of water with toluene, DMF, THF or dioxane to give
a compound of formulerrayaih erdifiaradstooHeysIR2RMINE3, R4 is R' ior B) the step of reacting a

compound of Formuladidhwhergmatinis colaaving 88 m pyelias fyl ClHEsy hoRMa@bk AreR|1) where
R13 is an alkyl group with a secondary amine NHR6R2 of formula (V) wherein R6 and R7 are as above
defined in a polar soI\%ﬁtpé’ﬂ%ﬁ'gglfg?ﬂg%?t&mt%%t%‘ﬁio la?:'%wPé’ S8 i8"giVe a compound of formula (Ic)
wherein R1 is NR5R66-dnchopfiomallyl flitidériperidfing dhe obitairedicompound. Pd catalyst Yet another

aspect of the inventioW§C90p(;9€gl§§ﬁé?£ﬂgﬁﬁﬁgBz’agg({[jg%itafn%_gig_%ﬂ%ggidine compound according to

formula (Ha) wherein 1227 R3 5 and R6 are as-above defined, comprising the step of reacting a
triazolopyridine compdUrid OelEsiiUd- iy 4eleéteir Riridizcéaviiigteup such as F, Cl, Br, |, OMs, OTf

or SRI 3 where R13 issapyalkhtgreup) it uusecnsday oo DUHRRR7 of formula (V) wherein R6 and

R7 are as above defined in a polar sofv?nt such as ethanol cg. butanol or the amine itself to give a
117

compound of formula (7€) Wh RY NS REO SRy 5P RSRLIR FHHE purifying the obtained compound.
(11b)(V)(11a) Synthesis, pftomptlihds: hiuinelimZentior; The following abbreviations refer respectively to

the_ definitions be_lc_)w: 29, IQPL XCIF\]@? 5),2%}# E‘%m%ﬂ?(l %i ¥ .QB'!_'A%%{HQ; MHz (Megghertz), min.
(minute), mm (millimeter), mmol (millimote), mM (millimolar), m.p. (melting point), eq. (equivalent),
6-bromo-N-cyclohexyl[ 1,2,4]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]
]

[ ]
[ 5-a]pyridin-2-yl)benzamide;

N-(5-chloro[1,2,4]triazolo[1,5-a
[ 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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mL (milliliter), 111, (microliter), ACN (acetonitrile), BINAP (2,2'-bis(di phenylphosphino)-
1,1'-binaphthalene), Boc (tert-Butoxycarbonyl), BuLi (Butyl Lithium), HATU (047-
azabenzotriazol-1-y1)-N,N,N',N-tetramethyluronium hexafluoro-phosphate), c-Hex (Cyclohexane), DCC
(Dicycloexylcarbodiimide), DCM (Dichloromethane), DEA (diethylamine), DIEA (Diisopropylethylamine),
DMF (Dimethylformamide), DMSO (Dimethyl sulfoxide), DMSO-d6 (Deuterated dimethylsulfoxide), DPPF
(1,1'- bis(dipheAYIHHSEpHIRS Fethe dayrayion mrin(Es. tathi v 08 gt erpidisi SopRyy It arboidirgite
hydrochloride ) tiet@Aentihacetaie mEfldEdactro-spray ionization), Et20 (Diethyl ether), EtOH (Ethanol),
HOBT (1-hydroxybenzotriazole), HPLC (High Performance Liquid Chromatography), i-PrOH (2-propanol),
MS (mass spectrometry), MTBE (Methyl tert-butyl ether), MW (micro-wave irradiation), NMM
(N-methylmorptholmmedhdd iRe(N ticl aar ddagn etlatéR eson amtlk)d GOk fteiffuerermethaniésulfertatal; rf (room
temperature), SR (3plid phage, extractionh, FrATretdamine). JFd (Juilluproagetic.acidl,fHF
(Tetrahydrofuran), TLC (Thin Layer Chromatography). The triazolopyridines compounds according to
Formula (1) may'BEIFEpRaEY Yeotitqesssily avansplecstapting srdiaatetinmig the TONSHiAY f&EM8 methods
and proceduressiowill ire apRReiaiad-thalhyhene tyRicaloar 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) mayl'be whbipinedsby sedmmiqticcessesansimy bothssd lioti oine pingseation olidphesecohemistry
protocols. Exangles lainel galimealt b dasciPat AT RCAC AR CONATISRS mayvary with

the particular reactants or solvents used, but such conditions can be determined by the person skilled in
the art, using roURifstoREHIRibH SFoes dife ting pedETEc o ehal farPa st RIORI R NFRNMBAWPRS,

different syntheligsatiatedien masuhe aelesediardhe swathesis.al campesnds of Formula (1). In the
process illustrated in the following schemes RI, R2, R3, R4 and R5 are as above-defined in the

description. In general, the synthesis pathways for any individual compound of Formula (1) will depend on
the specific sublstituteh¢s afpeacthenialentien antitapon thedbadyfavaitahititynobinterine diatesaecdssary;

again such faCtQﬁfo ﬁﬂ%@ppﬁSlﬁé‘?&bYl aﬁ(ﬁrﬁ)z[t" é?i”%‘{é’e%‘éé' in EQFdl%(éas'E%ra"htﬁl?cé’e[&%ec%'&%{‘d

deprotection methods, see Philip J. Kocienski, in "Protecting Groups”, Georg Thieme Verlag Stuttgart,
New York, 1994a¥iefcEpesabra dvestedhe el Petemeisng\adisnisteppgtiocthges dieriss itflerégenic
Synthesis”, Wilgihtgregienc@mpbhidEditionihgof ACardingita aneRrRsassoas Rfecheeative
triazolopyridine compounds according to the general Formula (I) whereby RI, 122, R3, R4 and R5 are

defined as in arfy"BP RIS SR dRAEAMS YL HIEp LU H IR RS Lo PPESBEHHRL Hfkzolopyridine amino

compounds of formula (1) by reaction with an acylating agent of general Formula (lll) whereby the

substituent R5 &%aﬁ i@l any of m%a ag%ve d%finition WFiI L% could be any. ap rggriqteoleavi@gl%roup such
as Cl, OH. Preferred a?:&%ﬁ%cg taggecntsp((ﬁllsl are aci hc%‘] 8r|§aeels \(/I %}Oll}srg?jyi% (Yontjeﬁcﬁtsj with a base such as

tertiary amine baséeqdday npiuRtmEmdierinbgyrdibradvispoiapt acid S\Mb)n e reddinstion with
a peptide coupling aggat(ivosaiuting asplissuperiadkstich as Betivd A BERQBmore of

i-butylchloroformate, carbonyl diimidazole, Mukalyama's reagent in the presence or the absence of a base
such as DIEA, $8di6PPoHB(tytoxide. base and/or coupling agent (111a) LG :Cl (111b) LG :OH

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
(IT) with an acylating agent of Formulas (IIla or IlIb) in a presence of a base or a coupling

agent:
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A preferred condition for the preparation of a compound of Formula (I) whereby RI, R2, R3, 124 and R5
are as in any of the above definitions consists in the reaction of triazolopyridines amino derivatives of
Formula (Il) with an acid chloride (Illa) wherein R5 is as defined above, in a suitable solvent such as DCM
or CH3CN at a temperature between OC and 100C in the presence of pyridine. According to a further
general process, compounds of Formula (1) can be converted to alternative compounds of Formula (1),
employing suitable interconversiq:p techniques well kh rkby a person skilled in the art. A preferred
method as of scheme 2 to preparg' the triazolopyridingompounds as of §eheme 2 according to the
general Formula (1a) wherein’R¥, R2% 3. (}4 are as aboV¥)defined B} Nonejis an aryl, a heteroaryl
or an alkenyl group R'1, consisty ting tfiazolopyridine cdmpound cntq{f g'\f the general Formula
(Ib) wherein one of R, R2, R3 and R4 are as abovB3f&ifReOhut at 18ast dne is a gfoup X selected from a
halogen atom such as Cl, Br, | or a sylfonate est&P8BER%RIEY with a bordnic acid (IVa) or ester (IVb)
wherein R'1 is as above defined usir%)well known Suzuki-Miyaura reaction ¢bnditions (Miyaura, N.;
Suzuki, A. Chem. Rev. 1995, 95, 2457; Takahiro |. gpg TosBjaki M., Tetrahedron Lett. 2005, 46, 3573-
3577). In a typical procedure, triazolopyridine compgounds (&) 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 aadfaf Q3 REIROKR, OR Gst Anfdfencatial e amiesmiakpriiacidi’, cakalyst sledbrasis
PdC12(PP113)2 por Pd(OAc)2 with a ligand such as i priate .solvent such as DMF or a
combination of SAEF NTHE K GO e e o L el A L RAHT i e MBI schome
2 A preferredapathod sdeofedchremen3pepie parepting trigend|opsiridind€dmpbdiids EESaIiNg.to-the
general Formulg A IBIemR % Rt ANANGRIA AR AR A0SR AR e BRI IIHACHI0

triazolopyridine compounds according to the general _qumulaél)g)_w ereby R2, R3, R4 and R5 are as
above defined &MdMRar iSHECEY; 43¢ epesvri bt 8wiiingdhs RtanedHmI8NYroup with an amine
R6R2STH (V). In a typical procedure, triazolopyridine compounds according to the general Formula (1d)
and amines R6R2,;SIIH (;/ are heated at various temperatyre bX traditional thermic Tetho%s or using

. A her.\aspect 1S a process or‘[ eﬁfeé)ar tion ol a trr OE)B ridine C(%ngoun accgr Hg%to
microwave techno}logy inan appr(g’prlafe solvent such as ethanol, butanol or amine itselfsuch as

those describeddierdafie) im the,exampies SrhemeBofddcNing @ Rmpound of Formula (Ib) wherein

Ry, Ry, R3, Ry are as above defined but at least one is a group X selected from a halogen such

as F, Br, Cl, I or a sulfonate ester such as OTf, with a boronic agent of formula (IVa) or ester
(IVb) wherein R’; is an optionally substituted aryl, heteroaryl or alkenyl group as above
defined in the presence of a base such as K,CO3, K;PO, and a catalytic amount of a palladium
catalyst such as PdCly(PPhs), or Pd(OAc), with a ligand such as DPPF in an appropriate
solvent such as DMF, THF, dioxane or a combination of water with toluene, DMF, THF or
dioxane to give a compound of formula (Ia) wherein at least one of R;, Ry, R3, R4is R’ jor 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;; where Ry3 is an alkyl group with a secondary amine NHRgR; of
formula (V) wherein R¢ 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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R, is NR6R7 (Ic) Triazolopyridine amino compounds of formula (ll), whereby the substituent RI, R2, R3,
and 124 are as above defined, are prepared from 2-aminopyridine compounds of Formula (V1) by well
known protocols such as shown in Scheme 4 below (Nettekoven M. et al., Synthesis 2003, //, 1649-1652).
In a typical procedure, 2-aminopyridine compounds of Formula (VI) whereby RI, R2, R3, and R4 are as
above defined are reacted with an alkyloxycarbonylisothiocyanate of Formula (1X) where R14 is an alkyl
group such as methyl or ethyl in an appropriate ggl?féﬂs%uch as dloxane to give thiourea compounds (VII).

Cyclisation of thiourea compoundsA(VII) tertriazqlppyridine of Formula (11) is then performed in
presence of hydroxylamine or hydro amine;hyﬁdrdtfhﬂb‘riég i onjun ion with an appropriate base such
dllsopropylethylamlnﬁ and in an appropriate sol&ht such as methanol an tharl;{ol According to a

further general pr s, fom ounds of Formuld'{A) can be(gonverted to altgnatl e compounds of
Formula (I1), emplaying s le interconversion technlques weII known by a péfso s,}cul d in the art. A

Xili Fo}mm (I1a)

compounds accoglingde dhagener re @s alhavedefined and RI
is F, Cl, Br, I, OMs,RaRfad BRI Xwhere ine RE6R2ZTH {W)Rdis Ritypical
procedure, triazolopyridine amine a@mpou | eral Formula\élkb) m amlnes
R6R2STH (V) al‘olé’ ﬁeggé&'a? Vaf¥tis temperature ?Wxt,(ladltlonal thermic methods OF USIing Thicrowave
technology in an approﬁfrlate solvent such as eth n/o1 Butanol or the amine itself such as those described
hereafter in the examples. Scheme 5 R, R6, NH°RIN-N 2 (V)

V)

Yet another aspect of the invention is a process for the preparation of a triazolopyridine
compound according to formula (Ila) wherein R, Rj, R4, Rs and R¢ are as above defined,
comprising the step of reacting a triazolopyridine compound of Formula (IIb) wherein R; is a
leaving group such as F, Cl, Br, I, OMs, OTf or SR;3 where R;3 is an alkyl group with a
secondary amine NHRgR; of formula (V) wherein Rs and R7 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.

R4 R4
Ry NN + R, Heat Res SN
)—NH, NH —_— »—NH,
N~ / N~
R; N R{ solvent R; N
R1 R ~ N R

(Ib) (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), pL. (microliter), ACN (acetonitrile), BINAP (2,2'-bis(di phenylphosphino)-
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RrR, (11a) R, R, is F, CI, Br, I, OMs, OTf, SR13 (11b) 2-aminopyridine compounds of Formula (VI)
whereby RI, R2, 123, and R4 are as above defined may be obtained either from commercial sources or
they may be prepared from known compounds using procedures such as those described hereinafter in
the examples, or conventional procedures, known by one skilled in the art. A preferred method as of
scheme 6 to prepare 2-amino pyridine compounds (Vla) whereby one of RI, R2, 123 and R4, as above
defined,is an arld! ' PHanbibalepredr ﬁ?‘éll(@ﬁy%@?@ﬁ’ﬁmn&@ﬂs%!ﬁ rédeihg2timmogYAdiHe rpounds
(VIb) whereby opgoeiiA3kind1-123) ansl RAnag@havaydeiineds is a graupwsseiasiprhiepm a halegen atom

such as ClI, Br, | or a sulfonate such as OTf with a baronic acid (IVa), or ester (]Vb) whereby Rd is as
above defined (ST oD Sl AT KA i DRI ADERem. Rev.
1995, 95, 2457@iakahi_tnqﬂe)an@ﬂli)shieIRiiMp;ffmﬂtahsddmﬁneLetﬂ)leO5_(121'61;1_65}7/13335911?1)%),1 aDMbreal
procedure, 2-angqeyfiing Gempeyndp lftoua VIR A0S DARRIAACIAYR),or BYBR(VE) pre heated

at various temperature by traditional thermic methods or using microwave technology in presence of a

base such as K2ediBhqugiptsnbinogrresens) cataBtic dmehntof rairagibivreatanispyuetbediimide
PdC12(PP113)2yarRAHAC)2 VU PRy IR RpRRAESP AR sekima sithhasn) MEeRisamRinatjon of

water with THE or dioxane such se described hereinafter i E les. Scheme 6. If the above
set of general 590 ti@ﬂ?&?ﬂ dsﬁ?ﬁ%ﬁ a?ﬁgﬁfcdéﬁ’fé’?i%né%tfé%g@mw&%S@Ergﬂ OIS {itd S and/or

necessary inter@ledixegfghiheiSr@ie s2spodcmoipdSdsaedskpeaiudadt)y sIMABE (vethetsobprelparation
e et PR JRE AL 0OUIALRE AR SRIPOHIRA IS IINFAION CRPe epltge I

association with solvent molecules by crystallization or from evaporation of an appropriate solvent. The
pharmaceuticaljagacEptBptangeid)a Qi dishiesostethanssiperink 4 of rerigraraRirlc S RBrslda basic
center, may be peRakesh G LA TIABRLIANNS TFAr @FamaisacetRolbignTef ithe frearsamay be
treated with a syitable acid, either neat or in a suitable solution, and the resulting salt isolated either by
filtration or by eviSoratiSn-tHde %’ﬁﬁ)ﬁ%%%e reaction solvent. The pharmaceutically acceptable
cationic salts of compounds of the present invention are readily prepared by reacting the acid forms with
an appropriate base, usually one equivalent, 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, rgiethanolamine, ethylenediamine, meglumine,
benethamine, diethylamine, piperazine and trq{neth ine. The salt is isolated by concentration to dryness
or by addition of a non-solvent. In some cases, safts ;_e,';prepared by mixing a solution of the acid with
a solution of the cation (sodium ethylhexanoatg Negium 5te), employing a solvent in which the
desired cationic salt precipitates, or can be othérwigge isolater! 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 Develorslt)nent Inc., ACD/Labs (7.00 Release). Product
version: 7.10, build:td5-8epy2ails Cxapples ihwmoretlconpalndy acsotdingdaucormiutadidan be

prepared from r%%gggla\/%" Q'erﬁ%%rrtfa? Materialsay Several synthelic, EBrﬂa‘}h‘Eésﬁu‘%%s'.”% RO e
solutlon-phase an SO?IC?—D ase cnemistry protocols or I%I%E(f SO|rl5]tI0n an SCHI& phase protocols.

Examples of symhestigisdthihatyswherthetypiltdle desprifiathd 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, R3s, R4 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, Rsand Rs are as above-defined in the description.
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The commercially available starting materials used in the following experimental description were
purchased from Aldrich, Fluka or Acros unless otherwise reported. The HPLC, NMR and MS data
provided in the examples described below are obtained as followed: HPLC: Waters Alliance 2695
equipped with Waters X-Bridge column C8 50 x 4.6 mm 3 5 pm, Conditions: MeCN (0.05% TFA)/H20
(0.1% TFA), 5 to 100% (8 min), max plot 230-400 nm; LC/MS spectra: waters ZMD (ES) equipped with
Waters X-Bridgt @itsfith G8s3pthesisipaibiays fopdny 10 cpinesp X soomid2 ttldsswthetwise
reported. The piiepgsatine BLtuRutifisatiansaseaesfenmegowitheadasswlilgsiad apiarurligatian

Fractionlynx from Waters equi with a sunfire prep C18 OBD colymn 19x100 mm 5 pm, unless
otnerwiss ropolB RIS HIRRAIE S B BEHOHE Wi & JPAUmER: of ME b By o
ACN/H20/H C(_)Q_bte(cﬂidﬂ/@dr ﬂmawﬁm@vnan_etm«bmiﬁrlf/hi&ipé.riéomwldnim ‘S?hgl@tmdeon_zisfm@mg reactor
EmrysTM Optinyger IQm Re SR &R%W'%Mg,'1%5BM,E[%%&EW@FQASQ%@P“ét%%RM.”Wﬁ'EE‘%"ate Al:

5-(3-thieny1)11,2,41triazololl,5-alpyridin-2-amine Step a) Formation of 6-(3-thienyl)pyridin-2-amine sN
NH, To a mixturd 8F/ain Aeeenh i assyiomeiiesne Yty Biorscion nkiditiang &Y), 3- thienylboronic
acid (4.44 g; 34.7 mmol; 1.2 eq.), potassium phosphate (12.27 g; 57.8 mmol; 2.0 eq.) in dry dioxane (150
mL) was added 1,E-bis(diphenylphosphino)ferrocenedich oro palladium (1.06 g; 1.44 mmol; 0.05 eq.)

under inert atm%%(?&%ﬁﬁ -IEQeoﬁ%%J&%Qs@%t%qes%?n@eﬁtqga%lggﬁigi\ﬁ%r@@n%o&&@eﬂ;,%?ﬂﬁ‘gt%rtﬂ@tered on

a bed of celite and filtrates were evaporated under reduced pressure. Purification of the ¢rude by flash

chromatographgeafrailitarigtadiBnivEtoRy/ & Hd3e, Ro5Re BE:FD) yaveetinedite dbmipoghdhastadygige solid

(3.71 g, 73%). KEHtidRS: hrelpnishréRURBAO G YedriebiMainM MR plAdife J8ME) oanppatian af ethyl
0[6-(3-thienyl)p¥ridin-22ﬁlﬁrgino}ca,rbono,Eﬁioyl)carbamate A solution of 6-(3-thien¥il pyrich -Z}Emine (3.70

g: 21.0 mmol: 184" thERTESPSAN i@dATSIAINSat8 . 3 einesd Ty 445 BhISHY aiB%ane (100

mL) was stirredsabgstitoverRightasihemretipitate fodviddtwas filbeked@ochivdshag spphoprideXdo giye the title
compound as ﬁ%%ﬁéﬁesﬁ%dﬁé“d? (SH?%’{%}‘e#éﬁL% Rind-2 i M IR 2 bl e (b3 08-3-
Step c¢) Formation of 543-thieny1)11,2,41triazolol1,5-alpyridin-2-amine -NH2 N-N
conjunction with a base such as tertiary amine bases (e.g. DIEA, TEA, NMM), pyridine, or
carboxylic acids (IIIb), used in conjunction with a peptide coupling agent (in solution or solid
supported) such as DCC, HATU, EDC/HOBt, i-butylchloroformate, carbonyl diimidazole,
Mukaiyama’s reagent in the presence or the absence of a base such as DIEA, sodium tert-

butytoxide.

Scheme 1

LG
R % Rs R

4
Ry~ N O R N 4
/>_NH2 J— />—N
R X N\N N~
2 base and/or R; N O>/‘_ Rs

1 coupling agent R,

(Ila) LG : Cl
(Ilb) LG : OH

A preferred condition for the preparation of a compound of Formula (I) whereby R, Ry, Rs,
R4 and Rs are as in any of the above definitions consists in the reaction of triazolopyridines
amino derivatives of Formula (II) 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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Intermediate Al A suspension of ethyl (1[6-(3-thienyflpyridin-2-yflaminolcarbonothioyl)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 70C for 3 hours. Solvents were
removed under reduced pressure, the residue was taken up in dioxane/water (1:1) and filtered to give the
titte compound as a white powder (2.3 g; 82%). HPLC, Rt: 1.75 min (purity 94.8%). LC/MS, M/(ESI):
217.3. IntermedhsrOTAPE5 P32 dRFHIL 12on8mki RERSTEST, SCAIpRPMTiS 2B FRREuiteld) 2R o AaBYFRFd 10
6-(3-futyl)pyridiatrasinecfhhohhes titlereempnound wasdispaiediRlianingrnsed uetiraaibed for
intermediate Al st % but startl fr m % amino-6-chloropyridine (25.0 g; 194.5 mmol; 1.0 eqg.) and
furan-3-boronic aS%n( %*’11168‘% eI 4 ed.). The crude was purified by flash chromatography
(EtOAc/c-Hex, 50:50) to give the title compound as a brown oil (16.91 g; 54%). 111 NMR (DMSO-d6)
(67.96 (5. 1. LA RERITY 200 31 ek 12 it bl it (b RLG Bl i
(purity 84.9%). LC/MS, IV1+(ESI): 161.4. Ste Formation of et

0[6-(3- furyl)pynéﬁﬁogdm&ﬁ%m@mmﬁm% PDsheEsie RihBaidfe, Wﬁr@%ééﬁ%‘?éﬂ%ﬁmmg
procedure descsiRed faf mgqrmq@kaﬁeaalls&mlb)aﬂaeﬁyat@mﬂg qucédﬁsiuwwiﬁgﬁtaaam@w(éﬁ& g; 105.5
mmol; 1.0 eq.) as a white SO|Idé 92%%r LC Rt: % min (purity 9 [[é ).LC/ IVE(ESD:
292.3, M-(ESI): 2882 Sl ¢ 6 PEARERIRIB D) HTEIBISN S A L ﬁrf’ni"érmedlate
A2 The title coahpeeddfivas pnepral&ast tﬂihmmmgrmrpdédﬂeetdbﬁonbedaﬂogentammmambtﬁp Eprbut
starting irom et HSedyy oy e eiamaSHbne O FARATAIR GR-A ROR mghd-0 ea) as
a clear beige powder (17.26 g; 89%). NMR (DMSO-d6) (5 (s, 1H), 7 8(d,J= Hz 1H), 7.50 (t, J
= 8.1 Hz, 1H), Adod3ming, sel) gy Swphi- MpparaReagtiso ﬁﬂﬁdlcmﬁtyl\é%%) Iﬂ@/&ﬂl@hVﬁ(ESl)

201.3. Intermedigitg,ABen-1yosnobl 244 Lirrarsial, - ahay Tisi Rrdqamninee2iekp)a). TRIM29sy) 24, ethyi-

1(6-bromopyridin-2-yOaminolcarbonothioylicarbamate N N
(X Py 3577) yIn a typ?cal procedure, t¥1llzo opyridine compounds (Ib) 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,COj;, KsPO4 or CsF and a catalytic amount of
palladium catalyst such as PdCly(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 such as

those described hereinafter in the Examples.

Scheme 2
OH
T o
R
3N T />—N + (IVa) Pd catalyst ~ N\N/>_N
R2 NS ~N >_R5 or
R, © O
R'—B At least one of
At least one of 1 o
R, R, Ryand R, is X © i Ri, Ry Rgand R, is Ry
I
(Ib) (IVb) (la)

A preferred method as of scheme 3 to prepare the triazolopyridine compounds according to
the general Formula (Ic) whereby R,, R3, R4 and NR¢R; 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;; where R3 is an alkyl
group with an amine R¢R7NH (V). In a typical procedure, triazolopyridine compounds
according to the general Formula (Id) and amines R¢R7NH (V) are heated at various

temperature by traditional thermic methods or using microwave technology in an appropriate
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H H The title compound was prepared following procedure described for intermediate Al step b), but
starting from 2-amino-6-bromopyridine (20.0 g; 115.6 mmol; 1.0 eq.) as a white solid (36 g, quant. yield).
HPLC, Rt: 4.17 min. (purity 99.8%). LC/MS, M(ESI): 306.1. Step b) Formation of
5-bromo[1,2,4firiazolo[1,5-alpyridin-2-amine Br Intermediate A3 The title compound was prepared
following procedure described for intermediate Al step c), but starting from ethyl
{[(6-bromopyridiAloeyisehirs cahrsobriayl i BsrAmeq dect gu@lsszmﬁépszr@%hf%@férwrw«rrsh solid
(20.65 g; 82%).ckiffkflesRt: 1.03 min. (purity 97.6%). LC/MS, MHESE: 215.2. Intermediate A4 :
5-chloroll,2,41triazololl,5-alpyridin-2-amine Step a§ rmatjon of ethyl
[1(6-ehloropyridin-2-yhaminolearbonothioylkarbanz fg IN H H The title compound was prepared
following procedure describedfor intermediate Al step b), but starting from Ramino-6-chloropyridine
(49.38 g; 384.1 mmol; 17 ghlow solid (107_g, quant. yield). HR - 8.93ymin (purity 94.5%).

LC/MS, MHESE: 260.0. Step b ,\L n_of 5-ehloro[Tp441triazololl,5-alpyrigin- -a'rhkne Cl Intermediate
A4 The title compound Ras p epared g\ﬁnng procé’dure described fd?zrnteRmedlate) sfep c),
R, V)
R, is F, Cl, Br, I, OMs, OTf, SR, R, is NRR,

(Id) (Ic)
Triazolopyridine amino compounds of formula (IT), whereby the substituent R', R% R’ and
R* are as above defined, are prepared from 2-aminopyridine compounds of Formula (VI) by
well known protocols such as shown in Scheme 4 below (Nettekoven M. et al., Synthesis
2003, 11, 1649-1652). In a typical procedure, 2-aminopyridine compounds of Formula (VI)
whereby R;, R;, Rj;, and Ry are as above defined are reacted with an
alkyloxycarbonylisothiocyanate of Formula (IX) where R4 is an alkyl group such as methyl
or ethyl in an appropriate solvent such as dioxane to give thiourea compounds (VII).
Cyclisation of thiourea compounds (VII) to triazolopyridine amines of Formula (II) is then
performed in presence of hydroxylamine or hydroxylamine hydrochloride in conjunction with
an appropriate base such diisopropylethylamine and in an appropriate solvent such as

methanol and ethanol.

Scheme 4
S==N R
OR 3
rj: |X) "R |\ R4S 0 NH,OH.HCI
. N U
R °N ” H OR;  or NH,OH

(Vir) (I

According to a further general process, compounds of Formula (II) can be converted to
alternative compounds of Formula (IT), 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 NR¢R; are as above defined, consists in reacting
triazolopyridine amine compounds according to the general Formula (IIb) whereby R, R; and

Ry are as above defined and R' is F, CI, Br, I, OMs, OTf or SR;; where Ry; is an alkyl group

50



but starting from ethyl {[(6-chloropyridin-2-yeaminc]carbonothioyllcarbamate (99.76 g; 384.1 mmol; 1.0
eg.) as a greenish solid (51.19 g; 79.0 %). HPLC, Rt: 0.92 min. (purity 98.1%). LC/MS, MHESE: 169.0.
Intermediate AS: 6-bromoll,2,41triazololl,5-alpyridin-2-amine Step a) Formation of ethyl
[1(5-bromopyridin-2-yOaminolearbonothioylkarbanzate The title compound was prepared following
procedure described for intermediate Al step b), but starting from 2-amino-5-bromopyridine (35.0 g; 202.3
mmol; 1.0 eq.) &4th yBIIwiRH BIhd\iB0Y)-olme). mpeat, racosos: niiis~ it iar 498)0¢ COMBOWKESI):
305.9. Step b) heesnaitign:ofbebremalll Loffiinzoinfl Aralpicin-R:amine (Internediate ASvdiwiditle
compound was %népared fE"?Wiﬂg pr f edure de ribed far mtermedlat(ta | step c? but startlng from ethyl
{[(5- bromopyrldl - - ARRSIRE AT BOR8tH gy]ﬁn(?anﬁam Stgr(gil% 19608 Mm% ed. )aréélpé’ﬁogﬁ White
powder (42.6 gs&lg%y shifAL«S eREnd] ] Butairvl (mmwmwﬁ}eﬁeﬂwsad\mwﬁs&sm%thwﬂwedlme A6 :
tert-butyl 2-(2-amingli.2,41triazololl,5-alpyridin-5-y1)-1H-pyrrole-lcarboxylate Step a) Formation of
tert-butyl 2-(6- amlnopyrldln -2-y1)-1H-pyrrole-1-earboxylate cOya >ca-f N NH, The title compound was
prepared following procedure described for intermediate Al step a), but starting from
2-amino-6-chloropyridine (2.05 g; 16.0 mmol; 1.0 egdrakast gthyl 1-(tbutoxycarbonyl)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,
MHESE: 204.3. Offethox%carb nylklamlnolcarbonothloyl}amlno)pyr|d|n -2-y11- ]rtj pyrrole 1-carboxylate

R
)—NH, + Re 3
R2 NN N\N R7/NH — = “ N\ />—NH
R, R;
(V) AN
R,is F, Cl, Br, I, OMs, OTf, SR, 5 6

(1b) (Ila)
2-aminopyridine compounds of Formula (VI) whereby R', R?, R®, and R* are as above defined
may be obtained either from commercial sources or they may be prepared from known
compounds using procedures such as those described hereinafter in the examples, or

conventional procedures, known by one skilled in the art.

A preferred method as of scheme 6 to prepare 2-amino pyridine compounds (VIa) whereby
one of R!, R%, R® and R*, as above defined, is an aryl, a heteroaryl or an alkenyl group R
consist in reacting 2-aminopyridine compounds (VIb) whereby one of R', R?, R* and R*, as
above defined, is a group X selected from a halogen atom such as Cl, Br, I or a sulfonate ester
such as OTf with a boronic acid (IVa) or ester (IVb) whereby R*' is as above defined using
well known Suzuki-Miyaura reaction conditions (Miyaura, N.; Suzuki, A. Chem. Rev. 1995,
95, 2457, Takahiro I. 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,COj;, KsPO4 or CsF and a catalytic amount of
palladium catalyst such as PdCIy(PPh;s), 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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The title compound was prepared following procedure described for intermediate Al step b), but starting
from tert-butyl 2-(6-aminopyridin-2-y1)-1H-pyrrole-1-carboxylate (1.15 g; 4.43 mmol; 1.0 eq.) as a beige
solid (1.47 g, 85 %). HPLC, Rt: 4.99 min. (purity 94.0%). LC/MS, M+(E Se: 335.2. Step c¢) Formation of
tert-billy! 2-(2-amino[1,2,4firiazolo[1,5-alpyridin-5-y1)-1H-pyrrole-1- carboxylate Intermediate A6 The title
compound was prepared following procedure described for intermediate Al step c), but starting from
tert-butyl 2464 Wethoxycrbonyeamincdcarbor&oﬁg’%ll amino)pyridin-2- y1]-1H-pyrrole-1-carboxylate

(.47 g; 3.76 mmoI;F}.O efi.) as a beige solid (870 ngy 77%). HPLC, Rt: 2.68 ijRn (p Fﬁaity 8.5%). LC/MS,
] rich

Nr(ESI): 244.3. Interrh te’ A7: 5-chlorot7-(triflupvemethyl) Pt @tditriazololl, 5-& -2-amine Step a)
Formation of 6-chlorp-4~(triftygromethyl)pyriditi-2-amine F F CIN.-- NH, A solutj NH
2,6-dichloro-4-(trifluoromethylpyridine) (Fluorochgm,/10.0 g; 46.30 mmol; 1.0 eq.) in ammanium hydroxide
(-25% in water) (40.Q;Bdst dhdoV) Was heatedRte-880C for 3 h in a Pan appara&us’éﬂgﬂ%%llgeb Fgown to rt.
After this time, re&etRrRatixtiiéswas filtered over @ bed of celite, evaporated to“d?ryynéasns uhder'reduced
pressure, triturated WitngpM and filtered. The m %Tr liquors were concentrated urffét reduced pressure
to give the title compound as a yellow oil that crystallized upon standing (4.83 g; 53%). HPLC, Rt: 3.58 m
n. (purity 96.99%4).thCiSs Mt (ESn <196 8)tMHESEhdB4Biot applicable to obtain compounds according

Stepb)formationoteliyleh [G,ch-As(UiEHoramat IR i yiaminoirathpaaiicybeahamate 1 CIN

NNO H H The title compound was preparéd following procedure described for intermediate Al step b), but
starting from 6-SHlabb:methadiorb meRRNEY FaRY2 BhdiRertanssillednm g ahsbruldbersids a beige solid
(6.90 g; 86%). kdBhpouRlsSed ARTINn (Rt} QH0%R). ibSTMS iM o ShYioke Tvih StPes) heratiantgf
5-Ch|0r0-7-(trifl%9§g[gfﬁ§gggr} cl)r’%r’cé)‘rr}ltg\%zp%lr%!c}dg -oa%l QX ggﬁ?&%f%@ isrg?vent. The pharmaceutically acceptable
acid addition salts of the compounds of Formula (I), which contain a basic center, may be
prepared in a conventional manner. For example, a solution of the free base may be treated
with a suitable acid, either neat or in a suitable solution, and the resulting salt isolated either
by filtration or by evaporation under vacuum of the reaction solvent.
The pharmaceutically acceptable cationic salts of compounds of the present invention are
readily prepared by reacting the acid forms with an appropriate base, usually one equivalent,
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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Intermediate A7 The title compound was prepared following procedure described for intermediate Al step
c), but starting from ethyl ( { [6-chloro-4-(trifluoromethyl)pyridin-2- yllamincdcarbonothioyl)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,
M1(ESI): 236.8, M(ESI): 234.8. Intermediate A8: 6-bromo-5-methyll1,2,41triazololl,5-alpyridin-2-amine
Stepa)Formationofethyl1/(5-bromo-6-methylpyridin-2-  The title compound was prepared following

procedure descHISEUSBY RiPsRatiate i etery Hfimutadattitidy ARt eaiRds 3 Ibrupme2 - Shetiylisyifidine (25.0
g; 133.7 mmol; Jafd 08} & yelinwerRv@BEe(41.80 g; 98%). HPLC, Rt: 4.49 min. (purity 99.3%). LC/MS,
M+(ESI): 319.9, M(ESI): 317.9. Step b) Formation of
6-bromo-5-methy111,2,41triazololl,5-alpyridin-2-amine Intermediate AS The title compound was
prepared followirlg protedurdldeseriddded fortingemedidgdeitistethe fobow stardipgrinomtdttgdcription

{[(5-bromo-6-metfyipyligineg %8&%&%@&%@6@'&%&%&@@@%&%@ a4 mmol; 1.0 eq.) as a white
solid (23.90 g; 80%). HPLC, Rt: 1.55 min. (purity 99.9%). LC/MS, TOESI): 228.9. Intermediate A9 :

N5-cyclohexyl 5-a e-2,5-diamine, DAN Intermedi te A9 A suspensio
S ertorol1 > Ao 5 RO s QRS ed oot £8P GHY Y 2R DHEihdine (60
mL) was heateddidxmeefmHﬂ?Ir(BZWnt&eadhmerﬂﬁajreqmapdakem (atard/N-Bit ded: dillbere €. 8Tiexrdsulting
cake was washed filtrat ncﬁr} s =) rified flash
chromatography ?f—leptVII:n 0AC itlff]tof\gl\jceﬂiaédt:#{e co gfl)%%né% (ij/mbﬁe)%e povh\(/ii) e/r\zgajgg Ig@%})? 1HPLC Rt:
2.46 min (puntyZQQ-M)nmdLﬂ/MEM;p@E@i)v@mngMD (ES) equipped with Waters X-Bridge column C8

30 x 2.1 mm 3.5 pm; "H-NMR: Bruker DPX-300MHz unless otherwise reported.

The preparative HPLC purifications are performed with a mass directed autopurification
Fractionlynx from Waters equipped with a sunfire prep C18 OBD column 19x100 mm 5 pm,
unless otherwise reported. All HPLC purifications were performed with a gradient of

ACN/H,0 or ACN/H,O/HCOOH (0.1%).

The microwave chemistry is performed on a single mode microwave reactor Emrys™

Optimiser from Personal Chemistry.

INTERMEDIATES

Intermediate A

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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Intermediate A10 : N5-cyclohepty111,2,41triazololl,5-alpyridine-2,5-diamine 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 180C for 1 h under microwave radiation to give the title compound as a beige oil (2.48
g; 59%). HPLC, Rt: 2.90 mm. purity 97.2%). LC/MS, NE(ES 292.9. Intermediate All :

5-(cyclohexylox 1999, 4&@@&43 iemaBeal |3riei. 2varmidded nkerhistrlineemyiplssehireXerraccE AL 15.84
mmol; 5.0 eq.) pard@daed Wasuspension ofolsle'qi)(%ﬁzemge@ Shoapnete 1@@%%&%&5&@1@ s) and
maintained under |n rt aég}%sghere t OC. The reactlon Wasg\g ack ‘;tand stirred for 1 h
before the additi6h §f fri&%d ﬁ)d[f% n]p?/rldln ) %Fﬁo‘f'eieo eq.).
Reaction mixtuyapesitiitnrideateduatdefhexstoe. ?hreﬁtenvmwhthmuﬂwas tﬂadnch@uirlby)gdmvnanf water. It
was then extragigdlin FiRAGONERIAGB DG, S Quet m&g&?@%&uyeﬁe i A0l

concentrated. Purification by flash chromatography on silica gel (DCM/MeOH, 95:5t0 10:90) gave the title
compound as a’ihitedSdife: Bobd: ?ﬁgmso@m)rlmﬁ é‘VqﬁetL@i@%(l%ﬁUnﬂibé 1%). LC/MS, M/(ESI): 233.0.
Intermediate Al2 : 5-(1H-pyrazol-1-y1)11,2, 41tr|azoIoII 5-al pyridin-2-amine ON

Intermediate Al 2, 4]triazolo[1,5-a r|d mlne 3& mol: 1.0 eq.), pyrazole
(3.40 6. 50.0 m6l e BRI WLl CARBR A P b s W e WA Ao ana
stirred overnight at 110 C. After this time, reactiop-mixturg wag cooled to rt poured into water and
extracted with Et20. The combined organic layers weire washéd with water, dried over magnesium sulfate,

filtered and evaporated under reduced pressu to'\glve{jtheﬂltle%ompound as a white solid (650 mg,
65%). HPLC, Rt: 1.22 min. (purity 96.6%). L S, M/(ESI): 201.0. Intermediate A13:

11’2Altriazom%s%laiﬂ)lﬂi%‘?lgj(?-'tﬂ{gﬁg)ﬁpyridin-}amine (3.70 g; 21.0 mmol; 1.0 eq.) and ethoxycarbonyl
isothiocyanate (2.73 mL; 24.1 mmol; 1.15 eq.) in dioxane (100 mL) was stirred at rt

overnight. The precipitate formed was filtered and washed with c-Hex to give the title
compound as a white solid (4.73 g; 73%). HPLC, Rt: 4.26 min. (purity 99.9%). LC/MS,
M(ESI): 308.3.

Step c) Formation of 5-(3-thienyl)[1,2,4]triazolo[1,5-a]pyridin-2-amine
2N
< N\N/>—N H.

7z

s/

Intermediate A1l

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-furyl)[1.2.4]triazolo[1,5-a]pyridin-2-amine

Step a) Formation of 6-(3-furyl)pyridin-2-amine
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Step a) Formation of ethyl [(quinolin-2-ylamino)carbonothioyllearbamate S 0 N NANAO H H The title
compound was prepared following procedure described for intermediate Al step b), but starting from
guinolin-2-amine (1.06 g; 7.35 mmol; 1.0 eq.) as a yellow powder (1.68 g, 83%). HPLC, Rt: 3.66 min.
(purity 97.8%). LC/MS, M-(ESI): 274.3. Step b) Formation of 11,2,41triazolo[1,5-alquinolin-2-amine
Intermediate A13 The title compound was prepared following procedure described for intermediate Al
step c), but starting from ethyl [(quinolin-2-ylamino)car thioyllcarbamate (1.68 g; 6.10 mmol; 1.0 eq.)
as a white powder (667 mg, 59%). NMR (DMSO- g‘ d, J=8.3Hz, 1H), 7.81 (d, J = 7.9 Hz, 1H),
(d,

7.74 (d, J =9.4 Hz, 1H), 7.70 (m, 1H), 7.47 (m, I—lL 7.4 £ 9.0 Hz, 1H). HPLC, Rt: 1.62 min. (purity
99.7%). LC/MS, NE(ESI): 185.4. Intermediate A14 :

6-bromo-N5- cydﬁ&weﬂy%xﬂpéﬁﬁﬂarzw@%ﬁaadpmg Mamieae&ﬁbea)f&qﬂmﬁwmafe Al step a),
5-bromo-6-ehloyo in- ine CIN bromo SUC id 45 was added
portionwise to c;gs{;%latg 2f amalrr]?é)n oOro %@ %?%4 1B?m’mol 83%0%11 a"lj%ﬁgq 0 mL) at
rt. The reactionasikt(i@ 1vlla$, stivpetl mtmolﬁoﬂ 2 mmsTSoIQﬂ@dQsWér@ueﬁ@dvbﬂ tinglecheeneiedrppbgsure and
the residue wagtakRR/LPIER, Est@é@) DARAYROHAARMANIAG TES BrIRRIGIPRARSIWAS Waphedhaggin with

aqueous ammonia and brine, dried oveér magnesium sulfate, filtered and concentrated under reduced
pressure. The BEMSSbiiG éﬂtgﬁn@dW&gv‘\‘/&éﬁeamﬂﬁ%%%@aﬁéh%é Thdei%ddhufto@ivetthe title
compound as aHmige powden(ih2(pudity 246) i PR V2 @S mirs 1(purity 95.8%).
Stepb)Formationofethyllifi-bromo-6-chloropyridin-2- Aaminolcarbonothioyl}carbamate Br The title
compound was prepared following procedure described for intermediate Al step b), but starting from
5-bromo-6-chlobamybidites2#ativme/( @09 @ BE-Zuwnblridio-egljesam oifbermitaierlic (848814, 76%). HPLC,
Rt: 4.65 min. (purity 100.0%). Step c) Formation o Q—brorgo-Séchloroll,Z,41triazo|o|1,5-a|pyridin-2-amine

The title compound was prepared following procedure described for intermediate A1 step b),
but starting from 6-(3-furyl)pyridin-2-amine (16.0 g; 105.5 mmol; 1.0 eq.) as a white solid
(28.2 g; 92%). HPLC, Rt: 3.98 min. (purity 99.7%). LC/MS, M"(ESI): 292.3, M"(ESI): 290.2.

Step c) Formation of 5-(3-furyl)[1,2,4]triazolo[1,5-a]pyridin-2-amine
22—
« N\N/>—N H,

4

ot

Intermediate A2

The title compound was prepared following procedure described for intermediate A1 step c),
but starting from ethyl ({[6-(3-furyl)pyridin-2-yl]Jamino}carbonothioyl)carbamate (28.1 g;
96.5 mmol; 1.0 eq.) as a clear beige powder (17.26 g; 89%). '"H NMR (DMSO-ds) 6 8.92 (s,
1H), 7.88 (d, J = 1.7 Hz, 1H), 7.50 (t, ] = 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)aminojcarbonothioyl}carbamate
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Cl The title compound was prepared following procedure described for intermediate Al step c), but
starting from ethyl {[(5-bromo-6-chloropyridin-2-yeamino]carbonothioyllcarbamate (8.80 g; 26.0 mmol; 1.0
eg.) as a beige powder (4.56 g; 70%). HPLC, Rt: 1.96 min. (purity 91.5%). LC/MS, MHESE: 248.8. Step
d) Formation of 6-bromo-N5-cyclohexy111,2,41triazololl1,5-alpyridine-2,5-diamine N-N ciNH Intermediate
Al4 The title compound was prepared following procedure described for intermediate A9 but starting
from 6-bromo-5-chloro[1,2,4]triazolo[1,5-Mpyridin=¥;amige (3.0 g; 12.1 mmol; 1.0 eq.) and
cyclohexylamine (12.0 mL; 104.9 mmol; 8.65 é iykth&itlg\qompound as a dark foam (2.5 g, 66%).
HPLC, Rt: 3.21 min. (purity 76.6%). LC/MS,BK/I(E ): O.di'l Intérmediate AlS :
6-bromo-N5-cyclohexylll,2,41triazololl,5-alpyridine-2,5-diamine Step a) Formation of ethyl
1/(3-bromopyridiic2Lyo ARG IEr S BHBBY R dAHR R B s ﬂe%‘rkg?@ Ernermfgie AbMpbRhd was
prepared followtng yuotedive desahiloett faminpgtidedigre. Ay, Itepchpidiat; Startiqg fs@amvhite solid (36

2-amino-3-bromopyridine (4. 241 ol: 1.0 v it ) as a light yellowish
powder (7.4 g, éh%ér(]atn yéféé& ﬁ%%&zg%gz%ﬁﬁwﬁp‘fﬁ%ﬁgg 309%7‘%97\? /}\%{g ISF[-E(%@Q 303.9. Step b)
Formation of 8-bromo[1,2,4firiazolo[1,5-alpyridin-2-amine Br Intermediate Al5

Step b) Formation of 5-bromo[1,2,4]triazolo[1,5-alpyridin-2-amine

=N
NH
S

Br

Intermediate A3

The title compound was prepared following procedure described for intermediate A1 step c),
but starting from ethyl {[(6-bromopyridin-2-yl)amino]carbonothioyl}carbamate (36.0 g;
118.4 mmol; 1.0 eq.) as a yellowish solid (20.65 g; 82%). HPLC, Rt: 1.03 min. (purity
97.6%). LC/MS, M"(ESI): 215.2.

Intermediate A4 : 5-chloro|1.2.4]triazolo][1.5-a]pvridin-2-amine

Step a) formation of ethyl {[(6-chloropyridin-2-yl)amino]carbonothioyl}carbamate

| ~ S O

N NJ\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

=N
NH
o

Cl

Intermediate A4

The title compound was prepared following procedure described for intermediate A1 step c),

but starting from ethyl {[(6-chloropyridin-2-yl)amino]carbonothioyl}carbamate (99.76 g;

56



The title compound was prepared following procedure described for intermediate Al, step c) but starting
from ethyl {[(3-bromopyridin-2-yflaminc]carbonothioyll carbamate (7.40 g; 24.33 mmol; 1.0 eq.) to give the
title compound as a white solid (4.4 g, 85%). HPLC, Rt: 1.16 min. (purity 99.8 %). LC/MS, W(ESI): 212.9,
214.9. Intermediate A16 : 5-(2-furyl1)11,2,41triazololl,5-alpyridin-2-amine Step a) Formation of
6-(2-futyl)pyridin-2-amine Cc:PN NH, The title compound was prepared following procedure described for
intermediate Alxtp A)mslit 5k 3 cherEeaifne b IbIdpgridie (02 31BE Mty GeRriibI (ubtq.) and 2-
furanboronic aoyd. {%:21.gyN@.8/mmily: 169 ©4d.). 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 NE(ESl) 161 0. Step b) Formatlon of of ethyl

([2-6-(2-furyl)p A 2 ] bt p-Campneind was prepared following
procedure descglgd for, g gﬁ;ﬁﬁ}gseprmph i ;ﬁr}' A Rk bRy iicinsasiune (970 mg; 6.06
mmol; 1.0 eq.) as'a Whlte solid (1.6 C, Rt 7 min (purity 98.4%). LC/MS, NE(ESE: 292.0,
MIESE: 290.1. Step c) Formation of 5-(2-fufy S ,4fteaz®o[1 5-alpyridin-2-amine Intermediate A16
The title compound was prepared following proce déscﬁibedmfgr intermediate Al step c), but starting
from ethyl (1[6-(2-furyl)pyridin-2- yl]ammolcarbon&hlo'p}ecaubar%ate (1.65 g; 5.66 mmol; 1.0 eq.) as a white
powder (1.13 g; 99%). HPLC, Rt:1.75 min. épurlty 98.4%). LC/MS, NE(ESI): 201.1. Intermediate A17:
N5-isopropyl-7 L{t‘?ﬁlﬂ FSATBRAYAY TiaDPAARESS SRR pYRRIRtEC e s B esmedinterd htop R).
suspension of Mam@-ﬁaﬂummﬂhyb){%ﬁb]ﬂm{eB]Q%ﬂj,pyﬂdﬁhﬁiamrbq (AR yd B3+ Ragid0. 77
mmol; 1.00 eq.) e (664.58 tanol (1.50 mL) was heated
at 120C for 1h3(§(p%db§g Wﬁr?gg%ﬂég 9 I3 r@ %%rg\%‘() ﬂe&v&égwggn%%% rated under vacuum till
dryness. The solid obtained was triturated in water/MTBE and filtered. The solid which precipitated in

mother liquor was fipapy, Sieies {\/@5;);,9 z/;i th wﬁggzromg glg MRS YagHsm at 40C to give the title
%).

compound as an off-white solid (122 mg, HPLC .64 min (purity 86.5%). LC/MS, NE(ESI):
259.9, M-(ESI): 257.9. Intermediate A18:
N2-cyclopropy1-7-(trifluoromethyl)[1,2 41tr|azolg Mf#&'zz 5- diamine HN A

Intermediate A5

The title compound was prepared following procedure described for intermediate A1 step c),
but starting from ethyl {[(5-bromopyridin-2-yl)amino]carbonothioyl}carbamate (61.0 g;
200.6 mmol; 1.0 eq.) as an off white powder (42.6 g; 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]pvridin-5-yl)-1H-pyrrole-1-

carboxylate
Step a) Formation of tert-butyl 2-(6-aminopyridin-2-yl)-1H-pyrrole-1-carboxylate

0%
\ |

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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Intermediate A18 A suspension of 5-chloro-7-(trifluoromethy1)0,2,41triazolo[1,5-a]pyridin-2-amine ((A7),
3.60 g; 15.22 mmol; 1.0 eq.), cyclopropylamine (5.27 mL; 76.1 mmol; 5.0 eq.), and
Nethyldiisopropylamine (26.22 mL; 152.2 mmol; 10. 0 eqg.) was heated at 80C in 1-butanol (36.0 mL) for
23 h., then 15 h. at 100C. The reaction mixture was then concentrated under vacuum till dryness. Diethyl
ether was added and the solid was filtered, washed with water and dried. The product was then purified
by chromatogralfB¥ on silicag® (from 5% f@8efot0AC in c-HéXx), to give BERIRE compounddé-a white
solid (2.0 g; 51.dyféthdileshorfy)dnrhdYusBimsitiodDRMinol syl M IH-R5R R Meks3Wyi2kR6.0.
Intermediate A19: 5-chloro-7-methyll1,2,41triazgloll,5-alpyridin-2-amine Step a) Formation of
6-Chloro-4-methylpyridin-2-amine A solij qf ,6 thylpyridine (Chem. Mater., 2004, 16,
1564-1572, 30g, 0.185mol) in ammonium hydmxi e tion in water) was heated at 200C
in a pressure vessel for 10h. The reaction mix{urg was theéh cehcentrated under reduced pressure. The
brown solid obtained was suspended in DCM for 30 min at 25-26C and filtered. Filtrate was concentrated
under reduced phessilireoRprifichtionpofitire cleltieving probtdime dasyriftad Hoc limtermatstiatnhy $RP%)ethyl
acetate in pet eﬁlil?Qﬁﬁf?édﬁﬁﬁht@x{lgﬁ&?@f&%ﬁ%ﬁéﬁgﬂyﬂ%-ﬁﬁlg{xl&-égacx{%‘iﬁ&%?1.Ltg/ 15 M(ES):
142.7;NMR (DMSO d6 : 400MHz) 8 6.34(1H, s), 6.23(2H, S), 6.15(1H, s), 2.1(3H, s). Step b) Formation of
ethyl {I(6-chlord™2sletHy syttt Digy 19behihdic &rsonainidYicafathtemirHauwtte 2oMpbilitdMias
prepared followmypsoceadsive described for intermediate Al step b), but starting from
2-amino-4,6-dichloropyridine (2.5 g; 15.3 mmol; 1.0 eq.) as an off-white solid (5.0 g; 64%). HPLC, Rt: 4.36
min. (purity 98.3%). LC/MS, M/(ESI): 273.8, M-(ESI): 271.8. Step c) Formation of

5-chloro-7-mett$yHd @, Fvimemdlo| bfSeatbynindi 3-22-aumine/ M2t éfmiedibid , ALfpitidiniieyDehhbpumnel enas
prepared followy;;gbgﬁ;ﬁlggure described for intermediate Al step c), but starting from ethyl
{[(6-chloro-4-methylpyridin-2-yflaminc]carbonothioyllcarbamate (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. > MEHM/(ESI): 282.8. Intermediate B

2

Intermediate A6

The title compound was prepared following procedure described for intermediate A1 step c),
but starting from tert-butyl 2-[6-({[(ethoxycarbonyl)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): 244.3.

Intermediate A7: S-chloro-7-(trifluoromethyl)[1,2.4]triazolo[1.5-a]pyridin-2-amine

Step a) Formation of 6-chloro-4-(trifluoromethyl)pyridin-2-amine

—

CI” N” ONH,

A solution of 2,6-dichloro-4-(trifluoromethylpyridine) (Fluorochem, 10.0 g; 46.30 mmol; 1.0
eg.) 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

58



Intermediate B1 : N-(5-bromol1,2,41triazololl,5-alpyridin-2-0)benzamide 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 reflux for 4 hours, after which
it was cooled down to rt. Diethyl ether was added to the reaction mixture and the solid which Erecipitated
was filtered off THEOWredibrateWaldirebtapeHaeting Gidguedos MBllrRtptP8/mynfilRrdy 80d atied under
vacuum to givethemigleneormound s\ white pawder (4.97 g, quant. yield). HPLC, Rt: 2.40 min. (purity
93.4%), LC/MS, M+(ESI): 317.1, MIESI): 315.1. Intermediate B2 The title compound was prepared
following procedure described for intermediate Bl, but starting from
5-bromo[1,2,4]tsiepolo[18-a]pyfadinafieamine ¢(A3), Btyly; 23.8[Mmohblr & B (edflnardmatbolipoydizhloride
hydrochloride é@,&@”g”o Zagbmlioflgaerﬂz)nﬁftea grey powder (5.86 g, 78%). HPLC, Rt: 1.24 min. (purity
97.4%). LC/MS, M/(ESI): 319.0, M-(ESI): 318.3. Intermediate B3 :
N-(5-chloroll,2,41triazololl,5-alpyridin-2-yOben gde Intermediate B3

| A S O

I ON ”J\HJ\O/\

The title compound was prepared following procedure described for intermediate A1 step b),
but starting from 6-chloro-4-(trifluoromethyl)pyridin-2-amine (4.83 g; 24.57 mmol; 1.0 eq.)
as a beige solid (6.90 g; 86%). HPLC, Rt: 5.00 min. (purity 96.0%). LC/MS, M"(ESI): 327.9.

Step c) Formation of 5-chloro-7-(trifluoromethyl)[1,2,4]triazolo[1,5-a]pyridin-2-amine
F i N

F = —
o N\N/>—NH2

Cl

Intermediate A7

The title compound was prepared following procedure described for intermediate A1 step c),
but starting from ethyl ({[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-methyl[1,2.4]triazolo[1,5-a]pyridin-2-amine

Step a) Formation of ethyl {[(5-bromo-6-methylpyridin-2-
ylamino]carbonothioyl}carbamate
PN S

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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The title compound was prepared following procedure described for intermediate Bl, 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 The title compound was prepared following procedure described
for intermediate B, 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

(20.61 g; 87%) 5B FRindab9 Bio-ARIRY RPN SN MUES Y3 FAR. MikR): 272.3. Intermediate
B5 : N-(6-bromol1,2,41triazololl,5-alpyridin-2-thbenzamide Intermediate B5 The title compound was

prepared following procedure described for intermedia E}JM starting from
6-bromol[1,2,4]triazolo[1,5-a]pyridin-2-amine ((AS), &0N;N23.47°mmol; 1.0 eq.) and benzoyl chloride (6.57
g; 46.9 mmol; 2.0 eq.) as a white powder (6.5 g, 87%). HPLC, RI: 2.49 min (purity 97.1%). LC/MS,

M/(ESI): 317.0, M-(ESD: 316.9. IntermediateB6 hydrochloride
N-(6-bromol1,2,41triazololl,5-alpyridin-2-yOnicotiigHgdiate A8

The title compound was prepared following procedure described for intermediate A1 step c),
but starting from ethyl {[(5-bromo-6-methylpyridin-2-yl)amino]carbonothioyl}carbamate
(41.8 g; 131.4 mmol; 1.0 eq.) as a white solid (23.90 g; 80%). HPLC, Rt: 1.55 min. (purity
99.9%). LC/MS, M"(ESI): 228.9.

Intermediate A9 : Ns-cvclohexvlll,2,4]triazolo[1,S-a]pvridine-Z,S-diamine

q )—NH,
O/NH

Intermediate A9
A suspension of 5-chloro[1,2,4]triazolo[1,5-a]pyridin-2-amine ((A4), 10.0 g; 59.32 mmol; 1.0

eq.) in cyclohexylamine (60 mL) was heated to reflux for 52 h. Reaction mixture was taken
up in MTBE and 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"(ESI): 231.9.

Intermediate A10 : Ns-cvcloheptvlll,2,4]triazolo[1,S-a]pvridine-Z,S-diamine

/>—NH

x-N~N

UNH

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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.HCI Intermediate B6 The title compound was prepared following procedure described for intermediate
Bl, 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: [C12H8N50Br -1.0 HC1 -1.0 H20]
Corrected: C 38.68%, H 2.98%, N 18.80%; Found: C 38.76%, H 3.11%, N 18.66%.

IntermediateB 74h¢- t8cctaeromd i Srétneth(A 8 B0 A%k AF016H BLatsdfienin- SoyinicdtiialnideMS.
Intermediate BA1Bsiti®meompound was prepared following procedure described for intermediate Bl, but
starting from 5-chloro-7-(trifluoromethyl)[1,2,4]triazolo[1,5-Mpyridin-2-amine ((A7), 2.72 g; 11.5 mmol; 1.0
eg.) and nlcotlnoyl chlorlde hydrochlorlde (2 46 g 13 8 mmol; 1 2 eq ) as a greenlsh solid (1.42 g; 36%).
HPLC, Rt: 2.16]Intier Gpdkiigye 1 ‘ VIlIN: 234 Pl X
4-(chloromethyl)-N-1-5- (cycIohexyIammo)ll 2 41tr|a lol Ir\? alpyr|d|n2 yIIbenzamlde Intermediate B8

)—NH,

NS N\
o8
Intermediate A1l
Cyclohexanol (1.68 mL; 15.84 mmol; 5.0 eq.) was added to a suspension of NaH (152 mg;

3.80 mmol; 1.2 eq.) in THF (6.0 mL) and maintained under inert atmosphere at 0°C. The
reaction mixture was brought back to rt and stirred for 1 h before the addition of 5-
chloro[1,2,4]triazolo[1,5-a]pyridin-2-amine ((A4), 534 mg; 3.17 mmol; 1.0 eq.). Reaction
mixture was then heated at reflux for 3 h after which time it was quenched by adition of
water. It was then extracted with EtOAc, washed with brine, dried over magnesium sulfate,
filtered and concentrated. Purification by flash chromatography on silica 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-pvyrazol-1-y1)[1,2.4]triazolo[1,5-a]pvyridin-2-amine

((\N( )—NH,
O

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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The title compound was prepared following procedure described for intermediate Bl, but starting from
N5-cyclohexyl[1,2,4]triazolo[1,5-a]pyridine-2,5-diamine ((A9), 800 mg; 3.46 mmol; 1.0 eq.) and
4-(chloromethyl)benzoyl chloride (981 mg; 5.2 mmol; 1.5 eq.) as a brownish foam (1.32 g, 99%). LC/MS,
M/(ESI): 384.0, M-(ESI): 382.0. Intermediate B9: N-(8-bromo1l-1,2,41triazololl,5-alpyridin-2-yl)benzamide
Br Intermediate B9 The tltle compound was preared foIIowmg procedure described for intermediate Bl,
but starting fromBgEb: - 4 : L AIMS), 4.40 g; 20.7 mmol; 1.0 eq.) and
benzoyl chloridgzp. 8)1Ebsrﬁtlwt?‘om@ihﬁ pﬁﬂ;aoaﬁa-wmwwmatgw}f}%)bJdﬁ’d;&: Rt: 2.45 min. (purity
90.1%). LC/MS, M+(ESI): 318.9, M(ESI): 316.9. Intermediate B10:
N-(5,7-dichlorol1,2,41triazololl,5-alpyridin-2 jcotinamigle Step a) Formation of ethyl
[1(4,6-diehloropyridin-2-yhaminolearbonoth GHNN H H The title compound was
prepared following procedure described for intermediate AHstep b), but starting from
2-amino-4,6-dichloropyridine (J&W Pharma, 2.50 g; 15.34 mmol; 1.00 eq.) as a white solid (4.27 g; 94%).
HPLC, Rt: 4.68 Thfit PROOYeY S rEsP B S HoatiBm Ripesdues clesFiad S0t interserdints AlrRIMN-2-amine
Cl The title copupeunchwaspregased-folewing posedoremastribedoniniermediatavddstess), but

starting from etRy} {[( chloropyridin-2-yea thi /9) te (4.27 g; 14.52 mmol; 1.00
eq.) as a white g)é é é‘%? E ?YW’JE’LPF}/IQE 5? géﬁ%&?@&ﬁ%@@ %anvls, M/(ESI): 202.8.
Step b) Formation of [1,2,4]triazolo[1,5-a]quinolin-2-amine

7 /N
N\N/>_NH2

Intermediate A13

The title compound was prepared following procedure described for intermediate A1 step c),
but starting from ethyl [(quinolin-2-ylamino)carbonothioyl]carbamate (1.68 g; 6.10 mmol; 1.0
eq.) as a white powder (667 mg, 59%). 'H NMR (DMSO-ds) § 8.26 (d, ] = 8.3 Hz, 1H), 7.81
(d, J=7.9 Hz, 1H), 7.74 (d, J = 9.4 Hz, 1H), 7.70 (m, 1H), 7.47 (m, 1H), 7.45 (d, J = 9.0 Hz,
1H). HPLC, Rt: 1.62 min. (purity 99.7%). LC/MS, M"(ESI): 185.4.

Intermediate A14 : 6-bromo-N>-cyclohexvl[1,2.4]triazolo[1.5-a]pyridine-2.5-diamine

Step a) Formation of 5-bromo-6-chloropyridin-2-amine
Br N

L

CI” N~ TNH,

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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Step c¢) Formation of N-(5,7-dichloro[1,2,41triazolol1,5-alpyridin-2-yOnicotinamide CI Intermediate B10
The title compound was prepared following procedure described for intermediate Bl, 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-1- SMIohewammo)ﬁ‘{?{ﬁ’i‘ﬂszololl 8falpyridtfie- ylinicol{iiatre-o-rkeramseidite1811) To a
reaction vessel,gnntaiojogrbinsomicleaxydilki 4]triazolo[1,5-a]pyridine-2,5-diamine (500 mg, 2.16 mmol,
1 eq.) and triethylamine (0.75 mL, 5 40 mmglr, 2.5 eq.) in acetonitrile (8 mL) was added 6-chloronicotinyl
chloride (952 mg, 5.40 mmol, 2.5 eq.) in aceto (2 ®L),@ropwise. The vessel was capped and stirred
at room temperature for 16 hours. The solvey, iy vacuo and the resulting solid dissolved in
methanolic ammonia (15 mL, 7 N) and stirred at roontitentperature for a further 24 hours. The solvent was
removed in vac the solid dissolved In I acetate rganic phase yvas, washed with
water (3% 20 L3 e T S PBHa B st b A RATRE XERAHHY

dichloromethaneuas@rfiner&dogivenhe ikotanyipdnridaayng Wwhite sokti3280etigl-81%). aNemnther

purification carrigdi0ubiteNedigie BABL.C, Rt: 4.65 min. (purity 100.0%).
N-(5-chloro-7-methyll1,2 41tr|azololl 5-alpyridin-2- yI)nlcotlnamlde Intermediate B12 The title compound

was prepared following procedure described for intermediate Bl, but starting from

5-chloro-7-mettsd 3 Blirieaida|dfB-alpyridincRraa)ine, 4 piid zova) 11554 pyvidol- X dnee) 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, 1\4- (EST)F28 /é“>ENgmp|e 1:
N-13-(3-fury1)11,2,41triazololl,5-a]pyridin-2-y152- Hytacetamude N H NN

Cl

The title compound was prepared following procedure described for intermediate A1 step c),
but starting from ethyl {[(5-bromo-6-chloropyridin-2-yl)amino]carbonothioyl}carbamate
(8.80 g; 26.0 mmol; 1.0 eq.) as a beige powder (4.56 g; 70%). HPLC, Rt: 1.96 min. (purity
91.5%). LC/MS, M"(ESI): 248.8.

Step d) Formation of 6-bromo- Ns-cyclohexyl[1,2,4]triazolo[1,5-a]pyridine-2,5-diamine

=N
N )—NH,
Br N

-

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-brom0-N5-cvclohexvll1,2,4]triazolo[1,5-a]pvridine-Z,S-diamine

Step a) Formation of ethyl {[(3-bromopyridin-2-yl)aminojcarbonothioyl}carbamate
L

N" N7 N
H H
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(1) The title compound was prepared following procedure described for intermediate B1, but starting from
5-(3-fury1)0,2,41triazolo[1,5-a]pyridin-2-amine ((A2), 41 mg; 0.20 mmol; 1.0 eq.) and phenylacetyl
chloride (38 n1; 0.41 mmol; 2.0 eq). Purification of the compound by flash chromatography on silica
(EtOAc/c-Hex, 50:50) gave the title compound as a white powder (21 mg, 29%). 11-1 NMR (DMSO-d6) (5
8.98 (brs, 1H), 8.61 (brs, 1H), 7.55 (m, 3H), 7.37 (m, 5H), 7.22 (m, 1H), 6.91 (s, 1H), 3.96 (brs, 2H), 1.99
(brs, 3H, water) Mpitle compaupd winrisormsy Sallswina roprdunEsiyed oy trrmediptesyls sep pd) A
solution of NicCOBRICsaeith HomaP Qnﬁimrbhohap@ﬂ&@wdtJl@gazbqayﬂﬂwmda@%q (k8 %92 fhienmol, 1.5

) in dry THF (11 tifred for 45 t liel, a sol .
o-(3fury)0.2 ARSI sl S AR 2} Tob D S0 i £ 58 723 B

tert-butoxide (98%%)1L@MSMZEEéqQOm9jry 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. Et20 was then added and the
precipitate obtained was filtered, washed with Et20, THF, a 5N solution of NaOH and water. It was
resuspended inS&p &¢ilive raatibesSsbrawen! (i nivaelal fiterbty e iide M iltle compound as a white
powder (52.4 mg, 31%). HPLC, Rt: 1.98 min. (puritgr95.1%). LC/MS, MHESD: 306.1, M(ESI): 304.1.
Example3N-15-(3-fury1)11,2,41triazolo11,5-alpyridin2-4711-4- (trifluoromethyl)benzamide (3) The title
compound was prepared following procedure describ d foritermediate B, but starting from
5-(3-fury1)[1,2,4]triazolo[1,5-a]pyridin-2-amine ((A2);, 669 mg; 0.30 mmol; 1.0 eq.) and
4-(trifluoromethyl)benzoyl chloride (125 mg, 0.6¢,RmlaR 8§59 as a white powder (31.2 mg, 28%).
HPLC, Rt: 4.02 mln‘épurlty 99.4%). LC/MS, M/ -(ESI): 373.1. Exam led:ethyl3-f
1-5-(3-fury1)11 D8 Fa%m%nﬁmﬁw‘zﬂ@ﬁ%@%%ﬁ%% gd f@i)mr‘ffénﬁ BtoMpstsRPvas
prepared following pfaﬁagufﬁ)ﬂesaf;beq(f@rbmtﬁémmme ﬁll)ahﬂﬁ@]wmgoimayl}carbamate (7.40 g;
5-(3-furyl1)[1,2,4]irigzolo d|n 2- amin m t

3-chloro-3- oxoér%é?on H(géirﬁé §.80mm Ult% a&s)ag gm(?ll?é Séyv% 8%& 81j¥5L1C16Rt 2.72
min. (purity 90.8%). (DTS MUESIG/BE5 M, (ﬂi'lS@EQ:II)2 813.89.

Intermediate A16 : 5-(2-furyl)[1,2.4]triazolo]1,5-a]pvyridin-2-amine

Step a) Formation of 6-(2-furyl)pyridin-2-amine

The title compound was prepared following procedure described for intermediate A1 step a),
but starting from 2-amino-6-chloropyridine (925.64 mg; 7.20 mmol; 1.0 eq.) and 2-
furanboronic acid (1.21 g; 10.8 mmol; 1.5 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-yl]amino}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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Example 5 : N-13-(3-fury1)11,2,41triazololl,5-a]pyridin-2-y11-2-methoxyacetamide (5) The title
compound was prepared following procedure described for intermediate Bl, but starting from
5-(3-furyl1)[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, M1(ESI): 273.4, M(ESI): 271.4. Example 6 :
6-chloro-N-13-(3-fury1)11,2,41triazololl,5-alpyridin-2-yllnicotinamide N H N- N -N / CI 0 (6) The title
compound was $3pRAESHIRIDN I BESHRERGYIE, dafeiihen (05 Wismapdiaigie but starting from
5-(3-furyl1)[1,2,4]triazolo[1,5-a]pyridin-2-amine ((A2), 660 mg; 0.30 mmol; 1.0 eq.) and 6-chloronicotinoyl
chloride (65 mg, 0.60 mmol; 2.0 eq.) as a white p 'tﬁll,]ng, 47%). HPLC, Rt: 3.00 min. (purity
98.6%). LC/MS, M/(ESI): 340.2, M-(ESI): 338.2. xxN~N 2
Example7:methyl4-113-(3-fury1)11,2,41triazololl,5-alpyridin-2-yllaminol-4- oxobutanoate (7) The title
compound was prepared following procedure de ibed for intermediate BI, but starting from
5-(3-furyl1)[1,2,4]triazolo[1,5-a]pyridin-2-amine ((AZ), 660 mg; 0.30 mmol; 1.0 eq.) and
3-carbomethoxypropionyl chloride (65 mg, 0.60 jaiYhediRt€EA 1S a white powder (83.5 mg, 88%). HPLC,
Rt: 2.40 min. (p%}rlity_95.4%). LC/MS, M-(ES)); %13._2. (8

e’title compound was prepared following prz)cedure described for intermediate A1l step c),

but starting from ethyl ({[6-(2-furyl)pyridin-2-yl]Jamino}carbonothioyl)carbamate (1.65 g;
5.66 mmol; 1.0 eq.) as a white powder (1.13 g; 99%). HPLC, Rt:1.75 min. (purity 98.4%).
LC/MS, M'(ESI): 201.1.

Intermediate A17: N>-isopropyl-7-(trifluoromethyl)[1.2.4]triazolo[1,5-a]pvridine-2.5-

diamine

F = /N

»~—NH
Xx-N-N

2

NH

\<

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§-cyclopropyl-7-(triﬂuoromethyl)[1,2,4]triazolo[l,S-a]pyridine-2,5-

diamine
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The title compound was prepared following procedure described for intermediate Bl, but starting from
5-(3-fury1)[1,2,4]triazolo[1,5-a]pyridin-2-amine ((A2), 660 mg; 0.30 mmol; 1.0 eq.) and phenoxyacetyl
chloride (65 mg, 0.60 mmol; 2.0 eq.) as a white powder (61.3 mg, 58%). HPLC, Rt: 3.59 min. (purity
96.1%). LC/MS, M/(ESI): 349.3, M-(ESI): 347.3. Example9 yllbenzamide
3-methoxy-N-1-5-(1H-pyrrol-2-y1)11,2,41triazololl,5-alpyridin-2- (9) The title compound was
prepared following procedure described for intermediate/B1, but starting from tert-butyl
2-(2-amino[1,2,4]triazolo[1,5-a]pyridin-5-y1)-1H-pyrrghe-1- carboxylate ((A6), 50 mg; 0.17 mmol; 1.0 eq.)
and m-anisoyl chloride (57 mg; 0.33 mmol; 2.0 eq.). bgr treatement with a DCM/TFA solution (2:1)
and purification by flash chromatography on silica (£tO c/cOH@Y,gradient from 50:60 to 80:20) gave the
title compound as a white solid (23.1 mg, 41%).HPLCT, R®N3.40 min. (purity 94.7%). LC/MS, MHESD:
334.3, M(ESI): 332.3. Examplel0 yll cyclopentarfecarboxamide

Intermediate A18

A suspension of 5-chloro-7-(trifluoromethyl)[1,2,4]triazolo[ 1,5-a]pyridin-2-amine ((A7), 3.60
g; 15.22 mmol; 1.0 eq.), cyclopropylamine (5.27 mL; 76.1 mmol; 5.0 eq.), and N-
ethyldiisopropylamine (26.22 mL; 152.2 mmol; 10. 0 eq.) was heated at 80°C in 1-butanol
(36.0 mL) for 23 h., then 15 h. at 100°C. The reaction mixture was then concentrated under
vacuum till dryness. Diethyl ether was added and the solid was filtered, washed with water
and dried. The product was then purified by chromatography on silicagel (from 5% to 95%
EtOAc in c-Hex), to give the title compound as a white solid (2.0 g; 51.1 %). HPLC, Rt: 2.54
min. (purity 100%). LC/MS, M"(ESI): 258.0, M"(ESI): 256.0.

Intermediate A19 : 5-chloro-7-methyl|1,2.4]triazolo|1.5-a]pvyridin-2-amine

Step a) Formation of 6-Chloro-4-methylpyridin-2-amine

X

—

Cl N~ 'NH

2

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 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-

yl)amino]carbonothioyl}carbamate
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N-1-5-(1H-pyrrol-2-y1)11,2,41triazololl,5-alpyridin-2- (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-y1)-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, NE(ESI): 296.4, M(ESI): 294.3. Example 11 :
N-13-(1H-pyrrol-2-y1)11,2,41triazololl,5-alpyridin-2-yllbenzamide (11) The title compound was prepared
following procedure and work up described for ples9, boit starting from tert-butyl
2-(2-amino[1,2,4]triazolo[1,5-a]pyridin-5-y1)- M- oxylate ((A6), 50 mg; 0.17 mmol; 1.0 eq.)
and benzoyl chloride (47 mg; 0.33 mmol; 2.0 eq.) as aiWhHe solid (22.7 mg, 45%). HPLC, Rt: 3.23 min.
(purity 91.6%). LC/MS, M/(ESE: 304.3, M-(ESI): 302.3.

The title compound was prepared following procedure described for intermediate A1 step b),
but starting from 2-amino-4,6-dichloropyridine (2.5 g; 15.3 mmol; 1.0 eq.) as an off-white
solid (5.0 g; 64%). HPLC, Rt: 4.36 min. (purity 98.3%). LC/MS, M'(ESI): 273.8, M"(ESI):
271.8.

Step ¢) Formation of 5-chloro-7-methyl[1,2,4]triazolo[1,5-a]pyridin-2-amine

AN =N
\Q(\N(N)_NHZ
Cl

Intermediate A19

The title compound was prepared following procedure described for intermediate A1 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

Intermediate B1 : N-(5-bromo|[1,2.4]triazolo[1.5-a]pvyridin-2-yl)benzamide

AN=N0H
)—N
0

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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(12) The title compound was prepared following procedure described for intermediate Al step a), but
starting from N-(5-bromo[1,2,4]triazolo[1,5-a]pyridin-2-yebenzamide ((B1), 75 mg; 0.24 mmol; 1.0 eq.)
and 4-(4,4,5,5-tetramethy1-1,3,2-dioxaborolan-2-y1)-pyrazole-1-carboxylic acid tert-butyl ester (139 mg;
0.47 mmol; 2.0 eq.), at 140C for 14h. Further treatement with a 1 N methanolic HC1 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&h%% o pheuRt A8 i (Butity 9@@%?1@%1\?%9%1 stisravri(ESpd d0dhs. (13)
The title com po;éa@hwaslm&@ar@mf@ﬂ@vym Nﬁﬁ%dyf&ﬁﬁtﬁﬁdb%sf%lﬁ%édnﬁiﬁ %1@%&@5&@@ fipum tert-butyl

2-(2-amino[1,2,4]triazo r|d|n 5- Ie ylate é% 360 m l; 1.0 eq.)
and nicotinoyl ¢ forige ?%i(ljlroc 3%“64? t rﬁ (Q%%/%ﬂn tf?rﬁ(g(f %% g Fo%acf)%%ge%l(ﬂ%erﬁg% 67%).
HPLC, Rt: 2.14awmo{prity aOﬂnﬁ%})ohz@df\/l(S N4 (BST)y308).3HPI4), Rheltitle momfouityd Wak prepared
following proceﬁu@&@e [d]ggﬂ fg)ﬁrit disite,Al;step a), but starting from
N-(5-bromo[1,2,4]triazolo[1,5-a]pyrid n- -ye enzamide ((B1), 75 mg; 0.24 mmol; 1.0 eq.) and
2-furanboronic acid (53 mg; 0.47 mmol; 2.0 eq.). Purification by flash chromatography on silica
(EtOAc/c-Hex, 4aphediveetBe fiNespmpes1Q asanoa6WaLE pevsen (dretirdifiseHPLC, Rt: 3.24 min.
(purity 97.9%). LC/MS, M/(ESI): 305.3, M(ESI): 303. 2 Example 15 :
N-16-(3-fluoropheny1)11,2,41triazololl,5-alpyridi g;HotlnanNde (15) The title compound was
prepared following procedure described for in ate ep 8), but starting from
N-(6-bromol[1,2,4]triazolo[1,5-a]pyridin-2-yenicoginamided(B6);7#5 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 ltssigedigig/B2r (42 mg, 53%). HPLC, Rt: 2.40 min.

(purity 99.7%). f£/M$ Naffoaha 334-3r %ﬁed&&ﬁvﬁé%;}bc%m@@cﬁgm for intermediate B1, but

N-(6-pheny111,2,41triazololl 5 -ajpyri -yOnicotinamide (16).
starting from 5-bromof 1 2 ,A]triazolo[1,5-a]pyridin-2-amine ((A3), 5.0 g; 23.5 mmol; 1.0 eq.)

and nicotinoyl chloride hydrochloride (8.36 g; 47.0 mmol; 2.0 eq.) as a grey powder (5.86 g,
78%). HPLC, Rt: 1.24 min. (purity 97.4%). LC/MS, M"(ESI): 319.0, M"(ESI): 318.3.

Intermediate B3 : N-(5-chloro[1.2.4]triazolo[1,5-a]pyridin-2-yl)benzamide

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
eqg.) 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]pvyridin-2-yDnicotinamide

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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The title compound was prepared following procedure described for intermediate Al step a), but starting
from N-(6-bromo[1,2,4]triazolo[1,5-a]pyridin-2-yenicotinamide ((B6), 75 mg; 0.24 mmol; 1.0 eq.) and
phenylboronic 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 (42 mg, 56%). HPLC, Rt: 2.26 min (purity
98.7%). Example 17 : N-16-(3-fury1)11,2,41triazololl,5-alpyridin-2-yllnicotinamide N H N-N (17) The title
compound wasPPetafe 1o g‘ffzr&teddr% ’d‘ékcﬁlb‘é‘éVfc?%‘w@rrﬁ&M% M ES)ap e YR rom
N-(6-bromo[1,24Mtrazolo[1,5- a]pyrldln -2-yenicotinamide ((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/EtOACc, 5: 95) gave the t|tIe compound as a belge powder (15 6 mg, 21%). HPLC, Rt: 1.82 min
(purity 92.2%). Li@¢ EBS 16-8 3 HiiifevDbengamidk was prepared following

procedure descrlbed for intermediate Al step a), hut s rtlng from
N-(6-bromo[1,2,4]triazolo[1,5-a]pyridin-2- yenlceﬂiLat\@ﬁLﬁ mg; 0.24 mmol; 1.0 eq.) and
3-thienylboronic acid (60 mg; 0.47 mmol; 2.6 UNflcash chromatography on silica
(MeOH/EtOAC, 5:95) gave the title compound as a beige p@wde 8.1 mg, 23%). HPLC, Rt: 2.13 min
(purity 94.3%). LC/MS, W(ESI): 322.3, 1M- (EST): 3a0:Aiatd B The title compound was prepared following
procedure described for intermediate B1, but sta%!ﬁégmﬂrT%l -(3-fury1)[1,2,4]triazolo[1,5-a]pyridin-2-amine
((A2), 50 mg; 0% mﬂqmomjo)é@fi)\a@fdnﬁqpafﬁécfyilemmawe@% dergberiol; ‘interavgdiaty e Ws purified
on SPE NH2 ccgktamﬁgaﬂ?dﬁhseb%m{@mnwﬁvd)wmﬂ%%mra@ﬁﬁmmmmaﬂ@g@@&mﬁa&Zi’/@ewLC Rt:
3.32 min (purity 89.0%). S NE(ESE:; 306. 4 xam le 2

N-1-5-(3-fury1) 1P 4H4%; 5 ﬁl%eé r.&.ﬁ.ﬁz?ﬁ&l ﬁ%%%&t%?d&de(z(é) #ni/title 'bkipdtind was
prepared follow2wp procepluriey fd Wwpikip Sleecisiot farrexafpiet 9,1 bat starting from
5-(3-furyl1)[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 Whlte powder (30.9 mg, 38%). HPLC, Rt: 3.28 min. (purity
96.6%). LC/MShNeripedinte pHI2.4ltriazolo[1,5- a]pvrldm 2-yDnicotinamide

N-15-(3- furyl)l:h,ﬁ{lggﬂg;m@ll 5- aIpyrldln -2- yIIcyclopentanecarboxamlde N HO(21)

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:
[C12HgNsOBr -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-(trifluoromethyl)[1.2.4]triazolo[1.5-a]pyridin-2-
yllnicotinamide
F F N
F 7 — H
*QN\N”* 2,
cl o

Intermediate B7
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The title compound was prepared following procedure and work up described for example 19, but starting
from 5-(3-furyl1)[1,2,4]triazolo[1,5-a]pyridin-2-amine ((A2), 50 mg; 0.25 mmol; 1.0 eq.) and
cyclopentanecarbonyl chloride (66 mg; 0.50 mmol; 2.0 eq.) as a white powder (64.1 mg, 86%). HPLC, Rt:
3.11 min. (purity 82.7%). LC/MS, M/(ESI): 297.4, 1\4- (EST): 295.3. Example 22 :
N-1-5-(3-fury1)11,2,41triazololl,5-alpyridin-2-y11-4-methoxybenzamide N H N-N (22) The title compound
was prepared fdilswiHg proeettevandirRiied frlesirbatrrsturalasebed puineamejstef1, but
(5-(3-fury1)[1,2Aiiﬁﬂzg)la[&}?@mmdmaﬁmﬂg@e(mm SumesR18a ,mm@a&ﬁ%ﬂ@@@@ﬂﬂ@%@@hk;“?e )
66 mg; 0.50 mmoa}; 2.0 eq.) as a white powder (58.2 mg, 69%). . HPL.C, Rt: 3.19 min. (purity. 97.0%). (23
The tite compoli WA oreArac BB Ltne SRR i Ao P S B At atarting
from 5-(3-fury1§ehtriakidl o[ 8.5 @]pyrilitiPLEAMRIe Z(K2nis0(pugihd 2B YHmol/US, & JEY BsBicotinoyl
chloride hydrochggg:@g)@g; 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-13-(3-fury1)11,2,41triazololl,5-alpyridin-2-yllquinoxaline-6-carboxamide (24) The title compound was
prepared followingeARaesterBeNd-Wak b AaFHIRGS.- foy Patralant e PLd HRAINGIIAB-a| pyridin-
5-(3-fury1)[1,2,4]triazolo[1,5-a]pyridin-2-amine ((A2), 50 mg; 0.25 mmol; 1.0 eq.) and
6-quinoxa|inec§‘l§’éﬁ?§#@ e (96 mg; 0.50 mmol; 2.0 eq.) as a white powder (47.5 mg, 53%). HPLC, Rt:
2.73 min (purity 62.3%). LC/MS, M/(ESI): 357©9N(E$1T): 355.3.

NS

)—N
N~N H —
NH o) cl

Intermediate B8

The title compound was prepared following procedure described for intermediate B1, but
starting from Ns-cyclohexyl[l,2,4]triazolo[1,5-a]pyridine-2,5-diamine ((A9), 800 mg; 3.46
mmol; 1.0 eq.) and 4-(chloromethyl)benzoyl chloride (981 mg; 5.2 mmol; 1.5 eq.) as a
brownish foam (1.32 g, 99%). LC/MS, M"(ESI): 384.0, M (ESI): 382.0.

Intermediate B9: N-(8-bromo[1,2.4]triazolo[1,5-a]pyridin-2-yl)benzamide
Br

N=NC H
20 0%
(e

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]pyridin-2-yvDnicotinamide

Step a) Formation of ethyl {[(4,6-dichloropyridin-2-yl)amino]carbonothioyl}carbamate
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(25) The title compound was prepared following procedure described for intermediate Al step a), but
starting from N-(6-bromo[1,2,4]triazolo[1,5-a]pyridin-2-yenicotinamide ((B6), 75 mg; 0.24 mmol; 1.0 eq.)
and 3-methoxybenzeneboronic acid (71 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 beige powder (43 mg,
53%). HPLC, Rt: 2.41 min. (purity 99.2%). LC/MS, M/(ESI): 346.4, M-(ESI): 344.4. NH, (26) The title
compound was prepared following procedure destribed for intermediate Al step a) but starting from
N-(6-bromo[1,2,4]triazolo[1,5-a]pyridin-2-yenic ide ((B6), 75 mg; 0.24 mmol; 1.0 eq.) and
3-aminobenzeneboronic acid (64 mg; 0.47 mmel; 2- gﬁeegion by flash chromatography on silica
(MeOH/DCM, gradient from 0:100 to 10:90) gave'%he le eompound as a dark red solid (31 mg, 40%).
HPLC, Rt: 1.07 min. (purity 96.3%). LC/MS MéqESI : 331.4, M-(ESI): 329.4. Example 27 :
N-16-(3-cyanopTTE’n1 SETAY éi%lB’fﬁ%%ﬁ%gff?ﬂ W-@%ﬂ%%’f?ﬁ%?fﬁf&&z’egz IS bR P as
prepared followingsprocedure descmnbedofdidintenmediaie(AL Bidham it Haxtirig3frammol; 1.00 eq.)
-(Cbrormolt 2 ARl AP I SRR Te (PO R TgR 24 mmol L0 eg ) and

-cyanophenylboronic aci 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 brown powder (6 mg, 7%).
HPLC, Rt: 2.09$pip KPEbEH Son %)) 5 7 dMtor W (DA 24d161 1 5 Xap)RIgi.B-amine
N-I5-(3-fury1)11,2,41triazo|o||,5-a]pyridin-2-y|Iis8f<azole-5':jcarboxamide NHO-NNO

7

- NiN/>—NH2

Cl

The title compound was prepared following procedure described for intermediate A1 step c),
but starting from ethyl {[(4,6-dichloropyridin-2-yl)amino]carbonothioyl}carbamate (4.27 g;
14.52 mmol; 1.00 eq.) as a white solid (2.61 g; 88%). HPLC, Rt: 1.78 min (purity 97.9%).
LC/MS, M'(ESI): 202.8.

Step c) Formation of N-(5,7-dichloro[1,2,4[triazolo[1,5-alpyridin-2-yl)nicotinamide

Cl N
= Nz H
o N- 7N o
N \ 7/
cl @) N

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-(cyclohexylamino)[1.2.4]triazolo|1.5-a]pvridin-2-

vl|nicotinamide
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(28) The title compound was prepared following procedure described for example 19, but starting from
5-(3-fury1)0,2,41triazolo[1,5-Mpyridin-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, W(ESI): 296.4, M-(ESI): 294.3.
Example29N-13-(3-fury1)11,2,41triazololl,5-a]pyridin-2-yll-2,3-dihydro-1,4- benzodioxine-6-carboxamide
(29) The title compound was prepared foIIowinélfﬁ-’dE&Mwork up described for example 19, but
starting from 5-(3-fury1)[1,2,4]triazolo[1,5-a]pyridin-2-amine ((A2), 50 mg; 0.25 mmol; 1.0 eq.) and
2,3-dihydro-1,47enz cdioxinevessaronylchio ide-(ydlohexy0-B 72k dlobl €ga)msidiveHite-piewaer (34 mg,
37 %). HPLC, I%gﬂgﬁlé,@l%(&lﬂ{gy %qﬂ(@dln%ﬁ@a%@;(@% %9?:945%'3?’9({) in acetonitrile (8
N-1-5-(cyclopropylamino)11,2,41triazololl,5-alpyridin-2-ylinicotinamide _ o {30)
N-(5-bromol[1,2maltix2s|afdeg-Siphieepnicatiadicotnidnide 1 (Be2), SH mynd. 15 haholin ageigifite (2
cyclopropylaming (1 drdphites Neatessat SCayssmiaht. shhedeaction mixpeanyagdilvgesbuithtiig0 and
extracted with EtQAc. Combined organic phases were washed with prine, dried over magnesium sulfate,
fiteredt and cort AR T CoMBOHE U GITROR By PO AR LRI IRS de a whit
powder (16.60 mb; 3HNYahdH$Rir&l Rtodnd Temparafpuirifyr a88%Yr RCHNSs. Nk ES )2 96 reli (&1 )#293.4.
) e ltle COMPOURS WESRPRRLERIBIRYING RIOERAF A YRR ESEIREACL BHAMRI S0, but
[triazolo pyridi ), 50 |

starting from N-(5-bromo[1,2,4[triazolo[1,5-a n-2-yenicotinamide ((B2), 50 mg; 0.16 mmol; 1.0 eq.)
and pyrrolidine YREIL) as2 whitedsisid(Mefdy) 206 crpertratee. s siftipguelidovasdgfuaAvSIINE (ESI):
309.4, M(ESI): 3RF1dromxamplemPriltered to give the title compound as a white solid (250 mg, 31%). No
N-1-5-(3-fury1)11, ,41tri%,l7_cc§l[[olI,5-alp3gidin-2-y11-3,5-dimethoxybenzamide

urther pur 1on carriéd out.

Intermediate B12 : N-(5-chloro-7-methyl[1.2.4]triazolo[1.,5-a]pyridin-2-yDnicotinamide

T,
N -
Y

Cl

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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(32) The title compound was prepared following procedure described for intermediate Bl, but starting from
5-(3-furyl1)[1,2,4]triazolo[1,5-a]pyridin-2-amine ((A2), 50 mg; 0.25 mmol; 1.0 eq.) and
3,5-dimethoxybenzoyl chloride (60 mg; 0.30 mmol; 1.2 eq.) as a white powder (42.9 mg; 47%). HPLC, Rt:
3.51 min. (purity 95.3%). LC/MS, M+(ESI): 365.3, MIESD: 363.3. (33) The title compound was
prepared following procedure descrlbed for mtermedlate Bl, but starting from

5- (3 furyl)[l 2, A% H ) L q 12070 1Py By :\‘ '.L aalLive:
chloride (87 mg; 0.37 mmol 1 5 eq ) asa Whlt/

i biphenylcarbonyl

Example341 (4 chlorophenyl) N 13 -(3- furyl)l Ahtri ,5-alpyridin-2- ylicyclopentanecarboxamide
(34) The title compound was prepared followi ibed for intermediate B, but starting
from 5-(3-fury1)[1,2,4]triazolo[1,5-a]pyridin-2- ; 0.25 mmol; 1.0 eq.) and
1-(4-chloropheny1)-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¢0). LC/MS M/(ESD: 407.4, M-(ESI): 405.4.

Example 35 : N- 3 fury1)11,2 41triazolol ridin-2-y11-2,3-dih 1 benzofu an5 oxamide
(35 The title comBaLIc SR HIBLAAS PR g B BoR e A T Lt R e R Bk bu
starting from 5-§8uftimy H)fin2 54(8riguzyld [ 12 5Hadoyold(n; 2-dnymdif({A2))ibO ()04 5mambR01ded; )1dhd

2,3-dihydro-1- b?&_j%‘dr%ﬂé ﬁ%@?ﬁ”&ﬂl‘&ﬁ&r@ ;A 819 . BHQ )1P'?11‘?ﬂc%@(§130¥"@!§%&%9u%5b§ mg,
29%). HPLC, Rt:3.14 min. {purity 78.8%). LC/MS, MI(ESI): 347. ESI): 345.3. Example 36

N-1-5-(3- furyl)ﬂfsé ,gmﬁlgg‘gﬂgﬂﬂguﬂmﬁd;ﬁaz@ﬁAglﬁﬁlgmﬁg 50) gave the tltle compound as a white
powder (21 mg, 29%). 'H NMR (DMSO-dy) 6 8.98 (brs, 1H), 8.61 (brs, 1H), 7.55 (m, 3H),

7.37 (m, SH), 7.22 (m, 1H), 6.91 (s, 1H), 3.96 (brs, 2H), 1.99 (brs, 3H, water). HPLC, Rt:
3.27 min. (purity 94.5%). LC/MS, M"(ESI): 319.3, M (ESI): 317.3.

Example 2 : N-[5-(3-furvD)][1.2.4]triazolo]1.5-a]pvridin-2-vl]nicotinamide

~ /N>—H N

™ N\N/ -
20

<9

0

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-[S5-(3-furyD)[1.2.4]triazolo[1.5-a]lpyridin-2-yl]|-4-

(trifluoromethyl)benzamide
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N H (36) The title compound was prepared following procedure and work up described for example 19,
but starting from 5-(3-fury1)[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, M1(ESI): 295.4, M(ESI): 293.4. Example 37 :
1-acetyl-N-13-(3-fury1)11,2,41triazololl,5-a]pyridin-2-yllpiperidine-4- carboxamide  (37) The title
compound was prepared following procedu ok up described for example 19, but starting from
5-(3-fury1)[1,2,4]triazolo[1,5-a]pyridin-2-am ,ﬁﬂ@&@ol; 1.0 eq.) and
1-acetylpiperidine-4-carbonyl chloride (57 mgj 0.3 mmpl; 1N2 €q.) &s a white powder (41.3 mg, 46%).
HPLC, Rt: 2.15 min. (purity 93.3%). LC/IMSAIKESI): 354.4, M-(ESI): 352.4.
Example38:2,2-difluoro-N-1-5-(3-fury1)11,2@ttriazololl,5-alpyridin-2-y11-1,3-
benzodioxole-4-carboxamide (38) The title compound was prepared following procedure and work up
described for example 19, but starting from 5-(3-furyl)ﬁ?z,4]triazo|o[1,5-a]pyridin-2-amine ((A2), 50 mg;
0.25 mmol; 1.0 B )tARAgnpelifldokaslpiepana adinxale-4reatboryl ehbliideréAipbant@ing; 13 sumol; 1.2
o) 2 2 White OISR 2 W94 57P SRRGa Y & CHINSTS S MR 763
eq.) and 4-(trifluoromethyl)benzoyl chloride (125 mg, 0.60 mmol; 2.0 eq.) as a white powder

(31.2 mg, 28%). HPLC, Rt: 4.02 min. (purity 99.4%). LC/MS, M'(ESI): 373.2, M (ESI):

373.1.
Example 4 : ethyl 3-4[5-(3-furyD[1,2.4]triazolo[1,5-a]pyridin-2-vl]amino}-3-
oxopropanoate
N=N0 H
\ N\N/>_ N
o
(0]
@

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-fury])[1,2.4]triazolo][1,5-a]pvyridin-2-yl]-2-methoxvacetamide
N=NCH
\ N\N/>_ N

o Oo—

Zé
ot
)
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
eqg.) 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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Example 39 : N-1-5-(3-thieny1)11,2,41triazololl,5-alpyridin-2-ylinicotinamide N H NN (39) The title
compound was prepared following procedure described for example 2, but starting from
5-(3-thieny1)[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, M1(ESI): 322.0, M(ESI): 320.0. The title compound was prepared following procedure
described for example 2, but starting from [1,2,4]triazolo[1,5-a]quinolin-2-amine ((A13), 67 mg; 0.37
mmol; 1.5 eq.) grdmisietnaytelvesiser fysrreiom del(B:aums (9,94 Ipvhiain 122 Bidofinkititdtion by flash
chromatography on silica (DCM/MeOH, gradient from 98:2 to 95:5) gave the title compound as an orange
oil (27 mg, 38%). HPLC, Rt: 1.83 min. (purity”97: ﬂ%ilkp/MS YHESD: 290.0, M(ESI): 288.0. (41) The
title compound was prepared following proc B »;e.@za@mple 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 powde{ (28 mg, 44%). HPLC, Rt: 3.06 min (purity 99.5%). LC/MS,
M(ESI): 322.1, M(ESI): 320.1. Example 42 : R-1-5-(3-fury1)11,2,41triazololl,5-alpyridin-2-yllnicotinamide
1-oxide (42) The title compound was prepared followifg procedure described for example 2, but starting
from 5-(3-fury1)0,2,4]triazolo[1,5-a]pyridin-2-amine ((AZ), 100 mg; 0.50 mmol; 1.0 eq.) and nicotinic acid
N-oxide (83 mgT@eﬁiﬁmwmnozrequQaS)aeﬁghﬂ)fellowisg)Iid((@ﬁlﬂmdgsczﬂ%b fetAnErmedia@8Bhirbfpurity

98.8%). LC/MS IMr(ER TN 3R Mhridglot 5-a ridin2-amine ((A2). 660 mg: 0.30 mmol; 1.0
Example43N-{5I(3-methox propyl mlno 1 2 41triazololl,5-alpyridin-2- yllbenzamide (43)7 The title
compound was$Ireptéd ipyceteid édﬂ&éb% e 20 Bt ERARiRgAS4 /-7 me,

N-(5-chloro[1,2 #itsipzmold,, Rtalmoigin:2pyiibeszamide (B3 MVEERMY; R 0.8 mEd)l 3&g.) and
3-methoxypropylamine (195 pl; 1.91 mmol; 10.0 eq.) in THF (3.0 mL), 90C, 12 h, as white needles (35
mg; 56%). HPLC, Rt: 1.95 min. (purity 99.3%). LC/MS, M+(ESI): 326.2.

Example 7 : methyl  4-{[5-(3-furyD)[1,2.4]triazolo[1.5-a]pyridin-2-yl]Jamino}-4-
oxobutanoate
N N\N/>_N>/'_\_/<
(0]
@

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]pvridin-2-yl]acetamide

®
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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(44) 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-y1)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-Btetrahydrofuran-2-ylmethyBamino111,2,41triazololl,5-alpyridin-2- ylffienzamide (45) The title
compound wasS9repaterl $8ABYeIY protutlséoaaseriBéd fam@ka%%r@-é@%wéwtwﬁanﬁm mg,

N-(5-chloro[1,2 sR¢sipzatold,, Rtapsyigin:2pyelemzemide(@S)NVE Y, 4.8, mpes it f4eg.) 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)l g ; Nplf

prepared followjpg RroGagiire described for exale 2, but startinfro
5-(3-fury1)[1,2,%;Ll_[T5nazo 0[I,5-a]pyridin-2-amine ((A2), 100 mg; 0.50 mmol; 1.0 eq.) and isophthalamic acid

(49 mg, 0.3 mmol, 1.2 eq.) as a beige powde , 28%). HE2T, Rt: 2.64 min (purity 90.7%). LC/MS,
M/(ESI): 362.1, M-(ESI): 360.1. Example 47 :\. N\N/ m
N-13-(cyclohexylamino)11,2,41triazololl,5-alpyridin-2-yligen de (47) The title compound was
prepared following procedure described for le 30 but starting from from
N-(5-chloro[1,2,4]triazolo[1,5-a]pyridin-2-yeberzamide ((B3), 50 mg; 0.18 mmol; 1.0 eq.) and
cyclohexylamine (1.0 mL) as an off-white powder (50 mgt, 81%). HPLC, Rt: 3.33 min. (purity 94.3%).

LC/MS, M+(ESI): 336.2, M(ESI): 334.1. Example48 (nﬁ hylsulfonyl)benzamide
N-13-(3-furyl) 1Ti2, 4iltriexojelybd alpyridipa2ed 1fbiBwing procedure described for intermediate B1, but

starting  from  tert-butyl  2-(2-amino[1,2,4]triazolo[1,5-a]pyridin-5-yl)-1H-pyrrole-1-

dimgbund was

carboxylate ((A6), 50 mg; 0.17 mmol; 1.0 eq.) and m-anisoyl chloride (57 mg; 0.33 mmol; 2.0
eq.). Further treatement with a DCM/TFA solution (2:1) and purification by flash
chromatography on silica (EtOAc/c-Hex, gradient from 50:60 to 80:20) gave the title
compound as a white solid (23.1 mg, 41%). HPLC, Rt: 3.40 min. (purity 94.7%). LC/MS,
M'(ESI): 334.3, M'(ESI): 332.3.

Example 10 : N-[5-(1H-pvrrol-2-yD[1,2.4]triazolo[1,5-a]pyridin-2-

vllcvclopentanecarboxamide

=N

H

)—N
et

0]

HN™ Y

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-pvyrrol-2-vD[1.2.4]triazolo][1.5-a]pyridin-2-yl]benzamide
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(48) The title compound was prepared following procedure described for example 2, but starting from
5-(3-furyl1)[1,2,4]triazolo[1,5-Mpyridin-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.
Example493-(aminomethyl)-N-15-(3-fury1)11,2,41triazolol1,5-alpyridin-2- yllbenzamide Step a) Formation
of tert-butyl 13-0/5-(3-futy1)111,2,41triazolo[1, NdinH2- yllaminokarbonyObenzyllearbainate

0 The title compound was prepared following mdiffe and work up described for example 2, but starting
from 5-(3-fury1)[1,2,4]triazolo[1,5-a]pyridin-2-amjne ((A2)}’50 g/ 0.25 mmol; 1.0 eq.) and
boc-(3-aminomethyl)-benzoic acid (75 mg; 0 ol; 1.2 eq.) as a white solid 20.0 mg, 18%). HPLC, Rt:
3.86 min. (purity 75.6%). LC/MS, M+(ESI): 434 5'M(ESI): 432.2. Step b) Preparation of
3-(aminomethyl)-N-15-(3-fury1)11,2,41triazololl,5-alpyridin-2- yllbenzamide (49) Tert-butyl[4-(1[5-(3-furyl)
[1,2,4]triazolo[1,5-a]pyridin-2- yl] amino carbonyfibenzﬂ]ll:arbamate (20 mg, 0.05 mmol, 1.0 eq.) was
suspended in DO Aofbpoiinthwtas anghaedciidiowigtprecedmsestirdedodt npfdestribed Her reaotia Mixture

e S A s B e

compound as a white solid (11 mg, 54%). HPLC, Rt purity 96. .
Example 50 : Nepspxylath vyt ariyHipropyneinifoad apdibepeed e Sidepiridiie 20 33 yoerkahiide
eq.) as a white solid (22.7 mg, 45%). HPLC, Rt: 3.23 min. (purity 91.6%). LC/MS, M"(ESI):

304.3, M"(ESI): 302.3.

Example 12 : N-[5-(1H-pvrazol-4-vD[1.2.4]triazolo][1.5-a]pyridin-2-yl]benzamide

=N_ H

N/>_N
LaW,
o)

N

=

Iz

12)

The title compound 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-y1)[1.2.4]triazolo[1,5-a]pyridin-2-yl|nicotinamide

NN H
>N =N
S N=
W
0
HNTS

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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(50) 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-y1)benzamide ((B3), 52 mg; 0.19 mmol; 1.0 eq.) and
2-amino-1-butanol (0.2 mL) as a white powder (13 mg, 22%). HPLC, Rt: 2.25 min (purity 90.7%). LC/MS,
MHESE: 326.2. OH (51) The title compound was prepared following procedure described for
intermediate Al, step a), but starting from N-(6-bromo[1,2,4]triazolo[1,5-Mpyridin-2-yebenzamide ((B5), 75
mg; 0.24 mmol 380k} -dRdsiplydroggpHedysettim alelar{%hmg?@wr@ﬁrééﬁ 08 &dt. PAkication by
flash chromatogeaphy OprsHicpdRIRACZGHEY, gragiambonre2:39 teid 4giigave.uhs title/smnpound as a
brown solid (9.5 ,_% %). HPLC, Rt: 2.59 min. (purity 91.6%). LC/MS, M(ESI): 331.1, M(ESI): 329.1.
Example52tert-bél§&'lﬁ% -(3-fury1)11,2,41triazoloW5-alpyridin-2- yllaminolcarbonyl)benzylicarbamate N
HO N-NO 0 (52) The title compound was prepared following procedure and work up described for

Sxampe 2. vt B Ten o R ARl eAlRZ ARG AR, 75 MO 057 ol 1.9
eg.) and boc-(4-aminometnyl)-benzoic aci mg; 0.45 mmofr, €(.) as a white foam (35.4 mg, 22%).

HPLC, Rt: 3.69 min. (purity 88.9%). LC/MS, N434.1, M-(ESI): 432.1.
V
x-N-N
(0]
o
(14)

The title compound 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 2-furanboronic acid (53 mg; 0.47 mmol; 2.0 eq.).

Purification by flash chromatography on silica (EtOAc/c-Hex, 45:55) gave the title compound
as an off-white powder (19 mg, 26%). HPLC, Rt: 3.24 min. (purity 97.9%). LC/MS, M"(ESI):
305.3, M'(ESI): 303.2.

Example 15 : N-[6-(3-fluorophenyl)[1,2.4]triazolo[1,5-a]pyridin-2-vl]nicotinamide

= /N H
)>—N =N
U N<
W
o)

as)
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): 334.3, M"
(ESI): 332.3.

Example 16 : N-(6-phenyl|1.2.4]triazolo[1.5-a]pyridin-2-yl)nicotinamide
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Example 53 : N-1-5-(3-fury1)11,2,41triazololl,5-alpyridin-2-y11-4-isobutylbenzamide (53) The title
compound was prepared following procedure and work up described for example 2, but starting from
5-(3-furyl1)[1,2,4]triazolo[1,5-a]pyridin-2-amine ((A2), 75 mg; 0.37 mmol; 1.0 eq.) and 4-isobutylbenzoic
acid (80 mg; 0.45 mmol; 1.2 eq.) as a yellow foam (25.5 mg, 19%). HPLC, Rt: 4.39 min. (purity 93.6%).
LC/MS, M/(ESI): 361.1, M-(ESI): 359.1. Example54:tert-butyl14-(0-(3-fury1)11,2,41triazololl,5-alpyridin-2-
yllaminolcarbonyflphenoxylacetate (54) The title€ompQund was prepared following procedure and work
up described for example 2, but starting fro- 1,@, triazolo[1,5-a]pyridin-2-amine ((A2), 75 mg;
)

0.37 mmol; 1.0 eq.) and 4-(2-t-butoxy-2-ox oxy)benzoicgicid 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, 1\4- (EST): 433.1.
Example 55 : 4-butyl-N-13-(3-fury1)11,2,41triazololl,S@ééyridin-z-yllbenzamide (55) The title compound
was prepared following procedure and work up descri for example 2, but starting from
5-(3-fury1)[1,2, 4]tk aiziel opinpeaiidywiah pr2paradriel ((AR)g pioeady® BAanbadifol id teop) edirdedAduttdip@nzoic acid
(80 mg; 0.45 mpmol; 1.2 eq yel 5% PL.Co Rt Nl iy 826%). LC/MS,
MIEST: 361.1’1?}'\%}'?_ (Sé%slﬁl)r% 5f)fé§§ RYBR0L18A™ 420080 o9 T B SR TR YY) 8 518,
Example56:N-1624mmpakokd)-Stohakspreerpnia ac 41 tragdIaly soa1py Adlne). Pisdisatenidr Padrochloride

chromatography on silica (MeOH/EtOAc, 5:95) gave the title compound as a beige powder
(42 mg, 56%). HPLC, Rt: 2.26 min. (purity 98.7%).

Example 17 : N-[6-(3-furyD[1.2.4]triazolo[1.5-a]pyridin-2-yl]nicotinamide

Z /N>_H \

Ny -

SN o%@
a7

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 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-thieny])[1,2.4]triazolo[1,5-a]pyridin-2-vl]nicotinamide
=N H
)>—N =N
~ N N\N
s o%@

(18)

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-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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HCI (56) To N-(6-bromol[1,2,4]triazolo[1,5-a]pyridin-2-yl)benzamide ((B5), 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-tetramethy1-1,3,2-dioxaborolan-2- yflphenol (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 120C 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 HC1 was
added to the filtgatanfiee slesirprlBragynt Mms) aissdritated ipyaasition ol Ribhexibaiathaae dried under
reduced pressure as a beige solid (373 mg, 74%). NMR (DMSO d6) (5 11.27 (s, 1H), 9.24 (s, 1H),
8.03-8.01 (m, 3H), 7.76 (d, J =9 Hz, 1H), 7. . B7(d,J=1.8Hz, 1H), 7.22 (dd, J = 1.8,
8.2 Hz, 1H), 6.89 (d, J = 8.2 Hz, 1H), 4.7-3.9%hsN7k), 3H). 111 NMPr(DMSO0 d6) S. HPLC, Rt:
2.59 min. (purity 96.4%). LC/MS, M/(ESI): 361/03, M-(ESI): .05. CHIN analysis: [C20Hi6N403 -1.0
HC1 -2.0 H20] Corrected: C 55.50%, H 4.89%, N 12.94%; Found: C 55.83%, H 4.84%, N 13.14%.
Example 57 : N-{512-methoxyethyllaminoll1,®2Z1triazololl,5-alpyridin-2-ylibenzamide (57) The title
compound was prepared following procedure describe g?te r example 30 but starting from
N-(5-chloro[1,2,4]triazolo[1,5-a]pyridin-2- yl)benzamldé 133), 50 mg; 0.18 mmol; 1.0 eq.) and
2-methoxyethyl&heinigl{ lc@mb)rdsveas oftpetite fobli i(E2pmgs@1ox)csdfhad, IRt irtO8nedintpB i ®0.1%).

LC/MS, M/(ESILté}&gglﬁ‘Ml(E%) U%}l@[lﬂﬂ 4]triazolo[1,5-a]pyridin-2-amine ( A2) 50 mg; 0.25 mm
Example58:N- {5I(2 3- dlhydroxy ropyl)amin6111, ,41tr|azololl 5- alpé 2- yllbénzamide (’552 The title
compound was§9repag éH ﬁf@@é&ér%e%éﬂaeal%r?e%mm @é%YYti%ﬂ%{Fﬂﬁ@dfMPE N

N-(5-chloro[1,2 4jiiiaz cle] kik-alRy¢tdipainObanzanmicedy 2 33)itd @ sndeO (28 a0 13 240 . agpLanakt:
3-amino-1,2- pr% edlo 1.0 %()lré(%z ?(\%mge Wg@@r g%gnétg 7%). HPLC, Rt: 1.65 min. (purity 99.5%).
: Yyn . 306.4

LC/MS, M+(ES
N-16-(2,3-dihydro-1- benzofuran 5 y1)11 2, 41tr|azoIoII 5- alpyrldln -2- yIIbenzamlde (59) The title
! b )

(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-furyD[1.2.4]triazolo][1.5-a]pyridin-2-vyllcyclopentanecarboxamide

S Ws
(0]
72

bt

(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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eq.) and 2,3-dihydro-1-benzofuran-5-ylboronic acid (155 mg; 0.95 mmol; 2.0 eq.). Purification by flash
chromatography on silica (EtOAc/c-Hex, gradient from 40:60 to 100:0) gave the title compound as a white
solid (117.2 mg, 69%). HPLC, Rt: 3.18 min (purity 84.6%). LC/MS, MHESE: 357.1, M-(ESE: 355.1.
Example 60 : N-1-5-(benzylamino)11,2,41triazololl,5-alpyridin-2-ylinicotinamide (60) The title compound
was prepared following procedure described for example 30 but startln% from .
N-(5-bromo[1, 2 Ak Eﬁgfﬂ bapyrieiRroLpesitdtRshtitler (s 290108 gl ook hbiea)red. yAde
benzylamine (13wl a5t anneilyssolid (L R 9%) 1 Hith Gpirtiy 2836 mjni(Pvity, 85@%): LC/MSVMHESE:
345.1, M-(ESE: %élilﬁ %Eéample 61: N-13-(cycloheptylamino)11,2,41triazololl,5-alpyridin-2- yIInlcotlnamlde
dihydrochloride ) titte compound was prepared following procedure described for example 30 but
starting from N-(5- chloro[l 2 4]triazolo[1,5-a]pyridin-2- yEnlcotlnamlde ((B4) 296 mg; 1.08 mmol; 1.0 eq.)
%leg EaiiC1 was added.
ced pressure at 40C to give
N6). HPLC, Rt: 2.98 min. (purity 99.7%). LC/MS,
19H22N60-2Y0 HC1 -1.5 H20] Corrected: C 50.67%, H
N 18. &3 %. \0iMH (62) The title compound was prepared

the title compound as a white powder (178
MHESE: 351.4, MIESE: 349.4. CHN analys
6.04%, N 18.66%; Found: C 50.69%, H 5.97%,
following procedure described for example
N-(5-bromo[1,2,4]triazolo[1,5-a]pyridin-2-yD@icotinamide ((B2), 100 mg; 0.31 mmol; 1.0 eq.) and
cyclohexylamine (1.0 mL) as a white powder (37 mg, 42%) HPLC, Rt: 2.60 min (purity 99.6%). LC/MS,
MHESE: 337.1, M(ESI): 335.2. Example 63 : (22

N-(5-{k5- methyEBefutw)mﬁwm@}ﬁrl@A&tfmmg%&Mﬂﬁhrmi?& Wbﬂtcﬁaillaammﬁd (G3yxahglitle

compound was prepare follo g proge ribed. f 30 but st

N-(5-bromo][1, 2 tnazoﬁgf "Ba pyrld{ rgg i ﬁ[ct?ﬂ ST loﬂBgZ??WgﬁF 9 ﬁml%ﬁ] f(q}mé )%%?:I
5-methylfurfurylaméel(@.ambddp- aznsoﬁl-wlhime@(ﬁﬁ (mg,rﬁg'OEIﬂ%)l HPL@@) 238 wihitte Rtw(purifp.28.6%).
LC/MS, M-(ESE;, 3480%y HPLC, Rt: 3.19 min. (purity 97.0%).

Example 23 : N-[5-(3-furyD[1.2.4]triazolo[1,5-a]pyridin-2-yl]isonicotinamide

=N H
>N =
N\ /
(@]
%
O/

(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-furyD[1.2.4]triazolo][1.5-a]pvyridin-2-vl]quinoxaline-6-carboxamide
= /N H N
e N
N —N
(0]

(24)
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Example 64 : N-{5-1(tetrahydrofuran-2-ylmethyl)amino111,2,41triazololl,5-alpyridin-2- ylinicotinamide
(64) The title compound was prepared following procedure described for example 30 but starting from
N-(5-bromol[1,2,4]triazolo[1,5-a]pyridin-2-yDnicotinamide ((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, MHESE: 339.1, M-(ESE: 337.1. (6?53 The title compound was prepared following procedure
described for eXafmpite SeBRRWA N AY FFefr od- (BLiosi b Prossditffazedof OB b ferginbody b en2Bplele ((B5),
15|0dr?9; 0.47 m,oh'mﬂt-Qt@l(ﬂi-ﬂgafﬂ%lﬂ'W@'@Mﬁﬁ,&)ﬂpﬂﬁ)@@i@[/ﬁ@@]@%ﬁim%aﬁl% r(qmzzl,; 2 @g;) @ssa white
solid (15 mg, 9%). HPLC, Rt: 2.60 min. (purity 97.2%). | C ESI): 331.1, M-(ESD: 329.1.
Exammese;N-1%5211%8@-@@fﬁ%%ﬂ%&ﬁ%%%ﬁﬁ%@fﬁ,ah‘?%%a¥ofgﬁ,v'31%|§}r9dm@y McSkn&ii e
hydrochloride pel@de(66).5Ting, tifoRPloUNBtwaZprepatpd iyl lGafig). frodddund desbriBéd foMeExample
56 but starting f(rgm]\é-i@_»jbromo[l,2,4]triazo|o[1,5-a]pyridin-2-yDnicotinamide ((B6), 400 mg; 1.26 mmol;
1.0 eq.) and 2-methoxy-4-(4,4,5,5-tetramethy1-1,3,2-dioxaborolan-2-yephenol (629 mg; 2.51 mmol; 2.0
eg.) as a light yellow solid (249 mg, 55%). HPLC, Rt: 1.71 min (purity 60.7%). LC/MS, M/(ESI): 362.0,

1\4-(ER): 360.0F &l l s y6is6-{G- LN AN pRlch 1 I 410k th fokd BANa B 0} -GipaiesiiadinfideS. 95%, H
4.36%, N 17.79%; Found: C 55.95%, H 4.76%, N 17.53%.

=N H
N N
sl -0
e
_0O

(25)

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-methoxybenzeneboronic acid (71 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 beige powder (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-aminophenyl)[1,2.4]triazolo[1,5-a]pyridin-2-yl]nicotinamide

=N H
N N
-
e

NH

(26)
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-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-cyanopheny])[1,2.4]triazolo[1.5-a]pyridin-2-yl]nicotinamide
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ONH 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-yenicotinamide ((B4), 58 mg; 0.21 mmol; 1.0 eq.) and
cyclooctylamine (440 pt) as a white powder (4 mg, 4%). HPLC, Rt: 3.25 min. (purity 97.9%). LC/MS,
M/(ESI): 365.4, M-(ESI): 363.4. Example68N-{5-Icyclohexyl(methyDaminoll1,2,41triazololl,5-alpyridin-2-
yllnicotinamide (68) The title compound was prepared following procedure described for example 30 but
starting from N-(5-chloro[1,2,4]triazolo[1,5- a]pyrr n-2yBnicetinamide ((B4), 55 mg; 0.20 mmol; 1.0 eq.)
and N-methylcyclohexylamine (1.0 mL) as ite.Bld" 30 @{43%) HPLC, Rt: 2.67 min. (purity
97.8%). LC/MS, M+(ESI): 351.4, M(ESI): 3
N-13-(tetrahydro-211-pyran-4-ylamino)11,24 trlazoIoII 5- alpyrrdrn -2- ylnicotinamide (69) The title
compound was prepared following procedure described for example 30 but starting from
N-(5-bromol[1,2,4]triazolo[1,5-a]pyridin-2-yDhicotinamide ((B2), 100 mg; 0.31 mmol; 1.0 eq.) and an4
4-aminotetrahydropyran (Apollo), 1.0 mL) as a white powder (15 mg, 14%). II-1 NMR (DMSO-d6) (5 11.27
(s, 1H), 9.13 (d, J = 1.9 Hz, 1H), 8.77 (d, J = 4.9, 1.5 H2D1H), 8.33 (dd, J = 8.0, 1.9 Hz, 1H), 7.58 (m, 1H),
7.51 (t, J = 8.5 Hiizg &ittd) c@n&ﬁu(dd Was propaizd il)owib2 pidhcddar8 dedditbdd)hr Gndér ek diate A9 $ep 2f), 3.88

i 0,
(an]:’/l\z/lg),"\if(% é ggt Zln%_\ i ?Eé?%-él‘é)?lﬂ %%ipiaﬁoiﬁé(g] ’afpvgldl Pﬂ' Ci)n'?cto‘ulngr:rln ert(lg%}j,n% grr?g(;) ).
N-{5-1(1- methy{pifpen@m 41-9fran)|mdl%mmmmazbl@ml@aalpyfﬁﬂmgzﬂﬁﬁwmwhawae) rofiqatertitle

compound wasyrepae-folla p% %ﬁ%@%@ IRssHAREND (gzm%ﬁ%%bs@rtmi@% the ttle
-a

N-(5-bromo[1,2,4]triazolo[1,5 in-2- yDnlcotrnamlde 2), 100 mg; 0.31 mmaol; 1.0 and
4-amino-1- metﬁyrlmp@r’dﬂﬁea@fevrﬂmoa@%r Whitpdihdert nr%} %ﬁ%)mwﬂmﬁr ﬁém‘éb 11.25
(brs, 1H), 9.13 d, Esit ®Hz, 1H), 8.77 (dd, J = 4.7, 1.7 Hz, 1H), 8.32 (dd, J = 8.0, 2.0 Hz, 1H), 7.56 (dd,
J=8.1,4.7 Hz, 1H), 7.51 (t, J = 8.3 Hz, 1H), 6.89 (d, J = 7.9 Hz, 1H), 6.46 (d, J = 8.3 Hz, 1H), 6.312 (d, J
= 7.5 Hz, 1H), 3.49 (m, 1H), 2.77 (m 2H) 2.17 (s, 3H), 2.05 (m, 2H), 1.89 (m, 2H), 1.70 (m, 2H). HPLC,
Rt: 1.07 min. (pEixiay 8 far W (E234) ke lo | V(Y lidia 2y 1]isoxazole-5-carboxamide

hix

>N H

>N O
N~ |
) e
5 /

(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-furyD)[1,2.4]triazolo[1.5-a]pyridin-2-yl]-2,3-dihydro-1.4-
benzodioxine-6-carboxamide
K C D
~N (0]
(0]
72
(0]
(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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Example71:N-{5-1(3-aminocyclohexyflamino111,2,41triazololl,5-alpyridin-2- yllbenzamide (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-yObenzamide ((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 adt@lhit® gawenst 8 irodosybeapdiomme-¢-sertomil ehlongesdians) A/ MLOMIES)):
351.4, M-(ESI):c349¢ brampiede? (30 na; 3(lometipyloineriginy 4nyllapung1sils2.4 toaas|olk $eaipyridin-2-
yllbenzamide g&b The title compound was prepared following procedure and work up described for
example 71 but'starting from N-(5-chloro[1,2,4]triazolo[1,5-a]pyridin-2-y1)benzamide ((B3), 100 mg; 0.37
mmol; 1.0 eq.) and 4-amino-1- methyl plperldlne (ABCR, 0 50 mL) as a white powder (59 mg, 46%). 111
NMR (DMSO-cjg).] 14 ‘ 2 / nitatiftaauiife 1H), 6.49 (d,
J=8.3 Hz, 1H);6.29 .03 (m, ZH), 1.92 (m,
2H) 1.66 (m, 2H). HPLC Rt 1 70 m|n (purlty . MS M ESI) 351. 4 M(ESI) 349.4. Example 73

: N-13-(cyclopropylamino)-7-(trifluoromethy1)11,2 413 I ridin2-ylinicotinamide (73) The title
compound was prepared following procedure de |bed f ex le 71 but starting from
N-[5-chloro-7-(trifluoromethyl)[1,2,4]triazolo[ pyridin-2-ylinicotinamide ((B7), 50 mg; 0.14 mmol; 1.0
ed.) and cyclopropylamine (1.0 mL) as a white powder (30 mg, 59%). HPLC, Rt: 2.98 min (purity 99.6%).
LC/MS, 1\-(EST): 363.3, M-(ESI): 361.3. Example 74 ,

N-13-(cyclohexylamino)-7-(trifluoromethy1)11,2, 4Br|a£o?3ll 5-alpyridin-2- yllnicotinamide
(74) N-(5-bromo[1,2,4]triazolo[1,5-a]pyridin-2- yl)mcotlnamlde ((B2), 50 mg; 0.16 mmol; 1.0 eq.)

in cyclopropylamine (1 mL) was heated at 80°C overnight. The reaction mixture was diluted
with H,O and extracted with EtOAc. Combined organic phases were washed with brine, dried
over magnesium sulfate, filtered and concentrated. The title compound was obtained by
recrystalization in EtOAc/c-Hex as a white powder (16.60 mg; 35 %). HPLC, Rt: 1.77 min.
(purity 98.3%). LC/MS, M"(ESI): 295.4, M'(ESI): 293 .4.

Example 31 : N-(5-pyrrolidin-1-vyl[1.2.4]triazolo[1.5-a]pyridin-2-yDnicotinamide

(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-furyD)[1.2.4]triazolo[1.5-a]pyridin-2-yl]-3.5-dimethoxvbenzamide

O_
!
o)
Z o—
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The title compound was prepared following procedure described for example 71 at rt but starting from
N-[5-chloro-7-(trifluoromethyl)[1,2,4]triazolo[1,5-a]pyridin-2-ylinicotinamide ((B7), 50 mg; 0.14 mmol; 1.0
eg.) and cyclohexylamine (1.0 mL) as a white powder (3 mg, 5%). HPLC, Rt: 3.78 min. (purity 100%).
LC/MS, NE(ESI): 405.3, M(ESI): 403.2. Example 75 :
N-15-(cycloheptylamino)-7-(trifluoromethy1)11,2,41triazololl,5-alpyridin-2- ylinicotinamide (75) The title
compound was prepared following procedure descrlbéaszr example 71 at rt but starting from

N-[5-chloro-7- (tmﬂel@rtm%ihyaﬁh&xéam@%@h@% %ﬁ]wﬂglpr&ydlmqagarmdef&famermm&eosﬂ usafnol 1.0

eg.) and cyclohe ine (1. hite er 3% C, Rt: 3.85 mpin. 95.9%).
LC/MS, M/(ESIY! %@ggtl (éé ﬂﬁ%ﬁ“a ﬂvg }é"{{%g(% 2‘%?@1[2 Ao (i uornc(l) h 1)
11,2,41triazolollgs- hhy@rﬂjﬁadﬂneytlhnpqcmnmldnblorlde (60 mg; 0.30 mmol; 1.2 s a white powder (42.9

N-[5-chloro-7- (%%UQ‘?@W%!L@% ALIazRIokL Ry YN T WHICO IR A& K8 Ay 23196944 mmol; 1.0

eq.) in cyclopentylamine (1.0 mL) was stlrred at rt overnight. The reaction mixture was diluted with a
saturated solution of NaHCO3 (10 mL) and EtOAc (5 mL). The two phases were separated and the

organic phase waanshed fous-isnaswithxusaiuralisd salipieai-DaisshRnaiigcudpstnthrioroduct
precipitated in the organic phase. It was filtered, washed with a saturated solution of NaHCO3 and EtOAc,

dried under vacuum and isolated as a why 1§ mg, 23%). HPLC, Rt: 3.54 mill. (purity 100%).
LC/MS, M/(ESI): 391.3, 1\4- (EST): 389.3

: ; : ; . le
N-13-1(cyclohexylmethyBamin61-7-(trifluor methylMS- alpyridin-2-ylinicotinamide

(33)
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 4-biphenylcarbonyl chloride (87 mg; 0.37 mmol; 1.5 eq.) as a white powder (53.7
mg, 56%). HPLC, Rt: 4.25 min. (purity 95.2%). LC/MS, M'(ESI): 381.4, M (ESI): 379 4.

Example 34 : 1-(4-chlorophenyl)-N-[5-(3-fury])[1,2.4]triazolo[1.5-a]pyridin-2-

vllcyclopentanecarboxamide

AN=N0H
N p—N
N
y 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-fury])[1,2.4]triazolo[1,5-a]pyridin-2-v1]-2.3-dihydro-1-benzofuran-

5-carboxamide
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(77) The title compound was prepared following procedure described for example 76 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
eg.) and cyclohexanemethylamine (500 ne as a white powder (27 mg; 44%). HPLC, Rt: 4.11 min. (purity
99.8%). LC/MS, M/(ESI): 419.4, M-(ESI): 417.4. Example 78 :
N-(6-bromo-5-methy111,2,41triazololl,5-alpyridin-2-yOnicotinamide N-N O (78)

The title compound was prepared following triégelescribe gr intermediate BI, but starting from
e {las ;017.62 mmol; 1.0 eq.) and nicotinoyl
Q\A

6-bromo-5-methyl[1,2,4]triazolo[1,5-a]pyridi
chloride hydrochloride (3.76 g; 21.1 mmol; 1.2|eq.) as g@yel olid (4.53 g; 77%). 11-1 NMR (DMSO-d6)
(511.54 (s, 1H), 9.13 (d, J = 2.3 Hz, 1H), 9.7 ,J=4.9, 1.5Hz, 1H), 8.34 (dt, J =7.9, 1.8 Hz, 1H), 7.85
(d, J =8 Hz, 1H), 7.63-7.54 (m, 2H), 2.8 (s, 367 HPLC, Rt: 1.75 min. (purity 98.8%). LC/MS, M/(ESI):
334.2. CHN analysis: [C131-110N50Br -1.0 H20] Corrected: C 44.59%, H 3.45%, N 20.00%; Found: C
44.68%, H 3.41%, N 19.97%. 35)

Example79:N-{FrEl3ibydiapyexciobexy@armintlidlidisaaatelbhdaknmidip-desyHpicotitamugeple (79)

3-amino-cyclohexanol (Betapharma, 67.33 mg; 0.58. mmaql: 2.0 eq.) was added to a mixture of
N (o.chior o2 A B o By 5 JEME AR (o35 B0 Al e erer b 2 (76 mo;
0.58 mmol; 2.0 eqland activatdd2Chéhydat-(8bergp fnrtB1scki{Ong 1 mbloridee 68 antioA. BiixtumelwhS heated at

200C for 2 x 30\ [ i i j QN rghis time,it - filt 0 it nd the
cake was nasha e A

water for 5 mintheh Wk B03433-10 min.). The title compound was isolated after lyophilisation as a white

powder (51 mg, 49%). HPLC, Rt: 2.14 min. (purity 98.0%). LC/MS, M1(ESI): 353.0, M(ESI): 351.0.

Example 80: N-{5-1 4-te§t-b tylcyclohexyhamingl111,2 41triazolol1,5-alpyridin-2- yllnicotinamide (80)
basPre razolosl-alpyndi example 79 but starting

The title compotitierv A i 1
from N-(5-chloro[1,2,4]triazolo[1,5-a]pyridin- inagide ((B4), 80 mg; 0.29 mmol; 1.0 eq.) and

4-tert-butylcyclohexylamine (91 mg; 0.58 mmal; 2.Q eq.) as a whije powder (32 mg, 27%). HPLC, Rt: 4.63
min. (purity 99.3%). LC/MS, IVE(ESI): 393.1, 1\4- (E§T): 91 xample 81 :

olo11,5-alpyridin-2- yllbenzamide

(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-acetyl-N-[5-(3-furyl)[1,2.4]triazolo[1.5-a]pyridin-2-vl]piperidine-4-
carboxamide
7 /N H
)—N
PO
o} o
72
5 /
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 1-acetylpiperidine-4-carbonyl chloride (57 mg; 0.3 mmol; 1.2 eq.) as a
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(81) The title compound was prepared following procedure and work up described for example 30 but
starting from N-(5-chloro[1,2,4]triazolo[1,5-a]pyridin-2-y1)benzamide ((B3), 100 mg; 0.37 mmol; 1.0 eq.)
and tetrahydro-pyran-3-ylamine hydrochloride (CBI, 257 mg; 1.87 mmol; 5 eq.) in DMA (1 mL) as a white
powder (32 mg, 26%). NMR (DMSO-d6) (511.05 (s, 1H), 8.00 (d, J = 6.8 Hz, 2H), 7.48-7.63 (m, 4H), 6.91
(d, J=8.3 Hz, 1H), 6.46 (d, J = 9.0 Hz, 1H), 6.36 (d, J = 7.9 Hz, 1H), 3.86 (m, 1H), 3.71 (m, 2?, 3.50 (m,
2H), 2.06 (m, 1Mite powtastdhs mep4eipr 8PRe: B2 himifp (Y954 LEMS, M/(E@%‘:@é H,
M-(ESI): 336.0.Nexesmplesda .. N-1-5-(cycloheptylamino)11,2,41triazololl,5-alpyridin-2-y11-4-(morpholin-4-
ylmethyl)benzamide (82) The title compound was prepared following procedure described for
intermediate B1, but starting from N5-cycloheptyl[1,2,4]triazolo[1,5-a]pyridine-2,5-diamine ((A10), 123 mg;
0.50 mmol; 1.0 Exphmg 2vPHdifihrerel- NS tuiivi R 13 gt kalpSridin-2Sdive,

removed underyediiced pressure to.yield a gummy solid that was resuspended in morpholine (1.74 g;
20.0 mmol; 10.0eq.) and the mixture was stirred at 60C for 2 h. After this time, reaction mixture was
cooled down to rt, solvents were evaporated duged pressure and the residue washed with Et20
(4 x 5 mL). A solid crystallized in the Et20 ph ich, after/filtration, gave the title compound as a white
solid (90 mg, 40%). HPLC, Rt: 3.99 min. (purity 98.9%).4'C/ /(ESI): 423.1, M-(ESI): 421.1. Example
83 : N-1-5-(cyclohexylthio)11,2,41triazololl,5- idin-2-ylInigotigamide (83) To a solution of
N-(5-chloro[1,2,4]triazolo[1,5-Mpyridin-2-yenicotiramide ((B4)/136 mg; 0.5 mmol; 1.0 eq.) in dry THF (10
mL) was added in one pot cyclohexyl mercaptan (58 mg; 0.5 mr%ol; 1.0 eq.). The reaction mixture was
stirred at rt for 14 h. The product precipitated upon adg:jtgs)n of water after which filtration and washing with
MeOH and Et20 gave the title compound as a white solid (78 mg, 44%). HPLC, Rt: 2.94 min (purity
94.6%). LC/MSTRi(ES)cosmprynd iesprersodofoat Quing arased e sk itk-uonirirsisey o meaaiinino]
11,2,41triazololLo-alpy Nt YIHCOtBRMIGE] 1532 ri8Alofl SCAiePE2-amine ((A2), 50 mg; 0.25

N-(5-chloro[1,2,4]triazolo[1,5-a]pyridin-2-yenicqtinamide ((B4), 100 mg; 0.37 mmol: 1.0 eq.),
tae g aminoc) S ey AnG LG AR GRS T M - F RO B 6 T Bl A it 3 o5
mmol; 10.0 eq.nimekblUgarg) (430 mbjtvasvhizatEt At R20T816). 20PIih Bidéod mivrowavetinrediétibn. The
reaction mixturi@/msdmﬁglgtgy@ py(ﬁ%\ffr% 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, 1\4-(EST): 353.1, M(ESI): 351.1.

Example 39 : N-[5-(3-thieny])[1,2.4]triazolo[1,5-a]pyridin-2-vl]nicotinamide

7 /N>—H N
N -

aba¥,

9

S

(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 ((A1l), 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]Jquinolin-2-ylnicotinamide

= /N>_H \
N<p/ -
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Example 85 : NI5-(eyelobutylamino)-7-(trifluoromethy1)11,2,41triazololl,5-alpyridin-2- yllnicotinamide

(85) The title compound was prepared following procedure described for example 84, but starting from
N[5-chloro-7-(trifluoromethyl)[1,2,4]triazolo[1,5-a]pyridin-2-ylinicotinamide ((B7), 100 mg; 0.3 mmol; 1.0
ed.) and cyclobutylamine (125 pl; 0.150 mmol; 5.0 eq.) at 120C for 30 min. under microwave irradiations.
Solvents were removed under vacuum to dryness after which the residue was triturated with water,
filtered and wasHSdlftaERNEd0NGR B SRR ¢RI EOHOHIBE iier s £ WertE RsoviBe B Mg 539 YA I N MR
(DMSO)-dG) (51 (S} 112:@]tﬁa%51&(glx,§-'—ﬂcﬁ}{21d‘ﬁ¥1r2lﬁ&i& 78440),J 67 11hg 46312 ndkb); 835 (gf.)J a‘nd—i& 7.9 )
Hz, 1H), 7.63-7.56 (m, 2H), 7.32 (bs, 1H), 6.36 (d. J = 1.5 Hz, 1H), 4.32-4.24 (m, 1H), 2.43-2.34 (m, 2H),
2.25-2.18 (m, 21115,"&%%1?3?8%? %T‘iﬁ@ﬁﬁ‘?ﬁ@.%hﬁﬁpﬁ?ﬁﬁzé& A)S‘?'Ecllgﬁfé‘f}lcﬁ/i)t%’sﬁ.yg% 1\
(EST): 375.0. Ectanmpeo 86phiX iBsilosec(Oriavyide i ofidd R Ttoimzi Al 1620 py rigdive Ehy litlGeongrpholin-4-
ylnicotinamide , (86).The Hﬁ%ﬁqqg@w)qm@rwf%% Ipliovig.peacoriecdercrigedipy. igpediate
Bl, but starting from N5-Cyclohexyl[T,2,4]triazolo[1,5-a|pyridine-2,5-diamine ((A9), 174 mg; 0.75 mmol; 1.0
eq.) and 6-morpAdliabhicstihoy! 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.

Example87:N-13-(cyc ohex E ino Jll,,4]1triazoll , ‘-o ridin-2-y11-4-, . _ .
Bdimethylaminojt IR e e o b ORI T 2 » U AL O o DAL s ISAE LSS cedure
described for example 82, but starting from N5- 8xy}Hl1,2,41triazolo[1,5-a]pyridine-2,5-diamine
((B8), 288 mg; 0.75 mmol; 1.0 eq.) and dimethyiqm':é:g%r L, olution in THF) as a yellow powder (91
mg, 31%). HPLC, Rt: 2.65 min (purity 97.4%). LC S,'\i\/|+ Sl .1, M(ESI): 391.1. Example 88 :
N-1-5-(cyclohexylamino)11,2,41triazololl,S-W-Z-yll-&(morpholin-4- ylmethyl)benzamide

(41)
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-furvD)[1.2.4]triazolo[1.,5-a]pvyridin-2-vl|nicotinamide 1-oxide

NN H o
N/>—N =N
abaY
p o

O/

(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]pyridin-2-
yltbenzamide
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(88) The title compound was prepared following procedure described for example 82, but starting from
N5-cyclohexy111,2,41triazolo[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-13-1(cyclopropylmethyl)aminol-7-(trifluoromethy1)11,2,41triazololl,5- alpyridin-2-yllnicotinamide (89)
The title compound was prepared following procegdre-ge crrbed for example 85, but starting from
N-[5-chloro-7-(trifluoromethyl)[1,2,4]triazolo[1,5-a]pyric ide ((B7), 50 mg; 0.15 mmol; 1.0
eg.) and (aminomethyl)cyclopropane (52 nl; 0.73 my ol; 5. Oq ) asa white solid (43 mg, 78%). HPLC,
Rt: 3.19 min. (purity 78.6%). LC/MS, M/(ESI)>~420:0, T\4 (ESI): 418.0.
Example90.methyltrans-4-{12-1(pyridin-3-ylcarbonyl)amino] -7- (trifluoromethy1)11,2,41triazololl,5-al
pyridin-5-yll amino} cyclohexanecarboxylate F (90) T Yitle compound was prepared following
procedure descTilbedtkore@xponplievads, ﬂ%{ieﬁéﬂffb‘l@\fsrmg‘lprocedure descrlbed for example 30 but starting

N-[5-chloro-7-(t |qu0f\9|(“r§e %%gilxééipgzzo I}Ifclil %Zlg)glérr}l%otma 55, egg(ll\é?SS(;orggm 13 ;mpol 1.0

eg.) and trans-4-amino-cyc oxy aC| /droc 3'mmol; 5.0

eg.) as a white mm%wm@wmlm@%wz 3:9 hﬂm(@uﬂl@W%M%)TH@M\“ﬂQ INIXESTS:. 4831,
M-(ESI): 461. 1.5 xampieddd- 133 k1638, 2 B B)-2-fy disyarmethyhiSysdohexylemig o EsT): 326.2.
(trifluoromethy1)11,2,41triazololl,5-alpyridin-2-yllnicotinamide (91) The title compound was prepared
following procedure described for example 85, but starting from

N-[5-chloro-7-(tEumisieveth WHS-2(AtieaieliyBdvivwoidinz 2Hytiaaat1a8witiey (il HOlbenfuhidenmol; 1.0
eg.) and trans-2-hydroxymethy1-1-cyclohexylamine hy ochlorlde (121 mg; 0.73 mmol; 5.0 eq.) as a
white solid (32 mg, 50%). HPLC, Rt: 3.00 min. (pu/lt EZ%S M/(ESI): 435.1, M-(ESI): 433.0.

O

44
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-ylmethyl)amino][1,2.4]triazolo]1,5-a]pyridin-2-

yltbenzamide
N=NC H
)—N
@V\CN( N @
(o]
o NH

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]pvridin-2-vl]benzamide
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(92) The title compound was prepared following procedure described for intermediate Bl, but starting
from 6-bromo-N5-cyclohexyl[1,2,4]triazolo[1,5-a]pyridine-2,5-diamine ((A14), 616 mg; 1.99 mmol; 1.0 eq.)
and nicotinoyl chloride hydrochloride (424 mg; 2.38 mmol; 1.2 eq.) as a beige powder (99 mg, 12%).
HPLC, Rt: 3.41 min. (purity 94.6%). LC/MS, M+(ESI): 416.9. Example 93 :
N-1-5-(cycloheptylamino)11,2,41triazololl,5-alpyridin-2-ylltetrahydro-211- pyran-4-carboxamide (93) The
title compound was prepared following procedure described foHingegrmediate Bl, but starting from

N5-cycloheptyl[1,2,4]triazolo[1,5-a]pyridine- inﬁ ((A10 ,N50 g; 0.20 mmol; 1.0 eq.) and
tetrahydro-2H-pyran-4-carbonyl chloride (4 NSO mym a@, eg.) as a white solid (33 mg, 46%)).
(ESI): 38.0,-1¥4- (EST): 356.0. Example 94 :

HPLC, Rt: 3.02 min. (purity 96.9%). LC/MS,
N-1-5-(2-methylprop-1-en-1-y1)11,2,41triazdfolj)5-alpyridin-2- ylinicotinamide dihydrochloride

(94) N-(5-chloro[1,2,4]triazolo[1,5-a]pyridin-2yenicotinamide ((B4), 141.00 mg; 0.52 mmol; 1.00 eq.),
2,2-dimethylethenylboronic acid (Synthonix, 102.96 mg; 1.03 mmol; 2.00 eq.), cesium fluoride (156.53
mg; 1.03 mmol; 2.00 eq.) and bis(triphenylphosphine)palladium(ll) chloride (36.16 mg; 0.05 mmol; 0.10
eq.) were flushddhaitie voropeminva seafeaeddb P B¢ degasied dethibittdgeex ample AL Ywnthaager (1 mL)
were then addeg and the,mixtyrenas deaies Ql%ﬁﬁ:-ﬂé%i%???%l, 16 SR PAUIEEINHACT

was added and the reaction mixture was extracted with EtOAc (twice). Combined Organic phases were
washed with brﬂﬁ%l?%h?é%%é%é@%%u%gaﬁ&ﬂe,1fﬁt@ﬂéoﬁ%\h&%ﬁe@wﬁaﬁé@twgaﬁé"é Coffyellow
foam. Hydrochloridersalipuas, themoh e byraddiyossofl EX2 ¢ 13 6d. M solution) to a solution of this
crude in DCM. The precipitate obtained was filtered and dried under vacuum at 40C to give the title
compound as a beige solid (181 mg, 96%). HPLC, Rt: 2.05 min. (purity 92.3%). LC/MS, M/(ESI): 293.9,
M-(ESI): 291.9 Exaamplsidd5 N-{B{oxdoBeky Buitibb iy 2attiban] A ridin iy Bbatpaniite 2-
yllaminolpropylThenzamide (95) The title compound \yas prepa ed following procedure and work up
described for example 94 but starting from 5-(1 H-p r%\;pL-ﬁ-yl) ,4]triazolo[1,5-a]pyridin-2-amine ((Al2),
43 mg; 0.27 mmol; 1.0 eq.) as a white solid (13 300). t: 2.41 min. (purity 87.3%). LC/MS,
M/(ESI): 376.0, M-(ESI): 374.0. Example96:N~(3-{N-b-(3-fUPy1)11,2,41triazololl,5-alpyridin-2-yllamino}-3-
oxopropylThenzamide The title compoundrepared following procedure and work up described for
example 94 but starting from 5-(3-fury1)[1,2,4triazolo[1,5-a]pyridin-2-amine ((A2), 43 mg; 0.27 mmol; 1.0
eg.) as a white solid (52 mg, 51%). HPLC, Rt: 2.72 mi?4.7gpurity 84.8%). LC/MS, MHESE: 376.0, M(ESI):
374.0.

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-furyD[1.2.4]triazolo]1.5-a]pyridin-2-vl]-3-

(methylsulfonyDbenzamide

0./
>N 0
abay
O
4
<

(8)
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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Example97:N-(3-{1-5-(2-fury1)11,2,41triazololl,5-alpyridin-2-yllamino}-3- oxopropyl)benzamide (97) The
title compound was prepared following procedure and work up described for example 94 but starting from
5-(2-fury1)[1,2,4]triazolo[1,5-a]pyridin-2-amine ((A16), 43 mg; 0.27 mmol; 1.0 eq.) as a white solid (51 mg,
42%). HPLC, Rt: 2.85 min. (purity 92.7%). LC/MS, M(ESI): 447.0, M(ESI): 445.0. Example 98 :
N-(3-{13-(cyclohexylamino)11,2,41triazololl,5-alpyridin-2-yllaminol-3- oxopropyl)benzamide (98) The
title compound was prepared following procedure and work up described for example 94 but starting from
N5-cyclohexy|[E2«hlisiazololy 5S-a]pyridine=hindiasii (AR 3 ume] 224 thmelo f1.8-afhyadia-hite solid
(28 mg, 25%). HFLC Rt: 3.22 min (purity 87.4%). LC/MS, M(ESI): 407.1, M-(ESI): 405.0. Example 99 :
N-13- (|sopropy%mﬁ%§ﬁﬂuoromethyl)11 2,41triazololl,5-alpyridin-2- ylinicotinamide (99) The title
compound wasSregpared follewimtgpproceti uresriaaiork/dg/deseifilogd fO2 & kainpole (35 fap)siditidyg from
from N-[5- chlors;ljznfmlﬁ Lo&g;u%;:ymgygcﬁlgﬁgg[l ,5-a]pyridin-2- ylinicotinamide ((B7), 50 mg; 0.15 mmol;
1.0 eq.) and isopropylamine ( 73 mmol; 5.0 eq.) as a white solid (8 mg, 15%). HPLC, Rt: 3.09
min. (purity 87.7%). LC/MS, M/(ESI): 365.0, M-(ESI): 363.0. Exampl¢ 100 :
N-1-5-(sec-butylamino)-7-(trifluoromethy1)11,2,41triazololl,5- ’s; ridin-2- yllnicotinamide (100) The title
compound was prepared following procedure and work up de ribed for example 85 but starting from
from N-[5-chloro-7-(trifluoromethyl)[1,2,4
1. 0 eq.) and sec- butylamlne (53.50 mg 3 MRiol;

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), 50 mg; 0.25 mmol;
1.0 eq.) and boc-(3-aminomethyl)-benzoic acid (75 mg; 0.3 mmol; 1.2 eq.) as a white solid
20.0 mg, 18%). HPLC, Rt: 3.86 min. (purity 75.6%). LC/MS, M'(ESI): 434.1, M (ESI):
432.2.

Step b) Preparation of 3-(aminomethyl)-N-[5-(3-furyl)[1,2,4]triazolo[1,5-alpyridin-2-

yi[benzamide
‘e %}
“N
y o}
ot
49)
Tert-butyl [4-({[5-(3-fury])[1,2,4]triazolo[ 1,5-a]pyridin-2-

yl]amino}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-(hvdroxymethvDpropvllaminol[1,2.4]triazolo[1.5-a]pvyridin-2-
yD)benzamide

91



(101) The title compound was prepared following procedure and work up described for example 85 but
starting from N[5-chloro-7-(trifluoromethy1)0,2,41triazolo[1,5-a]pyridin-2- yllnicotinamide ((B7), 50 mg;
0.15 mmol; 1.0 eq.) and methylamine (1.46 mL of a 2M solution in MeOH; 0.73 mmol; 5.0 eq.) as a white
solid (15 mg, 30%). HPLC, Rt: 2.47 min. (purity 96.6%). LC/MS, MHESE: 337.0, M(ESI): 335.0. Example
102 : N-18-(3-fury1)11,2,41triazololl,5-alpyridin-2-yllbenzamide 0 (102) The title compound was prepared
following procedure and work up described for 56 but starting from
N-(8-bromo[1,2,4]triazo|o[1,5-Mpyridin-2-yebem§ ] g; 0.50 mmol; 1.0 eq.) and
furan-3-boronic acid (112 mg; 1.0 mmol; 2.0 |eq.)/as a whie powder (80 mg, 52%). HPLC, Rt: 3.26 min.
(purity 99.6%). LC/MS, M(ESI): 305.0, M-(ES A,
Example103:N-13-(cyclohexyloxy)11,2,41triazolq]|,5-alpyridin-2-y11-2-(3- methoxyphenyBacetamide
(103) The title compound was prepared following procedure and work up described for intermediate B1
but starting from 5-(cyclohexyloxy)[1,2,4]triazolo[1,5-afpyyidin-2-amine ((All), 80 mg; 0.34 mmol; 1.0 eq.)

and 3-methoxyphenylacetyl chloride ?34 1; 0,41 mmol; 1.2 e %as f}:’é{e owder mg, 8%). HPLC,
205,60 min. (VT 08 ST LEHE: T GRS e RS o 0. b St
N-13-(cyclohexyiaxyN:( 2 btoidzbk B zalpliighniRaydmicoyinaamdaide ((B3), 52 mg; 0.19 mmol; 1.0

eq.) and 2-amino-1-butanol (0.2 mL) as a white powder (13 mg, 22%). HPLC, Rt: 2.25 min.

(purity 90.7%). LC/MS, M"(ESI): 326.2.

Example 51 : N-[6-(3-hyvdroxyphenyl)[1,2.4]triazolo[1.5-a]pvyridin-2-yvl]benzamide

Z>=NCH
0
0

OH

5D
The title compound was prepared following procedure described for intermediate Al, step
a), but starting from N-(6-bromo[1,2,4]triazolo[1,5-a]pyridin-2-yl)benzamide ((BS), 75 mg;
0.24 mmol; 1.0 eq.) and 3-hydroxyphenylboronic acid (65 mg; 0.47 mmol; 2.0 eq.).
Purification by flash chromatography 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-(4[5-(3-furyD][1.2.4]triazolo[1,5-a]pyridin-2-

vllaminolcarbonyl)benzyl]carbamate
NN H H O <
>N N—
e Yalh
y (e
5 /

(32)

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;
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(104) The title compound was prepared following procedure and work up described for intermediate B1
but starting from 5-(cyclohexyloxy)[1,2,4]triazolo[1,5-a]pyridin-2-amine ((All), 268 mg; 1.15 mmol; 1.0 eq.)
and nicotinoyl chloride hydrochloride (247 mg; 1.38 mmol; 1.2 eq.) as an off-white foam (230 mg, 59%).
HPLC, Rt: 2.36 min. (purity 94.7%). LC/MS, M(ESI): 336.1. Example 105 :
N45-(cyclohexylamino)11,2,41triazololl,5-alpyridin-2-y11-6-(2-pyrrolidinl-ylethyDnicotinamide  (105) The
title compound M%}@B@F@@férmwmﬂaé%am@m% fOLiMErmiEatktd B tdbrsstarhivig Ry
N5-cyclohexyl[¥32.4]ixiazowk). Selpyridine - 3bwiamineifAR)9 %1 Srmagvl, Sumnst): 14320 Mes ).
6-(2-pyrro|idin-14- ielthyl)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, M1(ESI): 434.1, M(ESI): 432.1. Example 106 :
NI5-(cyclohexylamino)11,2,41triazololl,5-alpyridin-2-y11-6-(morpholin-4- ylmethyDnicotinamide Step a)

Formation of pQraSRINM S5 (WK RIETYDRYIAGs R A 1@&31—'2"—@|miéo'l§)ﬁt§!téﬁ9aﬁﬂﬂgous solution of
ed o a solution of etny

potassium hydroxide A mmol, 8 mL, .U €eq.)was a
6-(hydroxymethyl)pyridine-3-carboxylate ( =2M).4mmmol; 1.0 eq.) (.I. Med. Chem. 2004, 47,
5230-5234) in THE (80 mL). The resulting i | turs irred

0

Z
O

/

(33)
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-isobutylbenzoic acid (80 mg; 0.45 mmol; 1.2 eq.) as a yellow foam (25.5 mg,
19%). HPLC, Rt: 4.39 min. (purity 93.6%). LC/MS, M"(ESI): 361.1, M (ESI): 359.1.

Example 54 : tert-butvl [4-($]5-(3-furyD][1.2.4]triazolo[1,5-a]pyridin-2-

vllamino}carbonyl)phenoxy]acetate
NN H O <
)—N —
yabaYal
y (e
5 /

(34)

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-furyl)[1,2.4]triazolo[1,5-a]pyridin-2-vl]benzamide
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at rt for 3 h. The precipitate was collected by filtration and dried on under vacuum to give the title
compound as a white powder (3.6 g, 92%). Step b) Formation of 6-(chloromethyOpyridine-3-carbonyl
chloride hydrochloride. CINO /.HCI -CI To a suspention of potassium
6-(hydroxymethyl)pyridine-3-carboxylate (96 mg; 0.50 mmol; 1.0 eq.) in DCM (1 mL) was added DMF
(0.07 mg; 0.02 eq., 0.01 mmol). The mixture was chilled at OC. Then oxalyl chloride (317 mg; 2.5 mmol;
5.0 eq.) was added dropwise and the res ture was stirred 4 h at rt. Evaporation of the solvent
gave a black fine powder without further p 'f'&a{lgﬁtep c) Formation of
N-15-(cyclohexylamino)11,2,41triazololl,5-alpyridin-25y118%-=/0norpholin-4-ylmethyOnicotinamide N H N-N
-N ,NHON-) 0 (106) Pyridine (198 mg; 2.5 ol; 5.0 eq.) was added to a solution of N5-
cyclohexyl[1,2,4]triazolo[1,5-a]pyridine-2,5aitamine ((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 fol3A h. The solvents were evaporated to yield a

black oil. Morphplingti2dingind- & 40 prepad Rdovane phbte QS nily weie addembde thisxesipue, and the

mixture was then stirred and he at for 12 h. Pyrification by RP-HP aters QunfireTM Prep
C15 05D Tm S5, TEOS I ISIORNG 2 SIAHHCH it o D070 (VA% (O i FEHaCN
0.1% formic acitiOn:_dr.IdeLﬂalmtﬂSﬂfﬁziviclzz:im(rSWﬁlg;f@&’dMW@fkﬁQO)l_l@d@dM fyopkized, toSgive the title
compound as ayyghite RRWdsr (g0 ﬁlﬂjt?%ﬁ)ﬁ&#%ﬁ?'t%yﬁéi%4%%03@1‘%‘,%%%@%)3&99/.'\"5’ M(E Sl): 436.3.

Example 107: N-15-(3-fury1)11,2,41triazololl,5-al pyridin-2-01 cyclopropanecarboxamide The title
compound was aquired from Biofocus DPI (UK) cat. number: 320 4252 0343. N H

Example 56 : N-[6-(4-hydroxy-3-methoxyphenyl)[1.2.4]triazolo[1.5-a]pyridin-2-

vllbenzamide hydrochloride

=N H
0
(0]

HCI

HO

(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 HCl 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) 6 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:
[CooH16N4O35 -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-methoxyethvyl)amino][1.,2.4]triazolo[1.5-a]pyridin-2-yl}benzamide
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NN 0 (107) Example 108: N-15-(3-thieny1)11,2,41triazololl,5-alpyridin-2-yllbenzamide The title
compound was aquired from Biofocus DPI (UK) cat. Number: 320 4251 0074. (108) Example 109:
N-15-(3-fury1)11,2,41triazololl,5-alpyridin-2-yllbenzamide The title compound was aquired from Biofocus
DPI (UK) cat. number: 320 4251 0343. (109) Example 110:
N-15-(3-fury1)11,2,41triazololl,5-alpyridin-2-yllbenzamide The title compound was aquired from Biofocus
DPI (UK), cat. number: 320 4262 0343. (110) @~ =N H
Example111:N-16-(4-hydroxy-3-methoxyphen g{ﬁﬁj
compound was aquired from Biofocus DPI (UK), Iga‘t. numg

S

-alpyridin-2- yllacetamide The title
%2182 0314.

(37
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 2-methoxyethylamine (1.0 mL) as an off-white solid (52 mg, 91%). HPLC, Rt: 2.08
min. (purity 90.1%). LC/MS, M'(ESI): 312.1, M (ESI): 310.1.

Example 58 : N-{5-[(2,3-dihydroxypropvlamino][1.2.4]triazolo[1.5-a]pyridin-2-

yltbenzamide
=N H
)—N
RO
(0]

NH

OH
OH

(38
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-dihydro-1-benzofuran-5-y1)[1,2.4]|triazolo[1,5-a]pyridin-2-
yl]benzamide

NN H
O
O

(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 ((B5), 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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Example112:N-16-(4-hydroxy-3,5-dimethylpheny1)11,2,41triazololl,5-alpyridin-2- yllnicotinamide (112)
The title compound was prepared following procedure described for example 113 but using the
N-(6-bromo-0,2,41triazolo[1,5-a]pyridin-2-y1)-benzamide ((135), 95 mg, 0.3 mmol, 1 mol eq.) and the
2,6-dimethy1-4-(4,4,5,5-tetramethyl1-1,3,2-dioxaborolan-2-yephenol (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.
Example113:4-Pouisstion b phromargrapsiomsilingy s siirkigadiim S dfitore tfibenzamide
0(113) Toa reg]ﬁtéome/leﬁﬁe&&aﬁ&amm u-(ﬁﬂ%q&mq,ﬂ,ﬁigﬂagcﬁm)%}agmjcmr?ﬂ(g)rmn@m@e ((13’|5),
95 mg, 0.3 mm X N-(2-dilr amino-ethyl)-4-boronic acid-benzamide (85 mg, 0.36 mmol,
1.2 mol eq.) an 4Cé&%%ﬂ%%%@§%%@ﬂ%§l%gmlol ed.) in DMF (0.75 mL) and H20 (0.5 mL) was

added bis-triphenylphosphine palladium dichloride (0.009 mmol, 3 mol %) in DMF (0.25 mL). The vessel

was purged with fiyaaeR cRRReh AR IGAKGH £ i APRIITARY LG i iR eaction mixture
was cooled to room temperature, filtered and the residue dissolved In .5 mL) and purified by
reverse phase preparatory HPLC to give the ti ound as a white solid (30.4 mg, 24%). HPLC, Rt:
1.74 min (purity: 99 %). LC/MS M/(ESI): 429.3,@@574 7.4/EX mple 114 :
N-16-(1H-pyrazol-4-y1)11,2,41triazolo|l,5-alpyrid;\l -2-ylibgfizamid€ (114) The title compound was
prepared following procedure described for example 112 but strating from
N-(6-bromo-[1,2,4]triazolo[1,5-a]pyridin-2-y1) zamide ((B5), 95 mg, 0.3 mmol, 1 eq.) and
4-(4,4,5,5-tetramethy1-1,3,2-dioxaborolan-2- -pyrazole_(Boron-Mol, 85 mg, 0.36 mmol, 1.2 mol eq.)
as a white solid (6.2 mg, 7 %). HPLC, Rt: 2.26"min (purity: 99 %). LC/MS M1(ESI): 305.2.

(60)

The title compound was prepared following procedure described for example 30 but starting

Je

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 benzylamine (1.0 mL) as an oily solid (10 mg, 9%). HPLC, Rt: 2.46 min. (purity
85.8%). LC/MS, M"(ESI): 345.1, M (ESI): 343.1.

Example 61: N-[5-(cvcloheptylamino)|1.2.4]triazolo]1.5-a]pvridin-2-ylInicotinamide

dihvdrochloride
= /N H
)>—N =N
: NH o
(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;

2HCI

1.0 eq.) and cycloheptylamine (1.0 mL). The parent compound was dissolved in MeOH and
Et,O/HCl 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:
[C19H2oN6O 2.0 HCI -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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Example 115 : N-{5-Bcyclohexylmethybamin6111,2,41triazololl,5-alpyridin-2- yllnicotinamide (115) To a
microwave vial (0.5-2 mL) was added N-(5-bromo[1,2,4]t azolo[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 |n|t|ator 60 mlcrowave at 220 C for 30 mlnutes The reactlon mixture was cooled
and the solventx&tHIRIEd 2l Leu St L AT & ISC ‘ REHHBIES reverse
phase preparatory HPLC to glve the tltle compo asa Vﬂ'nte SO|Id (4 0 mg, 6%) HPLC, Rt: 2.56 min

(purity: 99 %). LC/MS M/(ESI): 351.2, M-(ESI) 349 E)tample

N-{51(4-hydroxycyclohexyl)amino][1,2, 41tr|azolol |c5‘§/r|d| - - methoxybenzamide HO (116) A
sealed vessel containing N-(5-bromo-[1,2,4 Nif1,5- a][%/rldln 2-y1)-3-methoxybenzamide (69 mg, 0.20
mmol, 1 mol eq.), trans-aminocyclohexanol g, 0.30 mmol, 1.5 mol eq.), di-iso-propylethylamine (60
pt, 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 di éﬂl{;’ed in DMSO (1.5 mL) and purified by reverse
phase preparatory HPLC to give the title compound as a’beige solid (27.5 mg, 36 %). HPLC, Rt: 1.86 min
(purity: 100 %).The s smEsnd 3ep BrepiuE 39)198018 PEafNstedaserbed for example 30 but starting

N-15 (eyeloperylrminalid iliiggelalainpginyhaduiasile (@5) spied yessal containing
furan-2- carboxyllc acid (5-bromo-[1,2,4]triazolo[1,5-a]pyridin-2- y1 amlde (61 mg, 0.20 mmol, 1 mol eq.),
cyclopentylamirle’ &5 s, phmamiis hih 35 8|‘Y§86&%‘ﬁgﬁé I%lﬁ%/(’éo%%% 23 HRloNiE: 6 mol
eq.) and n-buta@ok®.7%46%). wasMisasliaiesi a8 220, ©] @wish) ssidting, 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 t|tIe compound as a whlte SO|Id (28.4 mg 46 %) HPLC Rt 2. 32 m|n (purlty 97 %).
LC/MS M1(ESIES = ' - L= \all: L2 7 !

yllnicotinamide yp)nicotinamide

(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-ylmethyl)amino][1,2.4]triazolo[1,5-a]pyridin-2-

~ /N)—H =N

(64)

vlinicotinamide

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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(118) The title compound was prepared following procedure described for example 84, but starting from
N-(5,7-dichloro0,2,41triazolo[1,5-a]pyridin-2-yDnicotinamide ((B10), 100mg; 0.32 mmol; 1.0 eq) and
cyclobutylamine (139 pt; 1.62 mmol; 5.0 eq) heated at 180C for 1800s after which solvents were
evaporated under vacuum, then resuspended in water, filtered and washed with EtOAc to give the title
compound as a white solid (23 mg, 21%). HPLC, Rt: 2.95 min (purity 96.7%). LC/MS, MHESE: 342.8,
MIESE: 340.9. Example 119 : N-17-chloro-5-(cyclopentylamino)11,2,41triazololl,5-alpyridin-2-
ylnicotinamide E¢hafhle 538 N5 GnRp@LiRe phdave R4 pdifoi v e erRskIe A YRRk ap described for
example 118, but starting from N-(5,7-dichloro[1,2,4]triazolo[1,5-a]pyridin-2-yDnicotinamide ((B10), 100
mg; 0.32 mmol; 1.0 eq) and cyclopentylamine (161t 0% nﬁnol; 5.0 eq) to give the title compound as a
white solid (5 mg, 4%). HPLC, Rt: 3.20 min. r92:8%y. L (ESE: 356.9, M-(ESI): 354.9.
Example 120 : N-17-chloro-5-(cyclohexylam 1,2,41triazotwll,5-algyridin-2- ylinicotinamide  (120)
The title compound was prepared followltfg) procedure and work up described for example 118, but
starting from N-(5,7-dich|oro[1,2,4]triazo|o[1,5-a]pyridin6- -yenicotinamide ((B10), 100 mg; 0.32 mmol; 1.0
eq) and cyclohexylamine (187 pt; 1.62 mmol; 5.0 eq) to give the title compound as a white solid (26 mg,
22%). HPLC, RTh8.48emimipurityv98 5803rdd ISy iy (B 813132015 cbEE 81 e36Bydle Bremipieuliag
N'13'(Se°"bUW'ﬂB‘ﬁhr&Q)(Z-ﬁJalrﬁ%fi',@,zﬁ&%k%%ﬂﬁ&f@@%&i@ﬁbxﬂ%ﬁﬂﬁg?ﬂﬁ 156141 olhe g cpmpound

was prepared following procedure and work up déscribed for example 118, but starting from
N-(5,7-dichlorofr2 & byBprapyheine e veidicbtinagide {(B1); 200 s 3 Hsmeidi( B éeg- and
sec-butylaminegd.3.84poc 1Re22mmalh SFhae) 49 Bive taevideneqrmiewsd asnawhite 30lid (15 mg, 13%).
HPLC, Rt: 3.07 min. (purity 96.3%). LC/MS, M/(ESI): 344.8, M-(ESI): 342.9. Example 122 :
N-17-chloro-5-(cyclopropylamino)11,2,41triazolo11,5-alpyridin-2- ylinicotinamide (122)

Example 66 : N-]6-(4-hydroxy-3-methoxyphenyl)[1.2.4]triazolo[1,5-a]pyridin-2-

Q

vllnicotinamide hydrochloride

=N H
)>—N =N
e
0
HO
0

(66)

The title compound was prepared following procedure described for example 56 but starting

HCI

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: [C;oH;sNsO; -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-(cvclooctylamino)[1,2.4]triazolo[1,5-a]pyridin-2-vl]nicotinamide
=N H
)>—N =N
x> N~
W
: NH 0

(67)
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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-yenicotinamide ((B10), 100 mg; 0.32 mmol; 1.0
eq) and cyclopropylamine (113 pt; 1.62 mmol; 5.00 eq) to give the title compound as a white solid (50 mg,
43%). HPLC, Rt: 2.59 min. (purity 92.6%). LC/MS, 10E84 328.8, M-(ESI): 326.9. Example 123 :
N-13I(2-methoxye hyl)amlnol -7-(trifluorometh fél ,2,41triazololl,5- alpyridin-2-ylinicotinamide (123) The
title compound WistieprRirequesd mwwe,ﬂ?é%% RARSHIE S é@%&%gé%?’@m#p%& PUBSBtingtarting

from N-[5-chlorgrir(tRtlsospmeny Hua Adtopzlo bl Sdalpyyitiiceindigo i amids (65:7)020 mgidd, 14 mmol;
1.0 eq) and 2-methox E]e)yethylamlne 55.0m % 0.73 mmol; 5.0 eq), heated at 120C, to %ve the title

q)
compound as awHife) SBRYSSAY14BS) ( BIHE) A %%%ﬂ%ﬂr%@% 198y R 0E81§1380.8,
M(ESI): 378.9. Epaitgsie 2% LONIS; M IHolrosy propyl)simzgl4 7 - (trlfluoromethyl)ll 2,41triazololl,5-
alpyridin-2-ylinicotinamide (124) The title compound was prepared following procedure and work up
described for example 118, but startlng from N- [5 chloro 7 (trlfluoromethyl)[l 2 4]tr|azolo[1 S a]pyrldln -2-
ylinicotinam de ¥X(@mpR Sf] eygho 9

heated at 120C,iQ,@bisnthsiditle compound as an off Whlte SO|Id (22 mg, 40%) HPLC, Rt 2.05 min. (purlty
96.2%). LC/MS, %(ESI} 380.8, M-(ESI): 378.9. Example 125:

N-I5I(2-hydroxyethyl)aminol-7-(trifluoromethy1) %Ipyndm -2-ylinicotinamide (125) The

title compound was prepared following procedu desgribed for example 118, but starting

from N-[5-chloro-7-(trifluoromethyl)[1,2,4]triazolo[J, 5-a]pyrisfin- inicotinamide ((B7), 50 mg; 0.14 mmol,

1.0 eq) and ethanolamine (44 pt; 0.73 mmol: 5.9'eq), heated at 120C, to give the title compound as a

white solid (15 mg, 28%). HPLC, Rt: 1.91 minpurity 97.9%). LC/MS, 10E84 366.8, M(ESI): 364.9.

Example 126 : N-15-(dimethylamino)-7-(trifluoromethy1)11,2,41triazololl,5-alpyridin-2- yllnicotinamide
(68)

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), 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-(tetrahydro-2H-pvran-4-ylamino)[1,2.4]triazolo[1,5-a]pyridin-2-

vllnicotinamide

(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-dy) § 11.27 (s, 1H), 9.13 (d, J = 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, ] = 7.9 Hz, 1H),
6.62 (d, ] = 8.7 Hz, 1H), 6.38 (d, ] = 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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(126) 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- ylinicotinamide ((B7), 50 mg;
0.14 mmol; 1.0 eq) and dimethylamine (43.0 pt; 0.73 mmol; 5.0 eq), heated at 120C, to give the title
compound as a white solid (20 mg, 39%). HPLC, Rt: 2.52 min (purity 99.7%). LC/MS, 10E84 350.8,
M(ESI): 348.9. Example 127 N 1-5-(c clohex Iamlno)ll 2 41tr|azololl 5 alpyrldln -2- 11 -2-pyridin-3-
ylacetamide St€g 1 A ! . i

eg.) was addedvu@,ﬁcsﬁﬁpmmon of 3 pyrldlneacetlc aC|d (255 mg 1 86 mmol 1 0 eq. ) in DCM/DMF 5
mL:3 ot) maintained at OC under nitrogen atmosphere The reaction mixture was then stirred at rt for Ih. It
was then concentrated under reduced pressure. talnechwas used as such in amidation
reactions. Step b) Formation of N-15-(cyclohexyl )il 24 1yiazgloll,5-alpyridin-2-y11-2-pyridin-3-
ylacetamide ycX9N N-N H NH (127) A mixture of gyridin-3aylac chloride (120.07 mg; 0.77 mmol; 1.50
eg.) and N5- cyclohexyl[1,2,4]triazolo[1,5-a]dyridIne-2,5-diamine ((A9); 119 mg; 0.51 mmol; 1.0 eq.) in
DCM (1mL) in presence of pyridine (124 )11"~4-1.54 mmol; 3 eq.) was heated in a sealed tube at 55C for
3h. Et20 and Water were then added to the mixture, the precipitate obtained was filtered, washed with
water, Et20, Acetonitrile and dried under vacuum at 46®Xo give the title compound as an off-white

powder (74 mg;rfid Hle EbRhfoufrt wad B EpiRPRIRAR Q5 ok MlrMiSs INEL-RY ednfiple M tbllardh8. O

Example 128: NI5-(eyelohexylamino)11,2,41triazololl,5-alpyridin-2-yll-4- eridin-1- ylmethyl)benzamide
P rong I¥ (5- bron¥o 1,2 4]2r1azolo[1 5-a]pyridin-2- 391 n1c0t1nar¥11de ((839) 100 mg,y 0.31 n¥r210

1.0 eq.) and 4-amino- 1-methyl-piperidine (1.0 mL) as a white powder (30 mg, 27%). '"H NMR
(DMSO-dp) 0 11.25 (brs, 1H), 9.13 (d, J = 1.9 Hz, 1H), 8.77 (dd, ] = 4.7, 1.7 Hz, 1H), 8.32
(dd, J =8.0, 2.0 Hz, 1H), 7.56 (dd, J = 8.1, 4.7 Hz, 1H), 7.51 (t, J = 8.3 Hz, 1H), 6.89 (d, J =
7.9 Hz, 1H), 6.46 (d, J = 8.3 Hz, 1H), 6.312 (d, J = 7.5 Hz, 1H), 3.49 (m, 1H), 2.77 (m, 2H),
2.17 (s, 3H), 2.05 (m, 2H), 1.89 (m, 2H), 1.70 (m, 2H). HPLC, Rt: 1.07 min. (purity 100.0%).
LC/MS, M'(ESI): 352.4, M (ESI): 350.4.

Example 71 : N-{5-[(3-aminocyclohexyl)amino][1,2.4]triazolo[1.5-a]pvyridin-2-

yltbenzamide
s
HZN\O/NH 0

(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-methylpiperidin-4-yl)amino][1,2.4]triazolo[1,5-a]pyridin-2-

ylibenzamide
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(128) 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 triethylamine (104 pt, 0.75 mmol, 2.5 eq.) in acetonitrile (1 mL) was added
4-piperidin-1-ylmethyl-benzoyl chloride (178 mg, 0.75 mmol, 2.5 eq) as a solution in acetonitrile (2 mL),
dropwise. The vessel was capped and stirred at room temperature for approximately 16 hours. The
solvent was removed in vacuo and the resulting solid dissolved in methanolic ammonia (4 mL, 7 N) and
stirred at room temperature for a further 16 hour lvent was removed in vacuo and the residue
dissolved in DMSO (1.5 mL) and purified by reve ph§ ep s@o ry HPLC to give the title compound
as a beige solid (15.3 mg, 12%). Rt: 3.86 min (purify: 97 %)yLCMS' TOES1): 433.2, M(ESI) 431.2.
Example 129: NI5-(eye|ohexylamino)11,2,41@?0“,5-a|pyridin-2-y11-4-(pyrro|idin-1-
ylmethyl)benzamide (129) To a reaction vel ontaining
N-5-cyclohexyl-[1,2,4]triazolo[1,5-a]pyridine-2,5-diamine (69 mg, 0.3 mmol, 1 eq.) and pyridine (63 fiL, 1.2
mmol, 4 eq.) in dichloromethane (1 mL) was added 4-(p3yrolidin-1-ylmethyfibenzoyl chloride hydrochloride
(142 mg, 0.6 mmal,.2 eqd., pr rdgf 4- idi gjn yl- ic aci talyti eg oxalyl
chloride in DCMﬁ;h%glées%mﬁg%rllﬁl% |(S:I§%%Fﬁ(gt};(1§£@}éq% r%%%%p%?s?&%ﬁ v%g%rg% v‘?a%éygé%gﬂ é%??d heated

to reflux for apgréxittetar 8holire>-TiHerpéhetdfiramalte whyddoréd hhenteissvéRd ke mtBvéitin vacuo.

The resid(LjJe di%ghf%qﬂall;%l\?%@)@r@ aﬂg%zwm@gﬁ@fd@gﬁgﬁmggb@@,@g&ﬁg@)ﬁ&@ghgdeqf(mgf;e thg t2itle
compound as a beige soli ;L.4m)(,81 %0). HPLC, Rt: 3.50 min (purity: 100 %). LC/MS M/(ES1): 419.2,
R R g

M-(ESI) 417.2. EXdRp® 130 FratiNo) L L5 4y St s aidyriblin N1 42433t
methoxyethyl) (8Thid) amitd e thy)llresz ainides.3(HA0) H)T 6.20reqdtion Yelese Hopheaigingl H), 2.74
4-chloromethyl-N-(5¢ ‘il XY- i£1 3[1.2.4dtiaz 1.51VIRY, ' 'n-Zﬁ(I ) aﬁ%iq (Z(B% 0 mg, 0.23
mmol, 1 eq.) an(lglnN?P!Q¥ dﬁggﬁr%%@]let%l ﬁrlnélﬂég( I%%Soéﬁ’mg,y’lméggni’.S e%q. In |°oxém('a(;7 3mml'_)8)vl\}g added
N-(2-methoxyet?/fimetHyldhind (BB Aimbl MEEST) 134%4.) dropwise. The vessel was capped and the
reaction stirred at room temperature for 1 hour and heated to 80 C for a further 15 hours. The solvent was
removed in vacuo and the residue dissolved in DMSO (1.5 mL) and purifi phase_preparatory
HPLC to give iHexample 130 NoAS obropylamino)s7s(priflugromethyl) [y alpyridin..

LC/MS M+(ESI2-diBichtividmfil¢ 435.2. Example 131:
NI5-(eyelohexylamino)11,2,41triazololl,5-alpygdin-2-yll -6- methylnicotinamide (131) This was prepared

using the same method as that described f& N

N-(5-cyclohexylamino[1,2,4]triazolo[1,5-a]p§ridi -/§;(H-oxo- prrolidin-1-ylmethyl)-benzamide to give
N-(5- cyclohexylamino- [1,2,4]triazolo [1,5- a]pyrith wl)-@m@nicotinamide as a brown/yellow solid
(36.5 mg, 35%). HPLC, Rt: 3.21 min (purity: 95 %jH-C/MSPM1(ESI): 351.1, M(ESI) 349.1 . Example 132:
NI5-(eyelohexylamino)11,2,41triazololl,5-alpyndin-2-y11-6-1(3- hydroxypropyl)aminolnicotinamide (132)
To a biotage initiator microvave vial (0.2-0.5 mL) containing 6-chloro-N-(5-
cyclohexylamino-[1,2,4]triazolo[1,5-Mpyridin-2-y1)-nic¢td)amide ( (B11), 0.27 mmol, 100 mg, 1 eq.),
3-aminopropan:1-0l.(0.54 mmol, 0.028 mL J.and N, N-diiospropyl lamine ( mmal, 0.094 mL,
2 e in putanol 15 e A B T R Sl o o 160
C, and a furthefrooMNiéredaae-7 10 Guanmebidhidddisirephd Scainvratod ahlditeananideéBiasdied in

DMSO (1.5 mL ;@.ﬁ’&'ﬁiﬁiﬁgl,b)/.@eé@%%@b(?éép% Qﬁﬁ%%'.’(ﬁpﬂﬁrﬁk/lt% diventh H%&(}@mgo@@/%)a white
solid (33.4 mg, 3 %8. HPLC, Rt: 2.37 min gurlt : 92 %). LCIMS +(ES_.I£: 410.2, M(ESI) 408.2.
HPLC, Rt: 2.98 min. (purity 99.6%). LC/MS, M (ESI): 363.3, M (ESI): 361.3.

O UaVal Ve -

Example 74 : N-[5-(cyclohexylamino)-7-(trifluoromethyl)[1,2.4]triazolo[1,5-a]pyridin-2-

yllnicotinamide

F

NN H
F >N =N
Ny
)
: NH o
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Example 133: N-1-5-(cyclohexylamino)11,2,41triazololl,5-alpyridin-2-yll -642- furylmethyl)aminol
nicotinamide (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-1-5-(cyclohexylamino)11,2,41triazololl,5-alpyridin-2-ylinicotinamide 1- oxide Step a) Formation
nicotinoyl chloride 1-oxide 001 The title compound §brepared following procedure described for
example 127, st &}doubShaitigWeen Bieainic dsidn -5 8:808bdd 83 eradhple 07€ Gy 1T bg solid

obtained was used.as such i idation reagtions. Ste Formatjon qf L o

N 13- (eyelane oy SR RIOT T SRS AR e B KRS (134 A
mixture of N5-cy@ahexyiit; ) Afriazoib[ 1L Heg]pynidlinye!ghExgiamiire( {(A9)]. 1 88:00itg pOwtEmidnok, 1.00 eq.)
and nicofinoyl chierife dc o3 (ham g, BRI E {1 TEB Mol irsiey presence of pyridine
(113 pt; 1.40 mmol; 3 eq.) was heated in a sealed tube at 55C 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 oveg taagesBINNsIfatRISHEpEor mitd CONERHORDRRERtH 1 DS4GiHER WASPMiNeIAYMass
Directed AutoPrep. The title. compound was obtained after lyophilisation as a white powder (36 mg, 22%).
HPLC, Rt: 2.64%34%4?—%%%%’%93.4%). LC/IMS, M+(ESI): 353.0, M(ESI): 351.0. Example 135 :
N45-(isopropylamino)-7-(trifluoromethy1)112 #1ltriazololl,5-alpyridin-2- y11-2-pyridin-3-ylacetamide
trinydrochloride E A

N>—H N
N -
e
Q/NH

(75)

The title compound was prepared following procedure described for example 71 at rt 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 cycloheptylamine (1.0 mL) as a white powder (8 mg,
13%). HPLC, Rt: 3.85 min. (purity 95.9%). LC/MS, M"(ESI): 419.3, M'(ESI): 417.4.

Example 76 : N-[5-(cvclopentylamino)-7-(trifluoromethyl)|[1.2.4]triazolo]1.5-a]pyridin-2-

vllnicotinamide

F
F

F = —

N/>—H =N
g““ I\
(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 NaHCOj; (10 mL) and EtOAc (5 mL). The
two phases were separated and the organic phase was washed four times with a saturated
solution of NaHCOj3, after which the product precipitated in the organic phase. It was filtered,

washed with a saturated solution of NaHCO; and EtOAc, dried under vacuum and isolated as
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(135) A mixture of N5-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 nL)
in DCM (1.00 mL) was heated at 55C for 3h in a sealed tube. Water was added and the reaction mixture
was extracted with DCM/MeOH (3:1, three times). Combined organic phases were then washed with
brine, dried over magnesium sulfate, filtered and concentrated to glve 105 mg of a eIIOW|sh powder. This
crude was dissaIVeESEMeOH e anHReoRICL MmN GrET NSk é@d3%é 3blution was
concentrated upgseneguged pressure. A precipitate was then obtained by addition of DCM/Et20 (1:1). It
was filtered and dried under reduced pressure at 40C to give the title compound as an off-white solid (73
mg, 2%). HPLC, Rt: 2.94 min. (purlty 95. 6%) LC/MS W(ESI) 379.0, M (ESI) 377 0. CHN analysis:
[C17I-E2N60F3EZOnifile y ) q : y altihpiebl bt 4.28%, N
16.71%. Examp) RinD- ﬁ%tﬁ;mﬂg{g)pyl)ammo] -7- (trlfluoromethyl)ll 2 41tr|azoIoII 5-
alpyridin-2-ylinicotinamide € title compound was prepared following procedure and work up
described for example 118, but starting frora_\-[5-chloro-7-(trifluoromethyl)[1,2,4]triazolo[1,5-a]pyridin-2-
yl]nicotinamide ((B7), 50 mg; 0.14 mmol; 1.8e & Ql%mnopen}@ne (86 pt; 0.73 mmol; 5.0 eq), heated
at 120C, to give the title compound as a white s mg>/,4_0@PLC Rt: 3.66 min (purity 96%).
LC/MS, W(ESI): 392.9, M(ESI): 391.0. Example 1 a o
NI5-(isopropylamino)-7-(trifluoromethy1)11,2,41triazololl,5-alpyridin-2- yllnicotinamide 1-oxide (137) A
mixture of nicotinoyl chloride 1-oxide (180.0 .12 mmol; 3.4 eq.) and N5-isopropyl-7-
(trifluoromethyl)[1,2,4]triazolo[1,5-a]pyridine-2 amine ((A17), 86.0 mg; 0.33 mmol; 1.0 eq.) in DCM (1
mL) in presence of pyridine (80 pt; 1.0 mmol; 3 €qg.) was heated in a sealed tube at 55C for 3h. Water was
then added to the mixture and the precipitate obtalnecrtz? s filtered, washed with water and DCM and
purified by Mass Directed AutoPrep. The title compou as obtained after lyophilisation as a white
powder (19 mgIesdgic cPpruRt:vaws Brepficd patiey 98, aneiedury MISCN¢E S1):-e3ample GbRY) sB1019)
Example 138 : Noln3¢3shyspxycysiahesdamined /mitiierongtiviat b3 dticnzalalis(®7), 50

alpyridin-2-ylinicotinamide formic acid
mg; 0.14 mmol; 1.0 eq.) and cyclohexanemethylamine (500 pl) as a white powder (27 mg;

44%). HPLC, Rt: 4.11 min. (purity 99.8%). LC/MS, M* (ESI): 419.4, M'(ESI): 417 4.
Example 78 : N-(6-bromo-5-methylj1.2.4]triazolo[1.5-a]pyridin-2-yl)nicotinamide

~ /N>—H N
Nep/ -
Ao

(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-dj)  11.54 (s, 1H), 9.13 (d, ] = 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, ] = 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:
[C13H10N5sOBr 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-hydroxycyclohexyl)amino][1,2,4]triazolo[1,5-a]pyridin-2-

vlinicotinamide
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(138) 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- ylinicotinamide ((B7), 50.0 mg;
0.14 mmol; 1.00 eq) and 3-aminocyclohexanol (Betapharma, 84 mg; 0.73 mmol; 5.00 eq), heated at
120C. HC1 (1.5 M) in MeOH (2 mL) was added to the solid residue and the salt was precipitated by
addition of Et20, filtered and dried under vacuum, purified by Mass Directed AutoPrep and lyophilized to
give the title compound as a mixture of cis :trans i asa white solid (11 mg, 18%). HPLC, Rt : 1.72
min (purity 48.9%, isomer A), 1.87 min. (purity 46:6%Ni B)/C S, 10E84 420.9, M(ER): 418.9.
Example 139 : N-{7-chIoro-543-hydroxyc¥%ohexyl) Hin01139,2,4 razololl,5-alpyridin2-ylinicotinamide
formic acid (139) The title compound was red following procedure and work up described for
example 118, but starting from N-(5,7-dich|o4]triazo|o[1,5-a]pyridin-2-yenicotinamide ((B10), 100
mg; 0.32 mmol; 1.0 eq) and 3-aminocyclohexanol (Betapharma, 187 mg; 1.62 mmol; 5.0 eq), heated at
120C, filtered and dried under vacuum, purified by Mag@®Directed AutoPrep and lyophilized to give the
title compound as a mixture of cis:trans isomers as a beige powder (9 mg, 7%). HPLC, Rt : 2.15 min

(purity 57.4%, ISOMGK Ay A AEIEY BHERK P ¢ SIMED B VS 0\ VHES HadB8 Al rSdp: 384-9-

Example 140 :
N-13-(cyclopropViansteyRiL @t tisrorbyalpy1idin tiapisRsinsagsy B 280 mea 02 iaehyldhsthb)methylib
enzargide (14d®1ETao (ad(eag:;ti@waﬁﬁ@t QQﬂE"éliJ)liﬁlﬂiN&jcé(@lgmgéaﬂﬁﬂﬂfg)QﬁOﬂB@(UHl%lé%leﬁ]}riaE@'O[1,5-
Mpyridine-2,5-diamine ((A18), 77 0.3 eg. ridine (0.063 mL, 1 2 mmo), 4 eq.) in
dichioromethar T fi ) VB AR A e Ohg DRSS, O G4 MG ORI, 2 eq.)
as a solution intdichloremseth@nel (hnaldldeopwised Tie cagssedsvassbappadh axdNeRteditoarefivns for
approximately 1, (o TH& IRARIOAITDANE WAS.GAPISY, 00NTR SlveRhemAVRLinasug, e residue
dissolved in DMSO (1.5 mL) and purified by reverse phase preparatory HPLC to give the title compound
as a white solid!65M g 5204y, geppeymdtwassggind aiietyty 200 Rt TIMS WHEED YA 19 R MESI)
417.2. Examplesd4}: HPLC, Rt: 2.14 min. (purity 98.0%). LC/MS, M'(ESI): 353.0, M"(ESI): 351.0.
N-13-(cyclopropylamino)-7-(trifluoromethy1)11,2,41triazololl,5-alpyridin2-y11-4-1(2-oxopyrrolidin-1-y1)met
hyllbenzamide (141) The,fitle compg as prepared following procedure and work up.described for
example 140 b ails 98 i K S azeloll S aly Sies
[(2-oxopyrrolidintiriddtetinitibenzoic acid (Enamine), oxalyl chloride and catalytic amount of DMF
following the procedure described for example 127, step,g)). The title compound was obtained as an
off-white solid (73.6 mg, 27%). HPLC, Rt: 2.43 mifff (p ﬁty}gﬁ %). L&/MS M(ESI): 459.2, M(ESI) 457.2.
Example 142: XN\ \
N-1-5-(cyclopropylamino)-7-(trifluoromethy1)11,2 4 Nriazolol5-alpyridin2-y11-6-pyrrolidin-1-ylnicotinamid
e

(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-ylamino)[1,2.4]triazolo]1,5-a]pyridin-2-
yl]benzamide
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NO (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-1-5-(cyclopropylamino)-7-(trifluoromethy1)11,2; iazolell,5-alpyridin2-y11-6-methylnicotinamide
(143) The title compound was prepared foIIowin@f: a rk up described for example 140 but
starting from 6-methylpyridine-3-carbonyl chloride!(prepared in from 6- methylnicotinic acid, oxalyl
chloride and catalytic amount of DMF followingthe procedure 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-16-(4-hydroxy-3-methoxypheny1)11,2, 41triazo|o|l 5(ghgyridin -2- y11 -4- (piperidin-1-ylmethyl)benzamide

(144) Step a) Formatjon of 6-13-(meth on 1X2 4fir oIo 1,5-
Syt b amir B S HRRTBI VRS NI BT S T S L B OTh S TRIG S ), 344
g, 16.1 mmol, lbeq stambgn&yian—BSrddﬂmbdyZbﬁmmola@d(ea@rgdlﬁQ 3 pbemahniid? dqB3yhtionig) and
cesium fluoride {£:34, 0, 48.6 Ml 6% Hi‘og;kgl%‘-‘é/-iﬁmﬁﬁ@ﬂ 8RRk E’@QIV‘Q%tPBl(g?‘l Ll gs added

bis- trlphenylphosphlne palladium dichlori mmol ). The vessel w urged with hitrogen,

capped and heates dtlMﬁr@bbﬁéﬁlW&fé@f@%é@?@&f?@/tﬁl#m&h@\éﬁﬁé XUk (YatHered
through celite wasihiagthe @qhkemyhﬂbw aﬁeﬁatmanéi wqﬂer} The 1esultingsfil ade wasextrantgd with

ethyl acetate (3 x,15 mL) ompined nic (Mg d con ed in vacuo.
The resulting reé(?c% %Qwasﬁ]n% c‘flblgl é}&?%lﬁﬂ?r%cmffﬁ’ p%? ? )aéﬁ 65@0 %mlgfﬁher 1:1)
to give the title condpHuHHIES, RﬂoﬂnWmsmhdn@ﬂtBEfm%ﬁ%ﬁ/MBLM (IESI)Z SR rhivI(LE Ty B6%.). LC/MS
MHESD: 347, M(ESI) 345.

Example 82 : N-[5-(cycloheptylamino)[1,2.4]triazolo[1,5-a]pvyridin-2-yl]-4-(morpholin-4-

yvimethyl)benzamide

(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-(cvclohexylthio)[1,2.4]triazolo[1.,5-a]pyridin-2-yl|nicotinamide
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Step b) Formation of N-(6-113-(methylaty)-4-[(phenylmethypatylpheny1X2 4firiazoloft 5- a
pyridin-2-y1)-4-(piperidin- hylmethyl)benzamide NO Toareactionvesselcontainingthe6- {3-(methyloxy)-4-
[(phenylmethypoxylphenyl11[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 . The reaction mixture was cooled and the solvent
removed in vacuo. The residue dissolved in DM m lj%@@pyriﬁed by reverse phase preparatory
HPLC to give N46-(4-benzyloxy-3-methoxy-phenyl)41,2,4 Hfriazelof1,5-a]pyridin-2-y1]-4-piperidin-1-
ylmethyl-benzamide as a white solid (14.9 . Step c¢) Formation of
N-[6-(4-hydroxy-3-methoxyphenylill ,2,41triazglo[1,5-alpyridin-2-y11-4- (piperidin- hylmethyl)benzamide
N-(6- {3-(methyloxy)-4-[(phenylmethypoxy]pheny11[1,2 4]triazolo[1,5-Mpyridin-2-y1)-4-
(piperidin-Eylmethyl)benzamide (14.9 mg, 0.027 mmo(B#as treated with trifluoroacetic acid (2 mL) and
the reaction mixtur Stirr The ion.mi - e d lvent
removed in vac)iljtg.%%ﬁéiﬁdﬁ%é%ﬁ%@iﬁég@ééoé?@3’521L gg}?&gé%m{egg\%%gﬁﬁg%sg%ﬂésfggp?g%aratory

HPLC to give tHEMtitleebrhfcdndadra Wikktd [§omd-\ 17as regfled ingynemit Cy gehex pianefierpiiritss 98%6). LC/MS
M(ESI): 458.2, Y{Eshofi5602eq Fxananlactiba: st 4rhyshas-Z-roeshaxyphaRYBroduct precipitated

11,2,41triazololl,5-alpyridin-2-yll -6- methvinicatinamide , (145) The title compound was prepared
following procedBP8 MR N e ibel Fa il ind 2t Poh s heth s ribid!3 carbony!

chloride (preparethjrpid@ Nk frowh@e meithy(Irticotinitieid Hokaly IReh D Aderand(padtiayy fié. )0 Wt/ MDMF

following the pr e I r ple 127, step a)). The title compound was obtained as a cream
solid (5.2 mg, 24 oggépfgsi%&igéﬁrgﬁ%@umy 98%). LC/MS M/(ESI): 376.1, M-(ESI) 374.1. Example

146: N-16-(4-hydroxy-3-methoxyphenyl)11,2,41triazololl,5-alpyridin-2-y11-4-
fa-oxopyrrolidingkuhpietRy!IeeRzaim @eins-4-hydroxyeyclohexyl)amino] [1,2.4] triazolo[1,5-a]pyridin-2-

vlinicotinamide
N=NC H
NN N\N
W,
UNH o
HO"

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-(cyclobutylamino)-7-(trifluoromethyl)[1.2.4]triazolo]1.5-a]pyridin-2-

vl|nicotinamide
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0 (146) The title compound was prepared following procedure and work up described for example 144 but
starting from 4-[(2-oxopyrrolidin-1-yemethyl]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: 4-1(dimethylamino)methyll-N-16-(4-hydroxy-3-
methoxypheny1)11,2,41triazololl,5-alpyridinF2-
following procedure and work up described for
4-dimethylaminomethyl-benzoyl chloride (prepareg, in DCNyfro [(dimethylamino)methyl]benzoic acid
(Enamine), oxalyl chloride and catalytic amod%yﬁ MF following the procedure described for example
127, step a)). The title compound was obtained as a white solid (13.7 mg, 45%). HPLC, Rt: 1.81 min
(purity: 97 %). LC/MS NE(ESI): 418.2, M-(ESI) 416.2 (E following additional compounds (Examples
148-182) of Table 1 have been prepared follow ng the above protocols. Table 1: Exam les of additional
Triazolonvridine' ko tilognaie ErdmpiereismadciotiewiNgmreocedure described for example 84, but starting

from N-[5-chloro-7-(trifluoromethyl)[1,2,4]triazolo[ 1,5-a]pyridin-2-yl]nicotinamide ((B7),
100 mg; 0.3 mmol; 1.0 eq.) and cyclobutylamine (125 pl; 0.150 mmol; 5.0 eq.) at 120°C for

[ (147) The title compound was prepared
144 byt starting from

30 min. under microwave irradiations. Solvents were removed under vacuum to dryness after
which the residue was triturated with water, filtered and washed with EtOAc to give the title
compound as a white powder (59 mg; 53%). "H NMR (DMSO-dy) d 11.4 (s, 1H), 9.15 (d, J =
2.2 Hz, 1H), 8.79 (dd, J = 1.5, 4.5 Hz, 1H), 8.35 (dt, J = 1.8, 7.9 Hz, 1H), 7.63-7.56 (m, 2H),
7.32 (bs, 1H), 6.36 (d, J = 1.5 Hz, 1H), 4.32-4.24 (m, 1H), 2.43-2.34 (m, 2H), 2.25-2.18 (m,
2H), 1.79-1.70 (m, 2H). HPLC, Rt: 3.20 min. (purity 94.8%). LC/MS, M'(ESI): 377.0, M’
(ESI): 375.0.

Example 86 : N-[5-(cyclohexylamino)[1.,2.4]triazolo[1.,5-a]pyridin-2-yl]-6-morpholin-4-

=N H
2N AN
N N\ / N O
o _/

~H

The title compound was prepared following procedure described for intermediate B1, but

ylnicotinamide

(86)

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-(cvclohexylamino)[1.2.4]triazolo[1.5-a]pyridin-2-vl]-4-

[(dimethylamino)methyl]benzamide
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El PLC purity (%) Rt (min) M+H (ESI) Appearance 148 N-15-{R1R2S)-2-
(hydroxymethyl)cyclohentllam ino)-7- (trifluoromethyl)I1 2,4linazolc41,5- a]pyridin-2-yl]nicolinamide
hydrochloride 91.9

= /N H \
)
: NH 0

The title compound was prepared following procedure described for example 82, but starting

from Ns-cyclohexyl[l,2,4]triazolo[1,5-a]pyridine-Z,S-diamine ((B8), 288 mg; 0.75 mmol; 1.0

ty)

eq.) and dimethylamine (2 mL, 2M solution in THF) as a yellow powder (91 mg, 31%).
HPLC, Rt: 2.65 min. (purity 97.4%). LC/MS, M (ESI): 393.1, M'(ESI): 391.1.

Example 88 : N-[5-(cyclohexylamino)|1.2.4]triazolo][1.5-a]pvridin-2-yl]-3-(morpholin-4-

N N O

2 H

e« SUCas
N N\N

o

88
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 ((BS), 173 mg; 0.75 mmol; 1.0

vlmethyl)benzamide

eqg.) 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-[(cyclopropylmethyl)amino]-7-(trifluoromethvyl)[1,2.4]triazolo[1.5-

a|pvridin-2-ylInicotinamide

é /N>—H N
N -
eV,
£NH
(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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3.5 435 white powder 149 N-15-(cyclopropylamino)-7- (trifluoromethy1)112,4linazolc41,5- a]pyridin 2
yl] 4 R4 hydroxypiperidin-1- yl)methyllbenzamide 93.6 2.4 475 pale yellow solid 150

mg; 0.15 mmol; 1.0 eq.) and (aminomethyl)cyclopropane (52 pl; 0.73 mmol; 5.0 eq.) as a
white solid (43 mg, 78%). HPLC, Rt: 3.19 min. (purity 78.6%). LC/MS, M'(ESI): 420.0, M"
(ESI): 418.0.

Example 90 : methyl trans-4-4[2- ridin-3-vlcarbonyl)amino]-7-

(trifluoromethyl)[1,2.4]triazolo[1.5-a]pyridin-5-ylJamino}cyclohexanecarboxylate

F = /N

>—H N
\ N\N/ -
O>_<\7_/}

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 pl; 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-(hydroxymethyl)cvclohexyl]amino}-7-
(trifluoromethyl)[1.2.4]triazolo[1,5-a]pyridin-2-vl]nicotinamide
F F N
o N=
F />—H =N
N N\N
\ 7/
NH 0
91

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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0 1110 N-15-(cyclopropylamino)-7- (trifluoromethyl)I1 2,4linazolc41,5- a]pyridin 2 yl] 4 (pyiTolidin 1
ylmethyl)benzamide 902 2 44 445 yellow solid 151 FN F ---, 0 aoa]pyridin N-I15-(cyclopropylamino)-7-
(trifluoromethyl)I1 2,4linazolc41,5-

Example 92 : N-]6-bromo-5-(cyclohexvlamino)[1.2.4]triazolo[1,5-a]pvridin-2-

vllnicotinamide

92)
The title compound was prepared following procedure described for intermediate B1, but
starting from 6-br0m0-N5-cyc10hexyl[l,2,4]triazolo[1,5-a]pyridine-Z,S-diamine ((A14), 616
mg; 1.99 mmol; 1.0 eq.) and nicotinoyl chloride hydrochloride (424 mg; 2.38 mmol; 1.2 eq.)
as a beige powder (99 mg, 12%). HPLC, Rt: 3.41 min. (purity 94.6%). LC/MS, M"(ESI):
416.9.

Example 93 : N-[5-(cvcloheptylamino)[1.2.4]triazolo[1,5-a]pyridin-2-vl]tetrahydro-2H-

pyran-4-carboxamide

%93)
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), 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]pvridin-2-

vlInicotinamide dihydrochloride
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2 yl] 6 (4 hydroxypiperidin-1- Anicolinamide 99 2 85 462 off-white solid 152 F F F -, Nr
N-15-(cyclopropylamino)-7- (trifluoromethy1)11 2,4linazolo11,5- a]pyridin 2 yl] 6 piperazin 1 ylnicolinamide
90 1 2 4 447 yellow solid 153

94)

N-(5-chloro[1,2,4]triazolo[ 1,5-a]pyridin-2-yl)nicotinamide ((B4), 141.00 mg; 0.52 mmol;
1.00 eq.), 2,2-dimethylethenylboronic acid (Synthonix, 102.96 mg; 1.03 mmol; 2.00 eq.),
cesium fluoride (156.53 mg; 1.03 mmol; 2.00 eq.) and bis(triphenylphosphine)palladium(II)
chloride (36.16 mg; 0.05 mmol; 0.10 eq.) were flushed with nitrogen in a sealed vial. THF
(degassed with nitrogen, 1.50 mL) and water (1 mL) were then added and the mixture was
heated at 120°C O/N in an oil bath. A solution of saturated NH4Cl was added and the reaction
mixture was extracted with EtOAc (twice). Combined Organic phases were washed with
brine, dried over magnesium sulfate, filtered and concentrated to give 186 mg of a yellow
foam. Hydrochloride salt was then obtained by addition of Et;O/HCI (1 M solution) to a
solution of this crude in DCM. The precipitate obtained was filtered and dried under vacuum
at 40°C to give the title compound as a beige solid (181 mg, 96%). HPLC, Rt: 2.05 min.
(purity 92.3%). LC/MS, M"(ESI): 293.9, M'(ESI): 291.9.

Example 95 : N-(3-0x0-3-{[5-(1H-pvrazol-1-v1)|[1.2.4]triazolo[1.5-a]pyridin-2-

vllaminolpropvl)benzamide

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-(3-4[5-(3-furyD[1,2.4]triazolo[1.5-a]pvridin-2-yl]Jamino}-3-

oxopropvl)benzamide

(96)
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F F -, N"-- 0 N-15-(cyclopropylamino)-7- (trifluoromethyl)I1 2,4linazolc41,5- a]pyridin-2-y1]-6-
(dimethylamino)nicolinamide 95.9 2.8 406 pale yellow solid 154 ar

The title compound was prepared following procedure and work up described for example 94
but starting from 5-(3-furyl)[1,2,4]triazolo[1,5-a]pyridin-2-amine ((A2), 43 mg; 0.27 mmol;
1.0 eq.) as a white solid (52 mg, 51%). HPLC, Rt: 2.72 min. (purity 84.8%). LC/MS,
M (ESI): 376.0, M"(ESI): 374.0.

Example 97 : N-(3-§[5-(2-furyD[1,2.4]triazolo[1.5-a]pvridin-2-yl]amino}-3-
oxopropyl)benzamide
=N H
/>_

o7
The title compound was prepared following procedure and work up described for example 94
but starting from 5-(2-furyl)[1,2,4]triazolo[1,5-a]pyridin-2-amine ((A16), 43 mg; 0.27 mmol,
1.0 eq.) as a white solid (51 mg, 42%). HPLC, Rt: 2.85 min. (purity 92.7%). LC/MS,
M(ESI): 447.0, M"(ESI): 445.0.

Example 98 : N-(3-{[5-(cyclohexylamino)[1,2.4]triazolo[1.5-a]pyridin-2-yl]amino}-3-
AN=NCH
oy
~N
H
9l I,

98)

oxopropvl)benzamide

The title compound was prepared following procedure and work up described for example 94
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-(trifluoromethyl[1.2.4]triazolo]1.5-a]pvyridin-2-

vl|nicotinamide
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0 N-16-bromo-5- (cyclopentylamino)112,4linazolor ,5- a]pyridin 2 yl] 6 morpholin 4 yInicolinamide 93 3.6
486 white solid 155 F FF --..  N-I5-(cyclopropylamino)-7- (trifluoromethyl)Ii1 2,4linazolc41,5- a]pyridin 2
yl] 6 morpholin 4 ylnicolinamide 98 341 448

F
F

=N
i x N\N/>_ H}/_@
\(NH o
%9
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 isopropylamine (43 mg, 0.73 mmol;

5.0 eq.) as a white solid (8 mg, 15%). HPLC, Rt: 3.09 min. (purity 87.7%). LC/MS, M'(ESI):
365.0, M'(ESI): 363.0.

Example 100 : N-[5-(sec-butylamino)-7-(trifluoromethyl)[1.2.4]triazolo]1.5-a]pyridin-2-

yllnicotinamide

NN H
i x N\N/>_ N}/,_Q
jNH 0

(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-(methylamino)-7-(trifluoromethyl)[1.2.4]triazolo[1.5-a]pyridin-2-

vl|nicotinamide
i
)N =N
~N-N
3 \ 7/
_NH

(101)

113



white solid 156 o Nr"Nr--- | N-I5- (cyclohentlamino)l1,2,4]triazolol1,5- a]pyridin 2 yl] 6
(dimethylamino)nicolinamide 96.4 2.65 380 off-white solid Table 1: Examples of additional
Triazolopyridine compounds (contd.) Example

The title compound was prepared following procedure and work up 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 methylamine (1.46 mL of a 2M
solution in MeOH; 0.73 mmol; 5.0 eq.) as a white solid (15 mg, 30%). HPLC, Rt: 2.47 min.
(purity 96.6%). LC/MS, M"(ESI): 337.0, M'(ESI): 335.0.

Example 102 : N-[8-(3-furyD)[1,2.4]triazolo[1,5-a]pyridin-2-yvl]benzamide

O

)

ZN=NCH

0
@)

(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-(cyclohexyloxy)[1.2.4]triazolo[1.5-a]pyridin-2-yl]-2-(3-

= /N H OMe
Q%
oy

The title compound was prepared following procedure and work up described for

methoxyphenyl)acetamide

(103)

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 pl; 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-(cvclohexvloxy)[1.2.4]triazolo[1.5-a]pyridin-2-yl|nicotinamide
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Structure Name El PLC purity (%) Rt (min) M+H (ESI) Appearance 157 .---N O telt butyl 4 /5 ({15
(cyclopropylamino)-7- (trifluoromethy1)11,2 4liriazolo11,5- a]pyridin-2-ylJamino)carbonyl)pyridin-2-
Apiperazine-1-carboxylate 98.8

S P
N -
peP e

The title compound was prepared following procedure and work up described for

(104)

intermediate B1 but starting from 5-(cyclohexyloxy)[1,2,4]triazolo[1,5-a]pyridin-2-amine
((A11), 268 mg; 1.15 mmol; 1.0 eq.) and nicotinoyl chloride hydrochloride (247 mg; 1.38
mmol; 1.2 eq.) as an off-white foam (230 mg, 59%). HPLC, Rt: 2.36 min. (purity 94.7%).
LC/MS, M (ESI): 336.1.

Example 105 : N-[5-(cvclohexylamino)[1,2.4]triazolo[1.5-a]pyridin-2-yl]-6-(2-pyrrolidin-

1-ylethyl)nicotinamide

CVN)—H N
N~ -
L AEAsaTe

The title compound was prepared following procedure described for intermediate B1 but

(105)

starting from Ns—cyclohexyl[l,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-(cyclohexylamino)|1.2.4]triazolo][1.5-a]pvridin-2-yl]-6-(morpholin-4-

yvlmethyl)nicotinamide

Step a) Formation of potassium 6-(hydroxymethyl)pyridine-3-carboxylate.

HO N o)
77 N\

o 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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4 547 brown solid 158 : o Il N-15- (cyclohexylamino)11,2,4]triazolo11,5- a]pyridin 2 yl] 4 R4
hydroxypiperidin-1- yl)methyl]benzamide 93.4 2.35 449 yellow oil 159

at rt for 3 h. The precipitate was collected by filtration and dried on under vacuum to give the

title compound as a white powder (3.6 g, 92%).

Step b) Formation of 6-(chloromethyl)pyridine-3-carbonyl chloride hydrochloride.

cl. N o)
7"\ Hcl
= cl

To a suspention of potassium 6-(hydroxymethyl)pyridine-3-carboxylate (96 mg; 0.50 mmol;
1.0 eq.) in DCM (1 mL) was added DMF (0.07 mg; 0.02 eq., 0.01 mmol). The mixture was
chilled at 0°C. Then oxalyl chloride (317 mg; 2.5 mmol; 5.0 eq.) was added dropwise and the
resulting mixture was stirred 4 h at rt. Evaporation of the solvent gave a black fine powder

without further purification in the next step.

Step c¢) Formation of N-[5-(cyclohexylamino)[l,2,4]triazolo[1,5-alpyridin-2-yl]-6-
(morpholin-4-ylmethyl)nicotinamide

_N
q )—H =N
N \ 7
NH O <\‘:>
J .
(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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N-15- (cyclohexylamino)11,2,4]triazolor ,5- a]pyridin 2 yl] 6 (4 fluoropiperidin-1- Anicolinamide 947 3.47
438 white solid 160 -_) N-I5- (cyclohexylamino)11,2,4]triazolor ,5- a]pyridin 2 yl] 6 (1H pyrazol 1
Anicolinamide 95.7 3.68 403 brown solid 161 ---..

Example 107: N-[5-(3-furyl)[1,2.4]triazolo[1,5-a]pyridin-2-yl]cyclopropanecarboxamide
The title compound was aquired from Biofocus DPI (UK) cat. number: 320 4252 0343.

//N

\N\ 2 <I

(107)
Example 108: N-[5-(3-thienyl)[1.2.4]triazolo[1.5-a]pyridin-2-yl]benzamide
The title compound was aquired from Biofocus DPI (UK) cat. Number: 320 4251 0074.

T O

(108)
Example 109: N-[5-(3-furyl)[1.2.4]triazolo[1.5-a]pyridin-2-yl|benzamide
The title compound was aquired from Biofocus DPI (UK) cat. number: 320 4251 0343.

=

T O

(109)
Example 110: N-[5-(3-furyl)[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.

=

b
Z4
ot
(110)
Example 111: N-[6-(4-hydroxy-3-methoxyphenyl)[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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01-Th "------- n-r* tert-butyl 415-({15- (cyclohexylamino)11,2 4]triazolor ,5-
a]pyridin-2-yllamino)carbonyl)pyridin-2- Apiperazine-1-carboxylate 95.4 3.85 521 off-white solid 162 F F _
0 ~r'-"o NI5-(cyclopropylamino)-7- (trifluoromethy1)11,2,4liriazolo11,5- a]pyridin 2 yl] 6 R3
hydroxypropyl)amino]nicolinamide 98.5 2.47 436 white solid

= /N
N N\N }_
HO

(111)

Example 112: N-[6-(4-hvdroxy-3.5-dimethylphenyl)[1.2.4]triazolo[1.5-a]pyridin-2-

vllnicotinamide

0

(112)

HO

The title compound was prepared following procedure described for example 113 but using
the N-(6-bromo-[1,2,4]triazolo[1,5-a]pyridin-2-yl)-benzamide ((B5), 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]pyridin-6-yl]-N-[2-

(dimethvlamino)ethyl]benzamide

s
el

(113)

To a reaction vessel containing N-(6-bromo-[1,2,4]triazolo[1,5-a]pyridin-2-yl)-benzamide

H
\N/\/N
| (@)

((B5), 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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163 -, NI5-(isopropylamino)-7- (trifluoromethy1)11,2,4liriazolo11,5- a]pyridin-2-yl]-6-(morpholin-4-
ylmethyl)nicolinamide 97.7 3.00 463 off-white solid 164 NI5-1(pyrrolidin-3-ylmethyl)amino]-7-
(trifluoromethy1)11,2,4liriazolo11,5- a]pyridin-2-yl]nicolinamide 80.8 2.26 406 yellow solid

preparatory HPLC to give the title compound as a white solid (30.4 mg, 24%). HPLC, Rt:
1.74 min (purity: 99 %). LC/MS M"(ESI): 429.3, M (ESI) 427.4.

Example 114 : N-[6-(1H-pyrazol-4-y1)[1,2.4]triazolo[1.5-a]pyridin-2-vl]benzamide

a—

N H
) o

IZ’Z

(114)
The title compound was prepared following procedure described for example 112 but strating
from N-(6-bromo-[1,2,4]triazolo[1,5-a]pyridin-2-yl)-benzamide ((B5), 95 mg, 0.3 mmol, 1
eq.) and 4-(4,4,5,5-tetramethyl-1,3,2-dioxaborolan-2-yl)-1h-pyrazole (Boron-Mol, 85 mg,
0.36 mmol, 1.2 mol eq.) as a white solid (6.2 mg, 7 %). HPLC, Rt: 2.26 min (purity: 99 %).
LC/MS M'(ESI): 305.2.

Example 115 : N-{5-|(cyclohexylmethyl)amino][1,2.4]triazolo[1,5-a]pyridin-2-

Cry

NH (0] N

vlinicotinamide

(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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165 -- N15- (cyclohexylamino)11,2,4]triazolo11,5- a]pyridin 2 yl]-4 (piperazin 1 ylmethyl)benzamide 908
2.17 434 yellow oil Table 1: Examples of additional Triazolopyridine compounds (contd.) Example
Structure Name El PLC purity (%) Rt

Example 116: N-{5-](4-hydroxycyclohexyDamino][1,2.4]triazolo[1.5-a]pvyridin-2-y1}-3-

methoxvbenzamide

NN H
s %
NH 0
0
/
HO

(116)

A sealed wvessel containing N-(5-bromo-[1,2,4]triazolo[1,5-a]pyridin-2-yl)-3-methoxy-
benzamide (69 mg, 0.20 mmol, 1 mol eq.), trans-aminocyclohexanol (35 mg, 0.30 mmol, 1.5
mol eq.), di-iso-propylethylamine (60 pL, 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 beige solid (27.5 mg, 36 %). HPLC, Rt: 1.86 min (purity: 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-yl]-2-furamide

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 pL, 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-(cyclobutylamino)[1,2.4]triazolo]1,5-a]pyridin-2-

vllnicotinamide

120



(min) M+H (ESI) Appearance 166 * OA N-15- (cyclohentlamino)11,2,4]triazolor ,5- a]pyridin 2 yl]-4 /(4
formylpiperazin-1- yl)methypenzamide 86.3 224 462 yellow oil 167 o NIS-(piperidin-3-ylamino)-7-
(trifluoromethy1)11,24]thazolol11,5- a]pyridin-2-yl]nicotinamide 92.2

(118)
The title compound was prepared following procedure described for example 84, but starting
from N-(5,7-dichloro[1,2,4]triazolo[1,5-a]pyridin-2-yl)nicotinamide ((B10), 100mg; 0.32
mmol; 1.0 eq) and cyclobutylamine (139 uL; 1.62 mmol; 5.0 eq) heated at 180°C for 1800s
after which solvents were evaporated under vacuum, then resuspended in water, filtered and
washed with EtOAc to give the title compound as a white solid (23 mg, 21%). HPLC, Rt:
2.95 min. (purity 96.7%). LC/MS, M"(ESI): 342.8, M (ESI): 340.9.

Example 119 : N-[7-chloro-5-(cyclopentylamino)[1.2.4]triazolo[1,5-a]pvyridin-2-

yllnicotinamide

Cl N
NNy
>N =
N ®
i NH o
(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 pL; 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-(cyclohexylamino)|1.2.4]triazolo[1.5-a]pyridin-2-

vllnicotinamide
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2.37 406 yellow oil 168 --,. -- N..----,,,a, :r N/ N /5 (sec butylamino)-7-
chlorol1,24]thazolo/15-a]pyridin-2-y1]-6 1(2- methoxyethyl)(methyl)aminoThicotinami de 96.6 3.16 432
white solid 169 0 --, 1

CoANNC |
N

N
TR
SN

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),

(120)

100 mg; 0.32 mmol; 1.0 eq) and cyclohexylamine (187 pL; 1.62 mmol; 5.0 eq) to give the
title compound as a white solid (26 mg, 22%). HPLC, Rt: 3.48 min. (purity 98.5%). LC/MS,
M"(ESI): 370.9, M"(ESI): 368.9.

Example 121 : N-[5-(sec-butylamino)-7-chloro[1,2.4]triazolo[1.5-a]pyridin-2-

yllnicotinamide

Cl N
Za— H
\N\/>_N o
(0] N

o

The title compound was prepared following procedure and work up described for example

(121)

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-(cyclopropylamino)[1,2.4]triazolo[1,5-a]pvyridin-2-

vllnicotinamide

Cl N
22— H
N —
\ N\N/>_

(122)
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N 15 (sec butylamino)-7- chlorol1,24]thazolo/15-a]pyridin-2-y1]-6 1(3-hydroxypropyl)amino]nicotinamide
98.7 2.49 418 white solid 170 o -.-, N /5 (sec butylamino)-7- chlorol1,24]thazolo/15-a]pyridin-2-y1]-6
morpholin-4-ylnicotinamide 98.2 3.5 430 white solid 171 ----..1 SIR,".-----"a., N /5 (sec butylamino)-7-
chlorol1,24]thazolo/15-a]pyridin-2-y1]-4 (1(2- methoxyethyl)(methyl)amino]methype nzamide

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 cyclopropylamine (113 pL; 1.62 mmol; 5.00 eq) to give the

title compound as a white solid (50 mg, 43%). HPLC, Rt: 2.59 min. (purity 92.6%). LC/MS,
M(ESI): 328.8, M (ESI): 326.9.

Example 123 : N-[5-[(2-methoxvethyDamino]-7-(trifluoromethyl)[1.2.4]triazolo[1.5-

a]|pvyridin-2-yllnicotinamide

(123)
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 2-methoxyethylamine (55.0 mg; 0.73
mmol; 5.0 eq), heated at 120°C, to give the title compound as a white solid (23 mg, 40%).
HPLC, Rt: 2.70 min. (purity 98.1%). LC/MS, M (ESI): 380.8, M'(ESI): 378.9.

Example 124 : N-[5-[(3-hydroxypropyl)amino]-7-(trifluoromethyl)[1,2.4]triazolo[1.5-

a]|pvyridin-2-yllnicotinamide

F \
F = — H
=
o N=y O
H/NH o N
OH
(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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96.1 2.27 446 yellow solid 172 CI ---NI N /5 (sec butylam in 0)-7- ch lo ro /1 ,2,4]triazo lo /1 ,5-a]pyrid in -
2-yl]-6-m et h yIn icotin am id e 93 3.14 359 pale brown solid 173 n.". N-17-chloro-5-
(isopropylamino)l1,24]triazololl1,5- a]pyridin-2-yl]nicotinamide 98.1 2.99

mmol; 5.0 eq), heated at 120°C, to give the title compound as an oftf-white solid (22 mg,
40%). HPLC, Rt: 2.05 min. (purity 96.2%). LC/MS, M"(ESI): 380.8, M"(ESI): 378.9.

F \
F 7 — H
>N =
Ny ®
J/NH 0 N
HO
(125)

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 ethanolamine (44 uL; 0.73 mmol; 5.0
eq), heated at 120°C, to give the title compound as a white solid (15 mg, 28%). HPLC, Rt:
1.91 min. (purity 97.9%). LC/MS, M'(ESI): 366.8, M"(ESI): 364.9.

Example 126 : N-[5-(dimethylamino)-7-(trifluoromethvl)|[1.2.4]triazolo[1.5-a]pvridin-2-

vlInicotinamide
F ¥ N
F 7 ~ H
>IN =
W
N ) N
(126)

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 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-(cyclohexylamino)[1,2.4]triazolo[1,5-a]pyridin-2-yl]-2-pvridin-3-

ylacetamide
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331 white solid 174 Rk-Eg/-NE-10 /TT' N /5 /(3 isopropoxyphenyl)amino]-7-
(trifluoromethy1)11,24]thazolo11,5- a]pyridin-2-yl]lnicotinamide 96 3.86 457 white solid Table 1:
Examples of additional Triazolopyridine compounds (contd.) Example Structure Name EI PLC purity (%)

Step a) Formation of pyridin-3-ylacetyl chloride

Oxalyl chloride (211. pl; 2.23 mmol; 1.2 eq.) was added to a suspension of 3-pyridineacetic
acid (255 mg; 1.86 mmol; 1.0 eq.) in DCM/DMF (5 mL:3 puL) maintained at 0°C under
nitrogen atmosphere. The reaction mixture was then stirred at rt for 1h. It was then
concentrated under reduced pressure. The solid obtained was used as such in amidation

reactions.

Step b) Formation of N-[5-(cyclohexylamino)[1,2,4]triazolo[1,5-a]pyridin-2-yl]-2-pyridin-3-

ylacetamide

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-(cvclohexylamino)[1,2.4]triazolo[1.5-a]pvyridin-2-vl]-4-(piperidin-1-

vimethyl)benzamide
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Rt (min) M+H (ESI) Appearance 175 N-15I(3-fluoro-4-methoxwhenyl)amino]
7-(trifluoromethy1)11,2 4liriazolor 5- a]pyridin-2-yl]nicolinamide 98.4 3.43 447 yellow solid 176
N-15-(13-(benzylont)phenyllamino)-7- (trifluoromethyl)I1 2,4liriazolo11,5- a]pyridin-2-yl]nicolinamide 98.3
4.02 505
(128)
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 triethylamine (104 pL, 0.75 mmol, 2.5 eq.) in acetonitrile (1 mL)
was added 4-piperidin-1-ylmethyl-benzoyl chloride (178 mg, 0.75 mmol, 2.5 eq) as a solution
in acetonitrile (2 mL), dropwise. The vessel was capped and stirred at room temperature for
approximately 16 hours. The solvent was removed in vacuo and the resulting solid dissolved
in methanolic ammonia (4 mL, 7 N) and stirred at room temperature for a further 16 hours.
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 beige solid (15.3 mg,
12%). Rt: 3.86 min (purity: 97 %). LC/MS M'(ESI): 433.2, M (ESI) 431.2 .

Example 129: N-[5-(cvclohexylamino)[1,2.4]triazolo[1.5-a]pvyridin-2-yl]-4-(pyrrolidin-1-

vlmethyl)benzamide

(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 pL, 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-(cvclohexylamino)[1,2.4]triazolo[1.5-a]pvridin-2-vl]-4-{[(2-

methoxvethyl)(methyl)amino]methyltbenzamide
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yellow solid 177 o -PI -IP N /5 (sec butylamino)-7- chloro/12,4]triazolor ,5-a]pyridin-2-yl]-4
(morpholin-4-ylmethyl)benzamide 93 2.46 443 white solid 178 0 IN 1'115-(isopropylamino)-7-
(trifluoromethy1)11,2,4liriazolo11,5- a]pyridin-2-y1]-6-methylnicolinamide 92 3.11 379 pale brown solid

(130)

To a reaction vessel containing 4-chloromethyl-N-(5-cyclohexylamino-[1,2,4]triazolo[1,5-
a]pyridin-2-yl)-benzamide ((B8), 90 mg, 0.23 mmol, 1 eq.) and N, N- diiospropylethylamine
(0.35 mmol, 61 pL, 1.5 eq.) in dioxane (3 mL) was added N-(2-methoxyethyl)methylamine
(0.28 mmol, 25 pL, 1.2 eq.) dropwise. The vessel was capped and the reaction stirred at room
temperature for 1 hour and heated to 80 °C for a further 15 hours. 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 light yellow solid (3.9 mg, 4%). HPLC, Rt: 3.46 min
(purity: 93 %). LC/MS M"(ESI): 437.2, M'(ESI) 435.2 .

Example 131: N-[5-(cyclohexylamino)[1,2.4]triazolo[1,5-a]pyridin-2-v1]-6-

G
-N
O
S \N H |/

N

(131)

methylnicotinamide

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-y1)-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]pyridin-2-yl]-6-[(3-

hvdroxypropyvl)amino]nicotinamide
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179 1 IN 6 chloro N /5 (isopropylamino)-7- (trifluoromethy1)11,2,4liriazolo11,5- a]pyridin-2-yl]nicolinamide
99.2 3.69 399 white solid 180 o N N- IN 6I(2-aminoethyl)amino] N /5 (isopropylamino)-7-
(trifluoromethy1)11,2,4liriazolo11,5- a]pyridin-2-yl]nicolinamide 96.3 2.37 423 yellow solid

: NH o
-N
SuTa]
N H
N N/ H/\/\OH

(132)

To a biotage initiator microvave vial (0.2-0.5 mL) containing 6-chloro-N-(5-
cyclohexylamino-[1,2,4]triazolo[ 1,5-a]pyridin-2-yl)-nicotinamide ( (B11), 0.27 mmol, 100
mg, 1 eq.), 3-aminopropan-1-ol (0.54 mmol, 0.028 mL, 2 eq.) and N, N-diiospropylethylamine
(0.54 mmol, 0.094 mL, 2 eq.) in butanol (2 mL), was capped and heated in a biotage initiator
60 microwave for 30 minutes at 180 °C, and a further 10 minutes at 210 °C. 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 (33.4 mg, 30%). HPLC, Rt:
2.37 min (purity: 92 %). LC/MS M"(ESI): 410.2, M"(ESI) 408.2 .

Example 133: N-[5-(cyclohexylamino)[1,2.4]triazolo[1.5-a]pyridin-2-yl]-6-[(2-

furylmethyl)amino]nicotinamide

NH o

A \N H | _ 0
(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-(cyclohexylamino)[1,2.4]triazolo[1,5-a]pyridin-2-vl]nicotinamide 1-

oxide

Step a) Formation nicotinoyl chloride 1-oxide
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181 --, N /5 (sec butylamino)-7- methyr 2,4liriazolo11,5-a]pyridin-2- yfinicolinamide 84.5 2.47 325 off-white
powder 182 o0 VL)--NrAO --r 1'145-15-7- methyr ,2,4liriazolo11,5-a]pyridin-2- yl]nicolinamide 67 2.15 311

off-white powder
@O
N\

0] Cl
The title compound was prepared following procedure described for example 127, step a),
but starting from nicotinic acid N-oxide (255 mg; 1.83 mmol; 1.0 eq.). The solid obtained was

used as such in amidation reactions.

Step b) Formation of N-[5-(cyclohexylamino)[1,2,4]triazolo[1,5-a]pyridin-2-

yl[nicotinamide 1-oxide

es

—
NH o N
7 °

(134)

A mixture of Ns-cyclohexyl[l,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-(trifluoromethyl)|1.2.4]triazolo[1,5-a]pyridin-2-

vl]-2-pvyridin-3-ylacetamide 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 pL) in DCM (1.00 mL) was heated at 55°C for 3h in a sealed tube. Water
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Assays Example 183: Enzyme Inhibition Assays (in vitro ASK1 assays) Assays were performed in a 384
well plate (Coming, #3654) format, using the human recombinant ASK1 as an enzyme and MBP (myelin
basic protein, Upstate/Millipore, #13- 104) with ATP as substrates. Assay read out was the measurement
of the amount of ATP remaining after stopping the reaction, using a luciferase-based kit from Cambrex.
Materials and Methods Compounds to be tested were dissolved in 100% DMSO at a concentration of 10

mM. SubsequehtdiriisAscibigepEiterinfedintasovs DS Edini BioWidleRR WolkéhitfoHimssit of
diluted compouodivehicleafoRMSG) snasidistibiiad (am 3dacvaliplatrch phobsubstatae (ATP 7.5
jiM, MBP 450 n G:)L diluted in A%Slt< ?uff.er (12(} mM pis Cl'EhH 7.4,0.001% B tjJr'35, 0,01% BSA, 5mM
MgC12, 1 mM DL- flothreitsh) Wete'dtea, oﬂ%%v%datﬁ? ‘f)v OPAUNTAN e S n‘ﬁ%ﬁ%g%fe nl?yme (22.5
ng/mL) diluted IM&BK Ibuffer indoftie@idStaf the refaetibrVThduteationsraddiat T8E mhuies ar80C

before the additign. o .lily QfHQP AAULINAERMPrex: _#ﬂe&%ﬁ@?e%%asl%éh OJIJ?MQ&‘%T%QEF&%&“ reagent

(Cambrex #LT23- 233) were added. After 120 min of incubation, luminescence was'measured on a

Perkin-Elmer VidtoVE&SktibHdbMitetbicryhandedeis tapdeofaditnedtivissarstiie b thee fiivr e ditiee
observed in thecprgssneaoiselramicléaiPMS Ry aose was determined. The IC50 values for inhibition

were determined.in triplicates on at leas e te accasjons. The results ar ressed in terms of
(G50 (o concaiAOH ot SoMBLLP Tochifca o oS o CObS BeblLeuh S e TR abe e
presented in Tdklel2; Pejowsfo dttipHutidSonfeEodnUIa0(B7%babld.289C 30 BnoAGBKHoumaNM Hxarhple 184:
Lipopolysacchaﬂq%gbf@-li@%%d TNFot release assay in mice 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 scavengeadipial sy ORejNciyinysifiDamimbVR@- alRventie ieoyce Mnedeteed TNFa release

in mice. ASK1 mediates free radical pathways. Based on this mechanism, the blockade of ASK1 by
specific inhibit L Yede | ced TNFa release in mice. Method ~ Female C3H mice
(Elevage Janvier) (8 week old), received E..Coli's LPS (0111:B4, Sigma, 0.3 mg/kg, ip) after the
administration of the test articles. Ninety mi ~thenanimals were sacrificed and the blood was
sampled. Plasma levels of TNFa were determined s usi n ELISA kit (R&D). LPS was
solubilized in sterile saline. Protocol The test articles wére suspended in 0.5% CMC/0.25% Tween 20
and administered 15 mm prior the challenge o by oral route at the doses of 3 to 30 mg/kg. Control
animals received the vehicle. In time course experiments, the test articles were administered 15 min to 4
hrs prior the challenge of LPS. Dexamethasone (0.1 mg/kg, po) was used as reference. Summary of the
experimental design (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-(isopropyvlamino)-7-(trifluoromethyl)[1,2.4]triazolo[1,5-a]pyridin-2-

vllnicotinamide 1-oxide
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The animals were divided into 5 groups (6 mice each group): Group 1: (control LPS) received 0.5%
CMCJ/0.25% tween-20 and injection of LPS; Group 2: Experimental group (Compound of the invention
Dose 1 is 3mg/kg) received a compound of the invention and injection of LPS; Group 3: Experimental
group (Compound of the invention Dose 2 is 10mg/kg) received a compound of the invention and injection
of LPS; Group 4: Experimental group (Compound of the invention Dose 3 is 30mg/kg) received a
compound of the invention and injection of LPS; GrOL@@)Reference group received the reference

compound (demmﬁhas@mﬁ)caﬂﬂoweﬂmwﬂe%e @@b;ulaigom Inhikitionsof dNRadaeaspw@a-oalculated
as follows: % in Q jtion = i ETNF réllre TNFg %\1 ot c entrat on 51 group 1
(pg/ml), TNFot 4 Bt c}'n)c!e ral {ba%qr? rou g m a%fees« ?:’e age %f |6pf|o?1 o]f
LPS-induced wamﬂéa&ellmmlmmysemapﬁwd&nﬁ (ke iy amiamd&xarp)evbosetgh gikgycRlodte %
inhibition ExalelgeZatS 95°C for 3h. Water was then added to the mixture and the precipitate obtained was

filtered, washed with water and DCM and purified by Mass Directed AutoPrep. The title

compound was obtained after lyophilisation as a white powder (19 mg, 15%). HPLC, Rt: 3.13

min. (purity 99.4%). LC/MS, M'(ESI): 380.9, M*(ESI): 379.0.

Example 138 : N-[5-[(3-hyvdroxvcyclohexyl)amino]-7-(trifluoromethyl)[1.2.4]triazolo[1.5-

a|pvyridin-2-yllnicotinamide formic acid

(138)

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), 50.0 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,O, 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-hydroxvcyclohexyDamino][1.,2.4]triazolo[1.5-a]pyridin-

2-vlinicotinamide formic acid
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po 49+8 Example 30 30 po 43+3 Formulations Preparation of a pharmaceutical formulation Formulation
1 - Tablets A compound of Formula (l) 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 240-270 mg tablets (80-90 mg of active compound according to the invention per tablet) in
a tablet press. Formulation 2 - Capsules A compound of Formula (1) is admixed as a dry powder with a
starch diluent in an approximate 1:1 weight rafid: tune is filled into 250 mg capsules (125 mg of
active compound according to the invention per:g;ﬁ% F éﬁ 3 - Liquid A compound of Formula
() (1250 mg), sucrose (1.75 g) and xanth 4 gum (4'mg) ar , passed through a No. 10 mesh U.S.
sieve, and then mixed with a previously pre \t ution of mlcrocrystalllne cellulose and sodium
carboxymethyl cellulose (11:89, 50 mg) in wa odium 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 (1) is(mﬂmixed as a dry powder with a dry gelatin binder
in an approxim ht ratio. A mlnor nt.of magnesium stearate is added as a Iubrl ant. The
mixtore s ormadiE o B g e (LB A P e P SR B e o i
a tablet press. RdBmittiorise ]ﬁq]@chloﬁ 7-dichloro[1,2,4]triazolo[ 1,5-a]pyridin-2-yl)nicotinamide ((B10),

100 mg; 0.32 mmol; 1.0 eq) and 3-aminocyclohexanol (Betapharma, 187 mg; 1.62 mmol; 5.0
eq), heated at 120°C, 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 beige powder
(9 mg, 7%). HPLC, Rt : 2.15 min. (purity 57.4%, isomer A), 2.28 min. (purity 34.7%, isomer
B). LC/MS, M'(ESI): 386.9, M"(ESI): 384.9.

Example 140 : N-[5-(cvclopropyvlamino)-7-(trifluoromethyvl)[1.2.4]triazolo[1,5-a]pvridin-

2-vl]-4-](dimethylamino)methyl]benzamide

= 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-(cvclopropylamino)-7-(trifluoromethyl)[1.2.4]triazolo[1.5-a]pyridin-

2-vl]-4-](2-oxopvrrolidin-1-yDmethyl]benzamide
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A compound of Formula (l) is dissolved in a buffered sterile saline injectable aqueous medium to a
concentration of approximately 5 mg/ml. Claims 1. A triazolopyridine compound of formula I:  Formula
() wherein R1 is selected from a. hydrogen; b. Ci-C6-alkyl; c. C2-C6-alkenyl optionally substituted with
Ci-C6-alkyl; d. -NR6R7; e. C3-00-cycloalkoxy, Ci-C6-alkoxY; f. C3-00-cycloalkyl sulfanyl, CI-C6-alkyl
sulfanyl; and g. 5 or 6-membered heteroaryl having at least one heteroatom selected from N, S and 0,
said heteroaryl being optionally substitutemith C1-C6 alkyl, halogen, or Ci-C6 alkoxy; R2 is selected

from NH o
>SN-N 0
S>—N
F =N H N
F
F

(141)
The title compound was prepared following procedure and work up described for example
140 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 an off-white solid (73.6 mg, 27%). HPLC, Rt: 2.43 min (purity: 94
%). LC/MS M'(ESI): 459.2, M"(ESI) 457.2.

Example 142: N-[5-(cvclopropylamino)-7-(trifluoromethyl)[1,2.4]triazolo[1.5-a]pyridin-

2-vl]-6-pyrrolidin-1-ylnicotinamide

NH o
~N
ZaN N ~
F =\ H | B

(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-(cvclopropylamino)-7-(trifluoromethyl)[1.2.4]triazolo[1.5-a]pyridin-

2-vl]-6-methylnicotinamide
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a. hydrogen; b. halogen; c. aryl optionally substituted with R10, R11 and/or R12; and d. 5 to
10-membered heteroaryl having at least one heteroatom selected from N, S and 0 and optionally
substituted with C1-C6 alkyl; or R1 and R2 taken together form a -C=C-C=C- group-; R3 is selected from
a. hydrogen; b. halogen; and c. Ci-C6-alkyl optionally substituted with at least one fluoro; R4 is selected
from a.hydrogen; and b.5 or 6-membered heteroaryl having at least one heteroatom selected from N, S
and 0; R5 is selected from a. Ci-C6-alkyl optmlly substituted with at least one of the following groups i.
alkoxycarbonyl, Ci-C6-alkoxY, iii. -NC(0)R' wher&\H R is aryboptionally substituted with Ci-C6-alkyl, iv.

benzyloxy; - N/N\>_N ~
Fo x> H |
F N

F
(143)

The title compound was prepared following procedure and work up described for example

140 but starting from 6-methylpyridine-3-carbonyl chloride (prepared in DCM from 6-

methylnicotinic acid, oxalyl chloride and catalytic amount of DMF following the procedure

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-hydroxy-3-methoxyphenyl)[1,2.4]triazolo[1.5-a]pyridin-2-vl]-4-

(piperidin-1-vlmethvl)benzamide

O/
HO
@)
Z>N-N
S>—N
S \N H N

(144)
Step a) Formation of 6-{3-(methyloxy)-4-[(phenylmethyl)oxy]phenyl}[1,2,4]triazolo[1,5-

a/pyridin-2-amine

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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b. aryl-Ci-C6-alkyl; c. 5 or 6-membered heteroaryl-Ci-C6-alkyl having a heteroatom selected from N, S
and 0 optionally substituted with Ci-C6-alkyl, halogen or Ci-C6-alkoxy; d. C3-C6-cycloalkyl optionally
substituted with phenyl; e. 3 to 8-membered heterocycloalkyl having a heteroatom selected from N, S and
0 optionally substituted with an acyl group; f. aryl optionally substituted with at least one of the following
groups i. Ci-C6-alkyl, ii. halogen, C1-C6-alkoxY, iv. perfluoro-Ci-C6-alkyl, v. at least one Ci-C6-alkoxy
optionally subs &WM@&IC@%WWMB%Q% apf! panSEYIrale Ces iR SaHIHYE FIdURINE(0)

Ci-C6-alkyl, @ﬁ@h@dkwmlama@@faﬂlgs(éﬂiﬁqwai@mnw@n Mdﬁ:lr@ﬁtalg% the title
N(Ci-C6- alky1)2 N(Ci-C6-alky] C| C6-alk Ik het tuen 6- | can be
the same or dlff:ereé?un d' Wﬁ elntfh%o \X!/ ?Z% gr@ rﬁ%&lf orm’ a to gn Be‘/r Baﬁgétgf oalkyl
with the N to wiNEKEBIRy3d7e MitaShett fo and whereln the heterocycloalkyl is optionally substltuted with
C1-Cé6-alkyl or with hydroxy, x.-N(Ci-C6-alkyl) (Ci-C6-alkoxy-Ci-C6-alkyl), xi. 5 to 6-membered

heterocycloalkys/&i-G6 ralkybhaying B fieteroatomossleciesh o mMmpneDiphenyi}[1,2, 4] triazolo[ 1, 5-
alpyridin-2-yl)-4-(piperidin- 1-ylmethyl) benzamide

QO“H*@@

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 c¢) Formation of N-[6-(4-hydroxy-3-methoxyphenyl)[1,2,4]triazolo[1,5-alpyridin-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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xii. amido-C1-C6-alkyl; g. 5 to 10-membered heteroaryl having at least one heteroatom selected from N,
0 or S optionally substituted with halogen; and h. pyridinyl optionally substituted with at least one of the
following groups i. halogen, Ci-C6-alkyl, ill. amino-Ci-C6-alkyl wherein amino is selected from -NH2,
-NHCI-C6-alkyl or -N(Ci-C6-alky1)2, wherein the two substituents Ci-C6-alkyl can be the same or
different, and whereln the two substltuents may form a 3 to 8- membered heterocycloalkyl with the N to
which they are &X3ghag saBiati lctodl atioadl L2 \

hydroxy, iv. NH.@iudrﬂxytﬁ;hﬁ;ﬁf@Ikyl) V. NH -(5- membered heteroaryl C| C6 aIkyI havmg as heteroatom
0), vi. 5 or 6-membered heterocycloalkyl-Ci- C6 -alkyl having at least one heteroatom selected from 0 and
N, vii. 5 or 6-membered heterocycloalkyl haﬂng at least one heteroatom selected from 0 and N optlonally
substituted with hydroxy, -C(0)OR' wheth '
-NH(ammo-Ci-C6-alkyl), x. -N(Ci-C6-alkyl
with one or two hydroxy groups, b. phenyl option y bs}_ij
halogen Ci-C6-alkyl,or

(145)
The title compound was prepared following procedure and work up described for example
145 but starting from 6-methylpyridine-3-carbonyl chloride (prepared in DCM from 6-
methylnicotinic acid, oxalyl chloride and catalytic amount of DMF following the procedure
described for example 127, step a)). The title compound was obtained as a cream solid (5.2

mg, 24%). HPLC, Rt: 1.52 min (purity: 98 %). LC/MS M'(ESI): 376.1, M*(ESI) 374.1.

Example 146: N-[6-(4-hydroxy-3-methoxyphenyl)[1.2.4]triazolo[1.5-a]pyridin-2-yl]-4-

[(2-0xopvrrolidin-1-yDmethyl]benzamide

O/
HO
O
Z>N-N
S—N
NS \N H N
o

(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)methyl]-N-[6-(4-hydroxy-3-

methoxyphenvl)|[1.2.4]triazolo][1.5-a]pvyridin-2-yl]benzamide
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C1-Cé6-alkoxY; c. 5 or 6-membered heterocycloalkyl having a heteroatom selected from 0 and N
optionally substituted with C1-C6-alkyl; d. C3-00-cycloalkyl optionally substituted with 128; and e.
-(CH2)RO wherein n equals 1, 2 or 3; R7 is a. hydrogen or b. Ci-C6-alkyl; or R6 and R7 can form a 3 to
8-membered heterocycloalkyl with the N to which they are attached to and wherein the heterocycloalkyl is
optionally substituted with C1-C6- alkyl; R8 is selected from a.hydrogen; b.hydroxy; c. C1-C6-alkyl
optionally substituted with hydroxy; d.C(0)0«Ci-C6-alkyl; and e.-NF121 R9 is selected from a.
C3-00-cycloalkyl optionally substitutedhgvith an unsubstituted CI -06-alkyl; b. 5 or 6-membered
heterocycloalkyl having a heteroatom seI from N and O gptionally substituted with C1-C6-alkyl; c.5 or
6-membered heteroaryl having a heteroatom setected \9_ nd-Q optionally substituted with
Ci-C6-alkyl; d. phenyl; =

/N\

(147)
The title compound was prepared following procedure and work up described for example
144 but starting from 4-dimethylaminomethyl-benzoyl chloride (prepared in DCM from 4-
[(dimethylamino)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 (13.7 mg, 45%). HPLC, Rt: 1.81 min (purity: 97 %). LC/MS
M"(ESI): 418.2, M (ESI) 416.2
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R10, R11 and R12 are each independently selected from a. hydrogen; b. halogen; c. hydroxy; d.
Ci-C6-alkyl; e. Ci-C6-alkoxY; f. cyano; g. -C(0)NH(Ci-C6-alkyl)amino wherein the amino is -N(C1-13)2);
and h.-NF12. 2. A triazolopyridine compound according to claim 1 wherein R1 is selected from a.
hydrogen; b. Ci-C6-alkyl; c. C2-C6-alkenyl optionally substituted with Ci-C6-alkyl; d. -NR6R7; e.

C3-C8-cycloalkoxy; f. CB¢C8-§{QIoaIkyI sulfanyl; and g. 5 or 6-membered heteroaryl having at least one
heteroatom seldétetpHringa I&ﬁaabcer?%ma y Estire iR 2 RER RN have been prepared

following the above protocols.
Table 1: Examples of additional Triazolopyridine compounds

Example

Structure

Name

HPLC
purity
(%)

Rt
(min)

M+H
(ESI)

Appearance

148

RAC

3
F

NN

N =
Sva

\_/

1 J W

Cr

o

N-[5-{[(1R,2S)-2-
(hydroxymethyl)cyclohexyl]amino}-7-
(trifluoromethyl)[1,2,4]triazolo[1,5-
a]pyridin-2-yl]nicotinamide
hydrochloride

91.9

3.5

435

white powder

149

x@”}*@\
v Q

o

N-[5-(cyclopropylamino)-7-
(trifluoromethyl)[1,2,4]triazolo[1,5-
a]pyridin-2-yl]-4-[(4-hydroxypiperidin-1-
yl)methyllbenzamide

93.6

24

475

pale yellow solid

150

Baatet

N-[5-(cyclopropylamino)-7-
(trifluoromethyl)[1,2,4]triazolo[1,5-
a]pyridin-2-yl]-4-(pyrrolidin-1-
ylmethyl)benzamide

244

445

yellow solid

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

99

462

off-white solid

152

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

90.1

24

447

yellow solid

153

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

95.9

28

406

pale yellow solid

154

N-[6-bromo-5-
(cyclopentylamino)[1,2,4]triazolo[1,5-
a]pyridin-2-yl]-6-morpholin-4-
ylnicotinamide

93

3.6

486

white solid

155

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

98

3.41

448

white solid

156

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

96.4

2.65

380

off-white solid
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R2 is selected from a. hydrogen; b. Cl or Br; c. aryl optionally substituted with R10, R11 and/or R12; and
d. 5, 6 or 9-membered heteroaryl having at least one heteroatom selected from N, S and 0 and optionally
substituted with C1-C6 alkyl; or R1 and R2 taken together form a -C=C-C=C- group-; R3 is selected from
a.hydrogen; b.chloro; bromo; c.methyl; and d.CF3; R4 is selected from a. hydrogen; and b. furanyl; R5 is
selected from a. Ci-C6-alkyl optionally substituted with at least one of the following groups i.

alkoxycarbony! Tekled: dikgples oRadeitioyr! Wirsrdnpyriding SaaprisMaNngosibstituted with Ci-C6-alkyl, iv.

: v|-Ci-C6-alloyl:
benzyloxy; b. apA-Ci-C6-alkyl; ) R
Example Structure Name purity (min) (ES)) Appearance
(%)
F
F o
7 /N% | tert-butyl 4-[5-({[5-(cyclopropylamino)-7-|
Y ; i _
157 NG (tr|f|u_or_omethyl)[1,2,4]tr|azolo[1,5_ _ 98.8 4 547  |brown solid
\ a]pyridin-2-ylJamino}carbonyl)pyridin-2-
{ K/NT‘ﬁ/ ylpiperazine-1-carboxylate
o
o
S e sYS N
SN (cyclohexylamino)[1,2,4]triazolo[1,5- "
158 I alpyridin-2-yl]-4-[(4-hydroxypiperidin-1- | 934 | 235 | 449 |yellow ol
Cr yl)methyllbenzamide
[e]
= /N/>; | ~ N[5
159 N (- (cyclohexylamino)[1,2,4]triazolo[1,5 947 | 347 | 438 |white solid
N ’O\ a]pyridin-2-yl]-6-(4-fluoropiperidin-1-
O/ . yh)nicotinamide
o
GN/* © (o
NN (cyclohexylamino)[1,2,4]triazolo[1,5- .
160 ! v NQN\) alpyridin-2-yl]-6-(1H-pyrazol-1- 95.7 | 368 | 403 fbrown solid
O/ = yhnicotinamide
~ /N% ~ tert-butyl 4-[5-({[5-
o AN M . _
161 ¥ N (cyclohexylamino)[1,2,4]triazolo[1,5 954 | 385 | 521 |off-white solid
N K/ a]pyridin-2-ylJamino}carbonyl)pyridin-2-
yllpiperazine-1-carboxylate
O/ 'How/cﬁ/
E
o
K@éh‘f N N-[5-(cyclopropylamino)-7-
Vi (trifluoromethyl)[1,2,4]triazolo[1,5- . .
SN \
162 o alpyridin-2-y1]-6-[(3- 985 | 247 | 436 |white solid
«N hydroxypropyl)amino]nicotinamide
: F
NN N-[5-(isopropylamino)-7-
Y N —N D : _
163 ¥ (trifluoromethyl)[1,2 4]triazolof1,5 977 | 300 | 463 |offwhite solid
4\ / a]pyridin-2-yl]-6-(morpholin-4-
\<N & > ylmethyl)nicotinamide
o
kL o
AN,
Aﬁb‘/} | N N-[5-[(pyrrolidin-3-ylmethyl)amino]-7-
164 N & (trifluoromethyl)[1,2,4]triazolo[1,5- 80.8 2.26 406 |yellow solid
6 a]pyridin-2-yl]nicotinamide
N
N
~ N i i -
165 (cyclohexylamino)[1,2,4]triazolo[1,5 908 | 217 | 434 |yellow oil
N a]pyridin-2-yl]-4-(piperazin-1-
U [D ylmethyl)benzamide
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c. 5 or 6-membered heteroaryl-Ci-C6-alkyl having a heteroatom selected from N, S and 0 optionally
substituted with Ci-C6-alkyl, halogen or Ci-C6-alkoxy; d. C3-C6 cycloalkyl optionally substituted with
phenyl; e. 3 to 8-membered heterocycloalkyl having a heteroatom selected from N, S and 0 optionally
substituted with an acyl group; f. aryl optionally substituted with at least one of the following groups i.Ci
-C6-alkyl, ii. halogen, C1-C6-alkoxY, iv. perfluoro-Ci-C6-alkyl, v. at least one Ci-C6-alkoxy optionally
substituted withl@Ried: dirkenplearsAgitivnaphersalapyisiforRnrarndNCoE)-C6-alkyl, ix.

amino-Ci-C6-alkyl-wi - = -C6-alieyl - N(CI-C6-alky1)2
N(Ci-C6-alkyl)(Bi=G61alkoxy-Ci-@6«alkyl), and the two swbstituents Creq -alkyl an|besthesgme or
different, and wherein the two substittents may form a 3 to 8-memhiered| heterocydioalkyrwith the N to
which they are pttach 9 egocycloalkyl is optignally substituted with CiiC6-alkyl or
with hydroxy, X. -#(Ci EirBaIRYE R s to| Bementhered |veiowo
heterocycloalkyl-Ci-C pPficeereeted from N and O xii.|amidp-C1-C6-alkyl; g.5 to
10-membered heterogry bteroatom selected from N optionally substituted with
halogen; and
N-[5-(piperidin-3-ylamino)-7-
167 (trifluoromethyl)[1,2,4]triazolo[1,5- 92.2 2.37 406 |yellow oil
a]pyridin-2-yl]nicotinamide
N-[5-(sec-butylamino)-7-
chloro[1,2,4]triazolo[1,5-a]pyridin-2-yl]-6:
168 [(2- 96.6 3.16 432  |white solid
methoxyethyl)(methyl)amino]nicotinami
de
Cl. = /N>7
N o N-[5-(sec-butylamino)-7-
169 N 'kN/ ‘ - N chI[orc()S[‘Ie,c2,4L;t|};:zn;II2f’1),5—a]pyridin—2—yl]—6 98.7 2.49 418  |white solid
j/N [(3-hydroxypropyl)amino]nicotinamide
O AN ‘0
“ k/>* ‘ = N-[5-(sec-butylamino)-7-
170 N N m chloro[1,2,4]triazolo[1,5-a]pyridin-2-yl]-6{ 98.2 35 430 [white solid
j/N 5 morpholin-4-ylnicotinamide
O AN { N-[5-(sec-butylamino)-7-
\Qh: />* | chloro[1,2,4]triazolo[1,5-a]pyridin-2-yl]-4-
171 " e 961 | 227 | 446 |yellow solid
N methoxyethyl)(methyl)amino]methyl}be
\[ nzamide
a )
\@i‘% \ N-[5-(sec-butylamino)-7-
172 N chloro[1,2,4]triazolo[1,5-alpyridin-| 93 3.14 359 |pale brown solid
j/N 2-yl]-6-methylnicotinamide
o
z )/>— N-[7-chloro-5-
173 NN (isopropylamino)[1,2,4]triazolo[1,5- 98.1 2.99 331 [white solid
\l/N a]pyridin-2-yl]nicotinamide
i / j\© N-[5-[(3-isopropoxyphenyl)amino]-7-
174 N (trifluoromethyl)[1,2,4]triazolo[1,5- 96 3.86 457  |white solid
Q/ a]pyridin-2-yl]nicotinamide
K(
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h. pyridinyl optionally substituted with at least one of the following groups i. halogen, Ci-C6-alkyl
optionally substituted with a 5 or 6-membered heterocycloalkyl having at least one heteroatom selected
from 0 and N, iii. 5 or 6-membered heterocycloalkyl having at least one heteroatom selected from 0 and
N, iv. -NH(hydroxy-Ci-C6-alkyl), v.-NH-(5-membered heteroaryl-Ci-C6-alkyl having as heteroatom 0),
vi. 5 or 6-membered heterocycloalkyl-Ci-C6-alkyl having at least one heteroatom selected from 0 and N,
vii. 5 or 6-memiJétde hé@é?ﬁlﬂ}%‘{d’él%%‘ﬁa%ﬁErétq‘éagfqﬁigéeﬁ@@?@}i’ﬁéﬁ{%&@ded from 0 and N optionally
substituted with-hydroxy, -C(0)OR wherein R"is ino, iXx.
-NH(am no-Cl-()ﬁwalkyI), X. N(@m«@@ alky1)2; R6 is sele@ted from al. @iC ﬁf,alkﬁl‘ b tmmﬂyesubstltuted
with one or two[nydrgxy groups, b. phenyroptionally substituted withr at feast pne o ving groups i.
halogen, Ci-C6talkyl, xY:ic. 5 Or&m%m?‘%&d he?y&a‘?{% cycloalkyllhaving a heterpatom
selected from ( and | Substituted W"E';g;[?;; 2y|]n.cot.nam£‘ é:&s@&;-wclo&l’kwe@pﬁ@naﬂy substituted
with 128; and

N-[5-{[3-(benzyloxy)phenyl]lamino}-7-
(trifluoromethyl)[1,2,4]triazolo[1,5- 98.3 4.02 505 |yellow solid
a]pyridin-2-yl]nicotinamide

176

>7%/\\\©\/N\) N-[5-(sec-butylamino)-7-

chloro[1,2,4]triazolo[1,5-a]pyridin-2-yl]-4: 93 2.46 443  |white solid
(morpholin-4-yimethyl)benzamide

F e o =
F Z /N/>7N>_Qi N-[5-(isopropylamino)-7-
178 SN (trifluoromethyl)[1,2,4]triazolo[1,5- 92 3.1 379 [pale brown solid

a]pyridin-2-yl]-6-methylnicotinamide

177

E
F o
F NN ) = + .
\ 6-chloro-N-[5-(isopropylamino)-7-
179 ~ N\.\/(\ : (trifluoromethyl)[1,2,4]triazolo[1,5- 99.2 3.69 399  |white solid
N

a]pyridin-2-yl]nicotinamide

6-[(2-aminoethyl)amino]-N-[5-

F
F [}
NN = N ; i
(isopropylamino)-7-
180 N k,\/r\ \ ¢/ N/\/ (trifluoromethyl)[1,2,4]triazolo[1,5- 96.3 2.37 423  |yellow solid
N

a]pyridin-2-ylJnicotinamide

o
N
e )")KG‘ N-[5-(sec-butylamino)-7-
181 Z methyl[1,2,4]triazolo[1,5-a]pyridin-2- 84.5 2.47 325 |off-white powder
N

j/ yllnicotinamide

AN
/>—N SN N-[5-(isopropylamino)-7-
182 NN y methyl[1,2,4]triazolo[1,5-a]pyridin-2- 67 2.15 311 off-white powder

\l/\‘ yl]nicotinamide
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e. -(CH2)R9 wherein n equals 1, 2 or 3; R7 is a. hydrogen or b. Ci-C6-alkyl; or or R6 and R7 can form a 3
to 8-membered heterocycloalkyl with the N to which they are attached to and wherein the heterocycloalkyl
is optionally substituted with C1-C6- alkyl; R8 is selected from a.hydrogen; b.hydroxy; c.unsubstituted or
substituted Ci-C6-alkyl wherein the substituent is hydroxyl; d.C(0)0- Ci-C6-alkyl; and e.-NH2) R9 is
selected from a. C3-00-cycloalkyl optionally substituted with an unsubstituted Ci-C6-alkyl; b. 5 or
6-membered heterocycloalkyl haying a heteroatom s@f88¥d from N and 0 optionally substituted with
C1-Cé6-alkyl; c.5 or 6-membered heteroaryl haying a heteroatom selected from N and O optionally

substiuted with Ci-Cé-aky: 4 6.4 FAQ i ) RAZ21G,ea) RERASDSRnYY selected from a

Assays were performed in a 384 well plate (Corning, #3654) format, using the human
recombinant ASK1 as an enzyme and MBP (myelin basic protein, Upstate/Millipore, #13-
104) with ATP as substrates. Assay read out was the measurement of the amount of ATP

remaining after stopping the reaction, using a luciferase-based kit from Cambrex.

Materials and Methods

Compounds to be tested were dissolved in 100% DMSO at a concentration of 10 mM.
Subsequent dilutions were performed in 100% DMSO using a Biomek FX Workstation. 5 uL
of diluted compound or vehicle (6% DMSO) was distributed to a 384 well plate. 5 uL of
substrates (ATP 7.5 uM, MBP 450 ng/uL) diluted in ASK1 buffer (20 mM Tris HCI pH 7.4,
0.001% Brij35, 0.01% BSA, SmM MgCl,, 1 mM DL-Dithiothreitol) were added, followed by
5 pL 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 pL. of stop
solution (Cambrex, #LT23-231). 10 pL 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 ICsy values for inhibition

were determined in triplicates on at least 2 separate occasions.
The results are expressed in terms of ICsq (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: IC5y on ASK1 in nM

Example No. IC59 (nM) Example No. IC59 (nM)
2 700£200 86 110+£50
3 8000+400 87 5960
5 17000+£5000 89 460£50
7 7000+1000 90 700100
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b. fluoro, bromo; c. hydroxyl; d. Ci-C6-alkyl; e. Ci-C6-allcoxY; f. cyano; g. -C(0)NH(Ci-C6-alkyl)am no
wherein the amino is -N(CI-13)2); and h.-NH2. 3. A triazolopyridine compound according to claim 1 of
the following Formula I-1 Formula I-1 wherein R2 is hydrogen or bromo; R3 is selected from a. hydrogen;
b.halogen; and c.Ci-C6-alkyl optionally substituted with at least one fluoro; R5 is selected from a.
Ci-Cé6-alkyl optionally substituted with at least gne of the following groups i. Ci-C6-alkoxycarbonyl,

10 160004000 94 5900
12 14800+200 96 990+110
30 1100£500 99 4247
44 6900+50 100 56+8
45 3380 115 519+113
50 8000+1000 118 87+6
52 1700+£200 120 67+12
56 990+40 124 197+6
61 180420 130 531+18
63 9860 132 91426
66 260+10 140 1140
72 4080 144 2000
74 120+10 146 138+30
81 1660+50 147 5500
83 1900+200 169 119 £29

Example 184: Lipopolysaccharide (LPS)-induced TNFo release assay in mice

Rationale

The administration of LPS induces the release of TNFo 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 TNFa 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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Ci-C6-alkoxY, iii. -NHC(0O)R' wherein R is aryl optionally substituted with Ci-C6-alkyl, iv. benzyloxy; b.
aryl-Ci-C6-alkyl; c. 5 or 6-membered heteroaryl-Ci-C6-alkyl having a heteroatom selected from N, S and O
optionally substituted with Ci-C6-alkyl, halogen or Ci-C6-alkoxy; d. C3-C6 cycloalkyl optionally substituted
with phenyl; e. 3 to 8-membered heterocycloalkyl having a heteroatom selected from N, S and 0
optionally substituted with an acyl group; f. aryl optionally substituted with i. Ci-C6-alkyl optionally
substituted with a y-1aBt&#E! 6-lactam, ii. halogen, C1-C6-alkoxY, iv. perfluoro-Ci-C6-alkyl, v. at least

one Ci-C6-alkoxy optighalyssuiastistednvitbpGide®ialbkaxy cattoo s i TRhen Yo widsidfanpkeri. NHC(0)
Ci-C6-alkyl, ix. amino-Ci-C6- | whereijn aming is selected from -NH2, -NHC|-C6-alkyl, - .

(GG 13 g S L B e RSt e LB can b
the same or differeivgdathe veheleinnthientwoussihstiterants i dye fesrmea dovasmednberectdieté nooycloalky!

with the N to whigh. they. are aHaGhed 19 FODMNEIER. BRNEEIREXE G WS QRHIRNAIRY, SitRstituted with
Ci-C6-alkyl or with hydroxy,

Summary of the experimental design

The animals were divided into 5 groups (6 mice each group):

Group 1: (control LPS) received 0.5% CMC/0.25% tween-20 and injection of LPS;

Group 2: Experimental group (Compound of the invention Dose 1 is 3mg/kg) received a
compound of the invention and injection of LPS;

Group 3: Experimental group (Compound of the invention Dose 2 is 10mg/kg) received a
compound of the invention and injection of LPS;

Group 4: Experimental group (Compound of the invention Dose 3 is 30mg/kg) received a
compound of the invention and injection of LPS;

Group 5: Reference group received the reference compound (dexamethasone) and injection of

LPS.

Calculation
Inhibition of TNFa release was calculated as follows:
% inhibition = 100 * (1 - (TNFa X) / TNFa 1))
Where TNFa 1= TNFa concentration in group 1 (pg/ml), TNFa X= TNFa

concentration in group X (pg/ml).

Table 3: Percentage of inhibition of LPS-induced TNFa release in mice by compounds

of the invention:

Example Dose (mg/kg) Route % inhibition
Example 2 30 po 4948
Example 30 30 po 4343
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x. -N(Ci-C6-alkyl) (Ci-C6-alkoxy-Ci-C6-alkyl), xi. 5 to 6-membered heterocycloalkyl-Ci-C6-alkyl having a
heteroatom selected from N and 0, xii. amido-C1-C6-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 i. halogen, Ci-C6-alkyl optionally substituted with a
5 or 6-membered heterocycloalkyl having at least one heteroatom selected from 0 and N, iii. 5 or
6-membered hdigeBrationsy| having at least one heteroatom selected from 0 and N, iv.

-NH(hydroxy-Cipedralidibn of a¥hirfAraeanesy es-maleioaryl-Ci-C6-alkyl having as heteroatom 0), vi.5or

6-membered h%teroc%cloalf(yl CE -C6-alkyl having at least one heteroatom selected from 0 and N; R6 is

selected from IIy substituted with one or two hydroxy groups, b. phenyl optionally
substituted withAatteasiuodeod fiibrenfdd dWing ghoixes ikshaldge po@ieC 6valkyl dG/1 g€l6talkoxdér io. & or

6c|ng:eemsﬁ;?d hejsreqyrainalkyl Davng AheierariP ISR TRAEAR; 020N QRtgRalY SUbRHEGH with is

The mixture is formed into 240-270 mg tablets (80-90 mg of active compound according to

the invention per tablet) in a tablet press.

Formulation 2 — Capsules

A compound of Formula (I) is admixed as a dry powder with a starch diluent in an
approximate 1:1 weight ratio. The mixture is filled into 250 mg capsules (125 mg of active

compound according to the invention per capsule).

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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d. C3-C8-cycloalkyl optionally substituted with 128; and e. -(CH2)"R9 wherein n equals 1, 2 or 3; R7 is a.
hydrogen or b. Ci-C6-alkyl. 4. A triazolopyridine compound according to claim 3 of the following Formula
1-2 Formula 1-2 wherein R3 is selected from a. hydrogen; b. halogen; and c. Ci-C6-alkyl optionally
substituted with at least one fluoro; R5 is selected from a. Ci-C6-alkyl optionally substituted with at least
one of the following groups i. Ci-C6-alkoxycarbonyl, Ci-C6-alkoxY, NHC(0)R' wherein R is aryl optionally
substituted with Ci-C6-alkyl, iv. benzyloxy; b. aryl-Ci-C6-alkyl;

Claims

1. A triazolopyridine compound of formula I:

4 0

R

N NN >&\R5
—N

N N\N/ H

R,

Formula (I)
wherein
R, is selected from
a. hydrogen;
b. C;-Cs-alkyl;
c. C,-Cg-alkenyl optionally substituted with C;-Cg-alkyl;
d. -NR¢R7;
e. C3—Cs-cycloalkoxy, C;—Cs-alkoxy;
f. C5—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;o, 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,—Cg alkyl;

or R; and R, taken together form a —C=C-C=C- group-;
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c. 5 or 6-membered heteroaryl-Ci-C6-alkyl having a heteroatom selected from N, S and 0 optionally
substituted with Ci-C6-alkyl, halogen or Ci-C6-alkoxy; d. C3-C6 cycloalkyl optionally substituted with
phenyl; e. 3 to 8-membered heterocycloalkyl having a heteroatom selected from N, S and 0 optionally
substituted with an acyl group; f. aryl optionally substituted with i. C1-C6-alkyl optionally substituted with a
y-lactam or 8-lactam, ii. halogen, C1-C6-alkoxY, iv. perfluoro-Ci-C6-alkyl, v. at least one Ci-C6-alkoxy
optionally substituted with Ci-C6-alkoxycarbonyl, vi. phenyl, vii. sulfonyl, viii. -NHC(0) Ci-C6-alkyl, ix.
amino-Ci-C6-alkyl wherginsaigiie feoaelected from -NH2, -NHCI-C6-alkyl, - N(Ci-C6-alky1)2,
N(Ci-C6-alkyl)(Ci-C6-al o>(§ -Ci-C6-alkyl), and the two substituents Ci-C6-alkyl can be the same or

different, and whereinthe tw&ubstituents may form a 3 to 8-membered heterocycloalkyl with the N to

which they are attachédhtdogad witerein the heterocycloalkyl is optionally substituted with Ci-C6-alkyl or

with hydroxy; x. -N(ClGe6-alkyl (GG &l raleGlivhk 15k 3,40 fipismbered
heterocycloalkyI-Cl-C6-aIl<yI having a heteroatom selected from N and O; xii. amido-C1-C6-alkyl; g. 5 to

10-membered heteroaryl having at least one heteroatom selected from N optionally substituted with
halogen; and Ry is selected from

a.hydrogen; and
b.5 or 6-membered heteroaryl having at least one heteroatom selected from N, S and
O;

Rj5 is selected from
a. C;-Cs-alkyl optionally substituted with at least one of the following groups
i. alkoxycarbonyl,
ii. C;-Cg-alkoxy,
iii. -NC(O)R’ wherein R’ is aryl optionally substituted with C;-C¢-alkyl,
iv. benzyloxy;
b. aryl-C;-Cs-alkyl;
c. 5 or 6-membered heteroaryl-C;-Cs-alkyl having a heteroatom selected from N, S
and O optionally substituted with C;-Cs-alkyl, halogen or C;-Cs-alkoxy;
d. C;-Cs-cycloalkyl optionally substituted with phenyl;
e. 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
i. C;-Cg-alkyl,
ii. halogen,
iii. C;-Cg-alkoxy,
iv. perfluoro-C,-Cg-alkyl,
v. at least one C;-Cs-alkoxy optionally substituted with C,.Cg-alkoxy carbonyl,
vi. phenyl,
vii. C;-Cg-alkyl sulfonyl,
Viii. -NHC(O) C;-Cg-alkyl,
ix. amino-C;-C¢-alkyl wherein amino is selected from -NH,, -NHC,-C¢-alkyl, -
N(C-Cs-alkyl),, N(C;-Cg-alkyl)(C;-Cg-alkoxy-C;-Cg-alkyl), and the two
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h. pyridinyl optionally substituted with at least one of the following groups i. halogen, Ci-C6-alkyl
optionally substituted with a 5 or 6-membered heterocycloalkyl having at least one heteroatom selected
from 0 and N, iii. 5 or 6-membered heterocycloalkyl having at least one heteroatom selected from 0 and
N, iv. -NH(hydroxy-Ci-C6-alkyl), v. -NH-(5-membered heteroaryl-Ci-C6-alkyl having as heteroatom 0), vi.
5 or 6-membered heterocycloalkyl-Ci-C6-alkyl having at least one heteroatom selected from 0 and N; R6
is selected from a. Ci-C6-all§ispisAIG stivativtedivith BreBrais RifEERY grdupsesihHisni¥dptionally

substituted with at least one @btheéatonang@robBSd-ARIRAE et Mb A 1GEHRkeOXY o GhieRI
6-membered heterocycloalkyl having a heteroatom selected from 0 and N optionally substituted, with is
Ci-C6-alky d. C3-C8.cyclodlyh BRSNS CERANISIT SRS Aol Py B I H it 1, 2 or
3. 5. A triazolopyridine compwetiin€ aCeotkiyhgrtwididipdi®xyherein R3 is Cl, Br, -C113 or -CF3 6. A

triazolopyridine compound ap‘ic-?\ff&'ﬂa%}%ﬁéﬁiﬁ‘c?id‘é’tll%{S{Q/-%ﬁ(i,‘%-ﬁkﬁf’ -C113 or -CF3

xi. 5 to 6-membered heterocycloalkyl-C;-C¢-alkyl having a heteroatom
selected from N and O,
xii. amido-C;-C¢-alkyl;

g. 5 to 10-membered heteroaryl having at least one heteroatom selected from N, O or S

optionally substituted with halogen; and

h. pyridinyl optionally substituted with at least one of the following groups
i. halogen,
ii. C;-Cg-alkyl,
iii. amino-C;-Cs-alkyl wherein amino is selected from -NH,, -NHC,;-Cg¢-alkyl
or -N(C;-Cg-alkyl),, wherein the two substituents C;-Cg-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 hydroxy,
iv. -NH(hydroxy-C,;-Cs-alkyl),
v. —NH-(5-membered heteroaryl-C;-Cs-alkyl having as heteroatom O),
vi. 5 or 6-membered heterocycloalkyl-C;-C¢-alkyl having at least one
heteroatom selected from O and N,
vii. 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;-Cg-alkyl, halogen or C;-Cg-alkyl,
viil. amino,
ix. -NH(amino-C;-C¢-alkyl),
x. —N(C;-Cg¢-alkyl),;

R is selected from

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

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

ii. C;-Cg-alkyl,or
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R5 is selected from a. phenyl optionally substituted with at least one of the following groups i. Ci-C6-alkyl,
ii. halogen, C1-C6-alkoxY, iv. at least one CI-C6-alkoxy optionally substituted with Ci-C6-alkoxy carbonyl,
v. -NHC(0) Ci-C6-alkyl, vi. -N(C1-C6-alky1)2, vii. amino-Ci-C6-alkyl wherein amino is selected from
-NH2, -NHCI-C6-alkyl, -N(C1-C6-alky1)2, N(C1-C6-alkyl)(Ci-C6-alkoxy-Ci-C6-alkyl), and the two
substituents Ci-C6-alkyl can be the same or different, and wherein the two substituents may form a 3 to
8-membered heterocycloalkw-v@tl’pm@hqxtﬁ which they are attached to and wherein the heterocycloalkyl is

optionally substituted with &idC@eatkytear ek daydrayy ivilN(@inceradkof) (QieéeératbaxyGingbsalkyl), ix.
5 to 6-membered heteroc clfﬁ?lk I-tCti-C -aIt Y hgvinI% a}.heteroatom selected from N and O optionally
substituted with Ci-C62R] y? 1oL AR I ON R O B Ron's ;" X. amido-Ci-C6-alkyl; and b. pyridinyl optionally
substituted with at leadt Gn€sefyttiealbiibwingngilgspbstinu@id-06+raReykoptionally substituted with a 5 or
6-membered heterocy&l_o@ig%n%mgrghIg@aﬁgggl?’ Ia%tlegpatom selected from 0 and N, ii. 5 or 6-membered
heterocycloalkyl having at least one heteroatom selected from 0 and N, iii. -NH-(5-membered
heteroaryl-Ci -06-alkyl having as heteroatom 0), iv. 5 or 6-membered heterocycloalkyl-Ci-C6-alkyl having
at least one heteroatoRy gelected from 0 and N;

a. hydrogen or
b. C;-Cs-alkyl;

or R¢ and R; can 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;-Cq¢-
alkyl;

Rj is selected from

a.hydrogen;

b.hydroxy;

c. C;-Cs-alkyl optionally substituted with hydroxy;
d.C(0)O-C,-C¢-alkyl; and

e.—NHo;

Ry is selected from

a. C3-Cg-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;-Cg-alkyl;

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

d. phenyl;

Ri0, Ri1 and Ry, are each independently selected from
a. hydrogen;

b. halogen;

c. hydroxy;

d. C;-Cs-alkyl;

149



R6 is selected from a.unsubstituted CI -06-alkyl, b.phenyl optionally substituted with at least one of the
following groups i. halogen, C1-C6-alkoxY; c.6-membered heterocycloalkyl having a heteroatom selected
from 0 and N optionally substituted with Ci-C6-alkyl; d.C3-C8-cycloalkyl optionally substituted with 7. A
triazolopyridine compound according to claim 3 wherein R3 is Cl, Br, -CH) or R5 is selected from
a.phenyl optionally substituted with amino-C1_C6-alkyl wherein amino is selected from i. -NH2,
-N(C1_C6-alky1)2, & ifiNeiPE6-alkyl, and  iv. 5 or 6-membered heterocycloalkyl having as
heteroatom N or O; b.py#idiy! optionally substituted with at least one of the following groups i. ClI

-C6-alkyl optionally subst 5@3&@{\/&{1 ﬁf g -membered h teroc cloa ép‘aﬂj t least one heteroatom
selected from 0 and N i e %ml{lergc%‘f(l)nai ylaﬁlav?nl& eteroatom selected
from 0 and N, iii. -NHh(5NHembered heteroaryl -Ci -C6-alkyl having as heteroatom 0), iv. 5 or
6-membered heterocycloalkyl-Ci-C6-alkyl having at least one heteroatom selected from 0 and N; c.
pyridin-Ci -C6-alkyl,

2. A triazolopyridine compound according to claim 1 wherein

R, is selected from

a. hydrogen;

b. C;-Cs-alkyl;

¢. C,-Cs-alkenyl optionally substituted with C;-Cg-alkyl;

d. -NR¢R7;

e. C3—Cs-cycloalkoxy;

f. C3—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 selected from

a. hydrogen;

b. Cl or Br;

c. aryl optionally substituted with R,g, R;; 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 alky];
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.CF5;

R4 1s selected from

a. hydrogen; and
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R6 is selected from a. Cl -C6-alkyl optionally substituted with at least one of the following groups
i.hydroxy, Ci-C6-alkoxY; b. C3-C8-cycloalkyl; C. -C112R6 wherein R9 is C3-C6-CyClOalkyl. 8. A
triazolopyridine compound according to claim 1 of the following Formula 1-3 O N N H Formula 1-3
wherein R1 is selected from a. hydrogen; b. unsubstituted Ci-C6-alkyl; c. C2-C6-alkenyl optionally
substituted with CI -C6-alkyl; d. -N126127;

b. furanyl;

Rs is selected from
a. C;-Cs-alkyl optionally substituted with at least one of the following groups
i. alkoxycarbonyl,
ii. C;-Cg-alkoxy,
iii. -NHC(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;-Cs-alkyl having a heteroatom selected from N, S
and O optionally substituted with C;-Cs-alkyl, halogen or C;-Cs-alkoxy;
d. C3-Cg cycloalkyl optionally substituted with phenyl;
e. 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.C;-Ce-alkyl,
ii. halogen,
iii. C-Cg-alkoxy,
iv. perfluoro-C,;-Ce-alkyl,
v. at least one C;-Cg-alkoxy optionally substituted with C,-Ce-alkoxy carbonyl,
vi. phenyl,
vii. C;-Cg-alkyl sulfonyl,
viii. -NC(O)C,;-Ce-alkyl,
ix. amino-C;-C¢-alkyl wherein amino is selected from -NH,, -NHC,-C¢-alkyl, -
N(C;-Cs-alkyl),, N(C;-Cg-alkyl)(C;-Cg-alkoxy-Ci-Cg-alkyl), and the two
substituents C;-Ceg-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;-Cs-alkyl),
xi. 5 to 6-membered heterocycloalkyl-C;-Cg¢-alkyl having a heteroatom
selected from N and O,
xii. amido-C;-Ce-alkyl;
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e. unsubstituted C3-C8-cycloalkoxy; f. unsubstituted C3-C8-cycloalkyl sulfanyl; and g. 5 or 6 membered
heteroaryl having at least one heteroatom selected from N, S and 0 optionally substituted with C1-C6
alkyl; R2 is hydrogen or bromo; R5 is selected from a. Ci-C6-alkyl optionally substituted with at least one
of the following groups i. Ci-C6-alkoxycarbonyl, Ci-C6-alkoxY, iii. -NHC(0)R' wherein R is aryl optionally
substituted with Ci-C6-alkyl, iv. benz b. aryl-Ci-C6-alkyl; c. 5 or 6-membered heteroaryl-Ci-C6-alkyl
having a heteroatom é’elécf@dlﬂ'é?ﬁf‘l‘g %hatmﬁﬁfioh@rw%ebéﬁ%a&éalmﬁt@?%ﬁe%cm6@% Br

Ci-C6-alkoxy; d. C3- C@;ﬁb{ﬁ&g@&%@}ﬁﬂ@ﬂlaﬂﬂl%@&&ﬂ@{hwﬂh phenyl; e. 3 to 8-membered heterocycloalkyl

having a heteroatom selected from. N ubstltute up; f. aryl optionally
ubstiutectwith & G oIS S SN A RSP AEEATE B bogen
C1-C6-alkoxy, i. halogen,

ii. C1-Ce-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;-C¢-alkyl having as heteroatom O),

vi. 5 or 6-membered heterocycloalkyl-C;-Cs-alkyl having at least one
heteroatom selected from O and N,

vii. 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,-C¢-alkyl, halogen or C;-Cg-alkyl,

viii. amino,

ix. -NH(amino-C,-C¢-alkyl),

x. —N(C;-Cg-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
i. halogen,
ii. 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 is C;-Cg-alkyl;
d. C;-Cs-cycloalkyl optionally substituted with Rg; and
e. -(CH,),R9 wherein n equals 1, 2 or 3;

R7 18

a. hydrogen or

b. C;-Cs-alkyl; or
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iv. perfluoro-Ci-C6-alkyl, v. at least one Ci-C6-alkoxy optionally substituted with Ci-C6-alkoxycarbonyl, vi.
phenyl, vii. sulfonyl, viii. -NHC(0) Ci-C6-alkyl, ix. amino-Ci-C6-alkyl wherein amino is selected from -NH2,
-NHCI-C6-alkyl, - N(Ci-C6-alky1)2, N(Ci-C6-alkyl)(Ci-C6-alkoxy-Ci-C6-alkyl), and the two substituents
Ci-C6-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 Ci-C62afkyPbf RithaRyareky 3 10 Nrepesedikylycraeaiimoxibches-arypckitsito
6-membered heterocygloalisydai16Gnalkidraning adiatrreasanyprlepirmMenoublamet®witl.Ci-Co-
amido-C1-Cé6-alkyl; g. ﬁ‘tt? 10-membered heteroaryl having at least one heteroatom selected from N

[

optionally substituted i Whalogen; and h. pyridinyl optionally substituted with at least one of the

following groups i. halogen, Ci-C6-alkyl optionally substituted with a 5 or 6-membered heterocycloalkyl
having at least one hqggqggé%e%eﬁ%%ed from 0 and N, iii. 5 or 6-membered heterocycloalkyl having at
least one heteroatom selected from O and N, iv. -NH(hydroxy-Ci-C6-alkyl), v. -NH-(5-membered
heteroaryl-Ci-C6-alkyPHE#i?§e85 heteroatom 0), vi. 5 or 6-membered heterocycloalkyl-Ci-C6-alkyl having
at least one heteroatophg@legfed from 0 and N. 9. A triazolopyridine compound according to claim 8 of the

following Formula 1-4 : : . . .
g c.unsubstituted or substituted C,-Ce-alkyl wherein the substituent is hydroxyl;

d.C(0)O- C;-Cg-alkyl; and
C.—NHz;

Ry is selected from

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

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

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

d.phenyl.

R0, Ry and Ry, are each independently selected from

a. hydrogen;

b. fluoro, bromo;

c. hydroxyl;

d. C;-Ce-alkyl;

e. C;-Cs-alkoxy;

f. cyano;

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

153



Ri 0 N-NJI--1R, NH Formula 1-4 wherein R1 is selected from a. unsubstituted Ci-C6-alkyl; b.
C2-C6-alkenyl optionally substituted with Ci-C6-alkyl; c. -NR6R7; d. unsubstituted C3-C8-cycloalkoxy; e.
unsubstituted C3-C8-cycloalkyl sulfanyl; and f. 5 or 6 membered heteroaryl having at least one
heteroatom selected from N, S and 0 optionally substituted with C1-C6 alkyl; R5 is selected from a.
Ci-C6-alkyl optionally substituted with at least one of the following groups i. Ci-C6-alkoxycarbonyl,
Ci-C6-alkoxY, iii. -NHC(0O)R' wherein R is aryl optionally substituted with Ci-C6-alkyl,

3. A triazolopyridine compound according to claim 1 of the following Formula I-1

R7N,R6 .
ResgoneN U

N \\>_N Ry
R; N H

Formula I-1

wherein

R; is hydrogen or bromo;

Rj; is selected from

a. hydrogen;

b.halogen; and

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

Rj5 is selected from
a. C;-Cs-alkyl optionally substituted with at least one of the following groups
i. C;-Cg-alkoxycarbonyl,
ii. C;-Cg-alkoxy,
iii. -NHC(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;-Cs-alkyl having a heteroatom selected from N, S
and O optionally substituted with C;-Cs-alkyl, halogen or C;-Cs-alkoxy;
d. C;-Cs cycloalkyl optionally substituted with phenyl;
e. 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
i. C1-Cg-alkyl optionally substituted with a y-lactam or -lactam,
ii. halogen,
iii. C;-Cg-alkoxy,
iv. perfluoro-C,;-Ce-alkyl,
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iv. benzyloxy; b. aryl-Ci-C6-alkyl; c. 5 or 6-membered heteroaryl-Ci-C6-alkyl having a heteroatom
selected from N, S and 0 optionally substituted with Ci-C6-alkyl, halogen or Ci-C6-alkoxy; d. C3-C6
cycloalkyl optionally substituted with phenyl; e. 3 to 8-membered heterocycloalkyl having a heteroatom
selected from N, S and 0 optionally substituted with an acyl group; f. aryl optionally substituted with i.
Ci-C6-alkyl optionally substituted with a y-lactam or 6-lactam, ii. halogen, C1-C6-alkoxY, iv.
perfluoro-Ci-C6-alkyl, v. at Iéasdt A eneds-akykgommsieamstibstittiehitii-cl-calemusabarbbnyl, vi.
phenyl, vii. sulfonyl, viii. -NH@G(@h&aiyC6-alkyl, ix. amino-Ci-C6-alkyl wherein amino is selected from -NH2,
-NHCI-C6-alkyl, - N(Ci-C6-aIk}/]%ZFéj;r!éﬁii-FG-%?lkﬁp(Ci-CG-alkoxy-Ci-C6-aIkyI), and the two substituents
Ci-C6-alkyl can be the same"Or difterént and Wherein the two substituents may form a 3 to 8-membered
heterocycloalkyl with the N teiwwhAHEKRYy Gr€ atfaghed to and wherein the heterocycloalkyl is optionally

substituted with Ci-C6-alkyl r withy yarexy & sHEHRCRRAMY @ AlOME- Gl ka2 10
6-membered heterocycloalkyI-CI-C6-afk f’havmg a heteroatom selected from N'and 0,

N(C;-Cs-alkyl),, N(C;-Cg-alkyl)(C;-Cg-alkoxy-C,-Cg-alkyl), and the two
substituents C;-Cg-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;-Cg-alkyl),
xi. 5 to 6-membered heterocycloalkyl-C;-Cg-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
i. halogen,
ii. C1-Ce-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;-C¢-alkyl having as heteroatom O),
vi. 5 or 6-membered heterocycloalkyl-C;-Cs-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
i. halogen,
ii. C-Cg-alkyl,
iii. C;-Cg-alkoxy;
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xii. amido-C1-C6-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 i. halogen, Ci-C6-alkyl optionally substituted with a 5 or 6-membered heterocycloalkyl having at
least one heteroatom selected from 0 and N, iii. 5 or 6-membered heterocycloalkyl having at least one
heteroatom selected from 0 and N, iv. -NH(hydroxy-Ci-C6-alkyl), v. -NH-(5-membered
heteroaryl-Ci-C6-alkyChaviig’ a8 iteicsahstaregy clna i siienivesserrietaredseteshiiipmc @gdalkyl having
at least one heteroatogpiasigsiediyomdd ang NE& Attazolopyridine compound according to claim 8
wherein R1 is an unsu %/Ii%te_:d E')l-r'rlgrrfber.edﬁtﬂeteroa%lt %avig{gRat legst one heteroatom selected from 0, S
and N; R5 is selected $rom & PiieRYPoSRORA yyss&]lggtﬁ fed"With'#> &1ce-alkyl, perfluoro-Ci-C6-alkyl, or
Ci-C6-alkoxy; and b. pyridihis) dptioreatiy sidgstituted with i. Cl,

R7 18
a. hydrogen or

b. Cl-C(,-alkyl.
4. A triazolopyridine compound according to claim 3 of the following Formula I-2

R
HN™

(0]
-N
ﬂ \: N)J\RS
R3 N N H

Formula I-2

wherein

Rj; is selected from

a. hydrogen;

b. halogen; and

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

Rs is selected from
a. C;-Cs-alkyl optionally substituted with at least one of the following groups
i. C;-Cg-alkoxycarbonyl,
ii. C;-Cg-alkoxy,
iii. -NHC(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;-Cs-alkyl having a heteroatom selected from N, S
and O optionally substituted with C;-Cs-alkyl, halogen or C;-Cs-alkoxy;
d. C3-Cg cycloalkyl optionally substituted with phenyl;
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H. Br, or iii. -NH(hydroxy-Ci-C6-alkyl). 11. A triazolopyridine compound according to claim 1 of the
following Formula 1-5 0 N N H Formula 1-5 wherein R2 is selected from a. phenyl optionally substituted
with i. at least one unsubstituted Ci-C6-alkyl, unsubstituted Ci-C6-alkoxy, fluoro, iv. bromo, v. hydroxy, vi.
cyano, or
e. 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
i. C1-Cg-alkyl optionally substituted with a y-lactam or 6-lactam,
ii. halogen,
iii. C;-Cg-alkoxy,
iv. perfluoro-C,;-Ce-alkyl,
v. at least one C;-Cg-alkoxy optionally substituted with C;-Cg-alkoxycarbony]l,
vi. phenyl,
vii. C;-Cg-alkyl sulfonyl,
viii. -NHC(O) C,-Cg-alkyl,
ix. amino-C;-Cg-alkyl wherein amino is selected from -NH,, -NHC,-C¢-alkyl, -
N(C;-Cs-alkyl),, N(C;-Cg-alkyl)(C;-Cg-alkoxy-C,-Cg-alkyl), and the two
substituents C;-Cg-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;-Cg-alkyl),
xi. 5 to 6-membered heterocycloalkyl-C;-Cs-alkyl having a heteroatom
selected from N and O;
xii. amido-C;-C¢-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
i. halogen,
ii. C1-Ce-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;-C¢-alkyl having as heteroatom O),
vi. 5 or 6-membered heterocycloalkyl-C;-Cs-alkyl having at least one

heteroatom selected from O and N;
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vii. -NH2; and b. 5 or 9-membered heteroaryl having a heteroatom selected from N, S and 0; R5 is
selected from a. unsubstituted 01-C6-alkyl; b. aryl optionally substituted with i.amino-C1-06-alkyl wherein
amino is selected from -NH2, -NHCI-C6alkyl or -N(01-06-alky1)2, and the two substituents 01-C6-alkyl
may form a 3 to 8- membered heterocacloalkyl with the N to which they are attached to and wherein the
heterocycloalkyl is optionally substituted with 01-C6-alkyl, Or ii.5 or 6-membered heterocycloalkyl-
01-C6-alkyl; and c. pyRidihgtispaemamy substituted with at least one of the following groups i. 01-C6-alky!

optionally substituted yvith-a Saéybopeinhgreshhiatesacyehaaik vt hayingiaileasiupee heteroatom selected

from 0 and N, ii. 5 or 6-membered heterac .cloadk | havjng at least one heteroatom selected from 0 and
8 e e R G U B R e R B S e bcrod

heterocycloalky1-01-06-alkyl. haldgepat least one heteroatom selected from 0 and N. 12. A triazolopyridine
compound according to claig é}ldvgﬁgﬁin R2 is selected from a. phenyl optionally substituted with i.at

least one unsubstituted 01-C6-alkyl,
iii. C;-Cg-alkoxy;

c. 5 or 6-membered heterocycloalkyl having a heteroatom selected from O and N
optionally substituted with is C;-C¢-alky];

d. C3-Cg-cycloalkyl optionally substituted with Rg; and

e. -(CH,),Rg wherein n equals 1, 2 or 3.

5. A triazolopyridine compound according to claim 3 wherein

R; is Cl, Br, -CHj; or —CF;,

6. A triazolopyridine compound according to claim 3 wherein

R; is Cl, Br, -CH; or —CF;.

R; is selected from

a. phenyl optionally substituted with at least one of the following groups
i. C;-Cg-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,-Cs-alkyl,
vi. -N(C;-Cg-alkyl),,
vii. amino-C;-Cs-alkyl wherein amino is selected from -NH;, -NHC;-C¢-alkyl,
-N(C;-Cg-alkyl), N(C;-Cs-alkyl)(C;-Cs-alkoxy-C;-Ce-alkyl), and the two
substituents C;-Cg-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;
viii. -N(C;-Cg-alkyl) (C;-C¢-alkoxy-C;-Ce-alkyl),
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il.unsubstituted CI -C6-alkoxy, iii.fluoro, iv. bromo, v. hydroxy, vi. cyano or vii. -NF12; b.furanyl,
and c.thienyl; R5 is selected from a. unsubstituted CI -C6-alkyl; b. phenyl optionally substituted with
i.amino-Ci-C6-alkyl wherein amino is selected from -NH2, or -N(Ci-C6-alky1)2, or ii. 5 or 6-membered
heterocycloalkyl- -C6-alkyl; c. pyridinyl optionally substituted with at least one of the following groups i. CI
-C6-alkyl optionally substituted with a 5 or 6-membered heterocycloalkyl having at least one heteroatom

selected from 0 and N, ii. 5 B 62memb&reatserd rdeiersamyriing Gridadt bhdettrdstent98lected
from 0 and N, iii. -NH-(5-membaradibaiercay bGptralkydbaning as neteroatary Dhaled oF 6;membered
heterocycloalkyl-Ci-C6-alkyl avp?giat least one heteroatom selected from 0 and N.. 13. A triazolopyridine
compound according to clai 18 He following Formula 1-6

x. amido-C;-C¢-alkyl; and

b. pyridinyl optionally substituted with at least one of the following groups
i. 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;-Cg-alkyl having as heteroatom O),
iv. 5 or 6-membered heterocycloalkyl-C;-Cg-alkyl having at least one

heteroatom selected from O and N;

R 1s selected from
a.unsubstituted C;-Cs-alkyl,
b.phenyl optionally substituted with at least one of the following groups
i. halogen,
11.C1-Cg-alkyl,
iii. C;-Cg-alkoxy;
c.6-membered heterocycloalkyl having a heteroatom selected from O and N optionally
substituted with C;-Cg-alkyl;
d.Cs-Cs-cycloalkyl optionally substituted with C;-Cg-alkyl.

7. A triazolopyridine compound according to claim 3 wherein

Rj3 1s Cl, Br, -CHj; or —CFs;

R5 is selected from
a.phenyl optionally substituted with amino-C;.Cs-alkyl wherein amino is selected from
i. -NH,,
ii. -N(C,.Cg-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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wherein R4 is furanyl; R5 is selected from unsubst tuted phenyl; and 5 or 6-membered heteroaryl having
a heteroatom selected from N, S and 0. 14. A triazolopyridine compound according to claim 13 wherein
R5 is selected from unsubstituted phenyl and 5-membered heteroaryl having a heteroatom selected from
N, S and 0. 15. The triazolopyridine compounds according to any of the preceding claims, selected from
the following group: N-[5-(3-furyl 1,2,4I1]]triazolodl,5-a]pyridin-2-y1]-2-phenylacetamide;
N-[5-(3-fury1)[1,2,4]triazolo[1, ékﬁ%ﬁ]@( PHOR ﬁtﬁ"lﬁ?ﬁfﬂ@? with a 5 or 6-membered heterocycloalkyl
[N-[(5-(3-fur;/[1)[1,2],4]trialzcEIo[hﬁa@mmw&%&%rfmﬂﬂfm}m@mﬁbﬁozaamid,e; ethyl 3- {
5-(3-furyl1)[1,2,4]triazolo[1,5- ridin-2-yllaminol -3-oxopropanoate;
N-[5-(3-fury1)[1,2,4]triazolo[},52& py’r%?r‘ﬁéﬁfﬁ?ﬁ%-tﬁ%%‘fﬁéi%g&é@ aar‘ﬁlf(l)%?t least one heteroatom selected
6-chloro-N45-(3-fury1)[1,2,4ftdeOlefd, Ba]pyridin-2-yllnicotinamide; methyl 4- {

[5-(3-fu ryl)[l72’4]”'320'0[11ﬁiﬁlﬁi’ﬂ@fﬂiﬁéﬂﬁé}%‘&‘Ré'téf%%ét@@%ﬁ%}l_ having as heteroatom O),
2-(benzyloxy)-N-[5-(3-furyl)[l,2,4]tr|azolo[1,5-a]pyrldln-2-yflacetam|de; _
3-methoxy-N-[5-(1H-pyrrol-2%/1)]1 & afrizerens[eds Lgsyerdisiorlibentartigd; having at least one
N-[5-(1H-pyrrol-2-y1)[1,2,4]tiszaleldnbsalRyidinnd-wllsuciopentanecarboxamide;
N-[5-(1H-pyrrol-2-y1)[1,2,4J§r,ia_§ol 1, -al]pyridin-2-yl]benzamide;

N-[5-(1H-pyrazol-4-y1j[£2 4{thas ?Sfﬁfg-’a]pyridin-2-y|]benzamide;
N-[5-(1H-pyrrol-2-y1)[1,2,4]triazolo[1,5-a]pyridin-2-ylInicotinamide;

N-[5-(2-fury1)[1,2,4]tri§§§)4<%£,}e§[-e Ryigin-2-yllbenzamide;
N-[6-(3-fluorophenye[1,2,4]triazolo[1,5-a]pyridin-2-ylinicotinamide;
N-(6-phenyl[1,2,4]triaZofo[L 6&pY pRiinrplYDHRsG et idd; at least one of the following groups
N-[6-(3-fury1)[1,2,4]triazolo[1 Bddyridin-2-ylIinicotinamide;
N-[6-(3-thieny1)[1,2,4]triazolQ[1,5-a]pyridin-2-ylInicotinamide;

N-[5-(3-fury1)[1,2,4]triazo|o[il;§é 'ﬁ%ﬂ&ﬁ-yl}-&methoxybenzamide;
N-[5-(3-fury1)[1,2,4]triaz0lef1:S-Mpykidin-2-y1]-2-(2-thienyflacetamide;

N-[5-(3-furyl1)[1,2,4]triazc 5- ridin-2-yl]cycl carboxamide;

N-[5-(3-fury1)[1,2,4]tri§zo 0 ]I?%-a g%#fgﬁg-gs-yﬁ%-(r%%%%%enzamide;
N-[5-(3-furyl1)[1,2,4]triazolo[1,5-a]pyridin-2-yllisonicotinamide;

N-[5-(3-fury1)[1,2, 4triazeloldcpalamidisagoilarinxaline e rarb ¥amid@llowing Formula I-3
N-[6-(3-methoxypheny1)[1,2,4]triazolo[1,5-a]pyridin-2-yllnicotinamide;
N-[6-(3-aminophenye[1,2,4]triazolo[1,5-a]pyridin-2-ylInicotinamide;
N-[6-(3-cyanophenye[1,2,4]triazolo[1,5-a]pyridin-2-yRnicotinamjgle;
N-[5-(3-furyl1)[1,2,4]triazolo[1,5-a]pyridin-2-yllisB -nycarbgkamide;
N-[5-(3-fury1)[1,2,4]triazolo[1,5-a]pyridin-2-y1]-2,3:dih dro=-1M-beRzodioxine-6- carboxamide;
N-[5-(cyclopropylamino)[1,2,4]triazolo[1,5-a]pyridin- -yl]ﬁl coHnamide;
N-(5-pyrrolidin-1-y1[1,2,4]triazolo[1,5-Mpyridin-2-yDrigetinafide;
N-[5-(3-fury1)[1,2,4]triazolo[1,5-a]pyridin-2-y1]-3,5-dimethoxybenzamide;
N-[5-(3-fury1)[1,2,4]tri¥ 26161 5-a]pyridin-2-yl]biphenyl-4-carboxamide;
1-(4-chlorophenyl)-N#51£3daeydd fftozh4]triazolo[1,5-Mpyridin-2- yl]cyclopentanecarboxamide;
N-[5-(3-fury1)[1,2,4]trigqlolglﬁg5-a]pyridin-2-y1]-2,3-dihydro-l-benzofuran-S- carboxamide;
N-[5-(3-fury1)[1,2,4]triazolo] L;5-a]pyridin-2-y1]-3-furamide;
1-acetyl-N45-(3-fury1 jj1vpsapsiaeeib s S-adpgdin-2-yl|piperidine-4-carboxamide;
2,2-difluoro-N-[5-(3-fugy )& 2. Mltsiarpebnan iR Wi k3 bengpgioxole-4- carboxamide;
N-[5-(3-thieny1)[1,2,4]triazolo[1,5-a]pyridin-2-ylInicotinamide;

N-[l,2,4]triazo|o[1,5-afqum%f 22-yInicotinamide;
N-[5-(cyclopentylaming)ihsdittiazdOIC5-alayidiaZ -yl benzamide;

N-[5-(3-fury1)[1,2,4]triazolo[1,5- idin-2-ylInicotinamide 1-gxide; N- {5-[(3-methoxypropyeamino]
[1,2,4]triazo|o[1,5-a]p£ilg|1|§19 §l§}m¥lee8rl)gé_rr¢;ﬁg;ycriﬁa A aid
{5-[(2-furylmethyeamisof] bro4iinboie] h8eajpyridimRg/fibeastamédesteroatom selected from N, S and

O optionally substituted with C;—Cg alkyl;

R, is hydrogen or bromo;
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N- {5- [(tetrahydrofuran-2-ylmethyeamino] [1,2,4]triazolo[1,5-a]pyridin-2- yllbenzamide;
3-(acetylamino)-N45-(3-fury1)[1,2,4]triazolo[1,5-Mpyridin-2-yl]benzamide;
N-[5-(cyclohexylamino)[1,2,4]triazolo[1,5-Mpyridin-2-yl]benzamide;
N-[5-(3-fury1)[1,2,4]triazolo[1,5-a]pyridin-2-y1]-3-(methylsulfonyebenzamide;
3-(aminomethyl)-N45-(3-fury1)[1,2,4]triazolo[1,5-Mpyridin-2-yl]benzamide; N-(5-
{[1-(hydroxymethyl)propyllaminol[1,2,4]triazolo[1,5-Mpyridin-2-yebenzamide;
N-[6-(3-hydroxyphenyr[is24dtiazetahl ,5- Mpyridin -2-yllbenzamide;

tert-butyl[4-({[5-(3- furyl) 2,4]trigzolo 1 ridin-2- Iam nolcarbo enzylicarbamate;
N-[5-(3-fury1)[1,2 4]tr| éi %&é’apﬁm m-ECy %&m%S uty HATAF Olgiee gk% lno%mg groups
tert-butyl[4-({[5-(3-fury1)[1,24{tri&zeldidx bedtmynydlin-2- yl]am|nolcarbonyephenoxylacetate;
4-butyl-N-[5-(3-fury1)[1,2 4]tﬂaéo|@ LRMpyridin-2-yllbenzamide;

N-[6-(4-hydroxy-3- methoxyphenyl 1,2,4]friazolo[1,5-a]pyridin-2-ylJoenzamide hydrochloride; N- {5-
[(2-methoxyethyeamino][1,214]m 4% (QBS%}&WIHR} Dot ndaniaesu it ovatihydradpbropyflamino]
[1,2 sl]triazolo [1,5-a]pyridinig-Wbenggmide; N- [6-(2,3-dihydro-1-benzofuran-5-y1)[1,2 sl]triazolo
[1,5-Mpyridin-2-yl]ben amlg E ZLE% enzylamino) [1,2 s4]triazolo[1,5-a]pyridin-2-yl]nicotinamide;
N-[5- (cycloheptylamln tridz ,5-a]pyridin-2-ylinicotinam de dihydrochloride; N-
[5-(cyclohexylamino)[&,2 s#]tiarmhbEle8- hﬂnfyddiyi-&quiﬂhyhhmidg aNiffprdatom selected from N, S

(5 methy-2-uryhmeliydm ih sl ooy upRce P

[(tetrahydrofuran-2-yImethyeamino] [1,24]|triaz ridin-2- nlcotlnamlde
N-[6-(4-hydroxyphenyd)) ;24 Ryide lloetmwmwm %wﬂ&mﬁ&@ylm [6-(4-hydroxy-3-methoxyphenyl)

[1,2 sl]triazolo [1,5- a]erﬂﬂﬁMHMH%@iq&wgﬁml%wﬁg a heteroatom selected from N, S and O
N-[5-(cyclooctylamino)[1, 24] a]pyridin-2-yllnicotinamide; N- {5- [cyclohexyl(methyDamlno]

loJ1,5-
[1,24]triazolo[1,5- a]py?ﬂ%ﬁ'ﬂnﬁ i %%tllfﬁglqw‘ﬁl AL 48 &89y dro-2H-pyran-4-ylamino)[1,2
s4]triazolo[1,5- a]pyrldmaZyyt]mmHhﬁnm*nm,tdﬂed{ﬁqt[(l methylpiperidin-4- yflamlno] [1,2 sl]triazolo

T et bl (DSR2 oy 21
halogen,

iii. C;-C¢-alkoxy,
iv. perfluoro-C;-Cg-alkyl,
v. at least one C;-Cg-alkoxy optionally substituted with C,-Cs-alkoxycarbonyl,
vi. phenyl,
vii. C;-Cs-alkyl sulfonyl,
viii. -NHC(O) C;-Cs-alkyl,
ix. amino-C;-C¢-alkyl wherein amino is selected from -NH,, -NHC,-C¢-alkyl, -
N(C;-Cs-alkyl),, N(C;-Cg-alkyl)(C;-Cg-alkoxy-Ci-Cg-alkyl), and the two
substituents C;-Cg-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;-C¢-alkyl or with hydroxy,
x. -N(C;-C¢-alkyl) (C;-Cs-alkoxy-C;-Cg-alkyl),
xi. 5 to 6-membered heterocycloalkyl-C;-Cs-alkyl having a heteroatom
selected from N and O,
xii. amido-C,-Cs-alkyl;

g. 5 to 10-membered heteroaryl having at least one heteroatom selected from N

optionally substituted with halogen; and
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N- [5-(cyclopropylamino)-7-(trifluoromethyl) [1,2 s4]triazolo[1,5-a]pyridin-2- ylInicotinamide;
N-[5-(cyclohexylamino)-7-(trifluoromethyl)[1,24]triazolo[1,5-Mpyridin-2- ylinicotinamide; N-
[5-(cycloheptylamino)-7-(trifluoromethyl) [1,2 s4]triazolo[1,5-a]pyridin-2- ylinicotinamide; N-
[5-(cyclopentylamino)-7-(trifluoromethyl) [1,2 sl]t azolo[1,5-a]pyridin-2- yl]lnicotinamide;
N-[5-[(cyc|ohexy|meth Dam noL? (tr fluoromethyl)[1,2,4]triazolo[1,5-a]pyridin-2- ylinicotinamide;
N-(6-bromo-5-methyl[ . DATiFAY Ri’[tloﬁagypi}*}@é‘iﬁuﬁl/ﬂmb@tiﬁ%ﬁ%oﬁ ?5)1 TcvHErRERsy clohexyDamino]
[1,2 s4]triazolo[1,5-Mpyridini2ryibgdaicotinamide; N- {5 [(4-tert- butylcyclohexyDamlno] [1,2 sl]triazolo

[1,5-a]pyridin-2-y1 } nicotinamide tetrah n- 3 yI ) [1,
s4]triazolo[1,5-a]pyridin-2-yIf %‘zé?naé(é/ ‘ﬁ“[%n%cyc% s %ﬁg 03 ain n[lemzbered heterocycloalkyl
azolo[1,5-a]pyridin-2-y1]-4-(noiphelifva$t ghmetivybsemzaieste from O andN

N-[5-(cyclohexylthio)[1,2 4]tr 1728 IS)I[% %1911%91%& }41511 H@H%n'g\' at least one heteroatom selected
{5-[(trans-4-hydroxycyclohe tyeammoj[l ,2,4]triazolo[1,5-a]pyridin-2- y1{nicotinamide; N-[5-(cyclobutylam

no)-7-(trifluoromethyl)[1,2,4]tFrazSloyad @‘Ia]pyrldm 2- yl]nicotinamide;
N-[5-(cyclohexylamino)[1,2 wrlmmafgx{;\]gyr@@n&wl] -6-morpholin-4- ylnicotinamide;

N-[5-(cyclohexylamino)[1,2,4 tr| ,5- r| in-2- amlno)meth amide;
N-[5-(cyclohexylamino)[1,2, %'@%%/ idfics (L#Fo?’ VA8, i S %% |de,
N-[5-[(cyc|opropylmethyeamvmo]§74@tr|fﬁ;|mmnhe¢hyl)]§3etadqynm1ﬂ§a[125%1aw|rh2vnyg]nuctoﬂ|mmide:
methyltrans-4- { [2- [(pyridini3aylGArReRYEATIR{ O and N.

9. A triazolopyridine compound according to claim 8 of the following Formula -4

! 0]
AN
Qm :

Formula I-4
wherein
R, is selected from
a. unsubstituted C;-Ce-alkyl;
b. C,-Cs-alkenyl optionally substituted with C;-Ce-alkyl;
c. -NRgR7;
d. unsubstituted Cs—Cg-cycloalkoxy;
e. unsubstituted C;—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,—Cg alkyl;

R5 is selected from
a. C;-Cs-alkyl optionally substituted with at least one of the following groups
i. C;-Cg-alkoxycarbonyl,
ii. C;-Cg-alkoxy,
iii. -NHC(O)R” wherein R’ is aryl optionally substituted with C;-Cs-alkyl,
iv. benzyloxy;

b. aryl-C;-Cs-alkyl;
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(trifluoromethyl) [1,2,4]triazolo [1,5-a]pyridin-5-yl] amino { cyclohexanecarboxylate; N- [5- {
[(ARS,2RS)-2-(hydroxymethyl)cyclohexyllamino{ -7- (trifluoromethyl) [1,2,4]triazolo
[1,5-a]pyridin-2-yl]nicotinamide;
N-[6-bromo-5-(cyclohexylamino)[1,2,4]triazolo[1,5-a]pyridin-2-yl]nicotinamide;
N-[5-(cycloheptylamino)[1,2,4]triazolo[1,5-a]pyridin-2-yl]tetrahydro-2H-pyran-4- carboxamide;
N-[5-(2-methylprop-1-& -|-@r1§[m}ﬁ]wé‘z8ﬁsﬁqmd1Byﬁgrﬁllzaw}ﬁve&iﬁa&%ﬁtﬁe%?ﬁya?&?erﬂérfm RL(8-0x0-3-
{[5-(1H-pyrazol-1-y1)[dad bl¥pazaloy ki-aipysicwmR cylamine, hpoeylypenaamnides\-(3- {
[5-(3-furyl)[1,2,4]triaz I(e%l -3} yridin-2- .Ha ino{ -3-oxapro i/ﬂL%lge zamide; N-(3- {
[5-(2-furyl)[1,2,4]triaz§'lo %[fg-c glﬁﬁ@‘#}-%é il %%%%a%ﬁ r@ﬂmmide; N-(3- {
[5-(cyclohexylamino)[ &, 3 4itriametoptrbddigyridividajfijd rhavo{e-3- lexaprapybeczdriide;N, S and O
N-[5-(isopropylamino)g fggglhl}pgggggmgg[‘;,ig,rgjltggﬁoép({&p&a]pyridin-2- yl]nicotinamide;
N-[5-(sec-butylamino)-7-(triflioromethyl)[1,2,4]triazolo[1,5-a]pyridin-2- yl]nicotinamide;
N-[5-(methylamino)-7 &t Hlepsamethyiasurdizzdlo[ 1,5-a]pyridin-2- yl]nicotinamide;
N-[8-(3-fury1)[1,2,4]triazolo[1, 65adpylidinodnidtaanzamsifgied with a y-lactam or 5-lactam,
N-[5-(cyc|ohexy|oxy)[1,2,4]triailo|o%,5-a]pyridin-2-y1]-2-(3- methoxyphenyeacetamide;
N-[5-(cyclohexyloxy)[1,2,4]trlaZ818¢t'5-a]pyridin-2-yl]nicot namide;
N-[5-(cyclohexylamino)[1,2,4itriaz0leflk&xa]pyridin-2-y1]-6-(2-pyrror din-1- ylethypnicotinamide;
N-[5-(cyclohexylamino)[1,2,4]triazglol 1. o-adpyljdin-2-y1]-6-(morphohn-4- yimethyDnicotinamide;
N-[5-(3-fury1)[1,2,4]triazo|o[1,51-%1]pyr%in-b-yél]cf)gc}:':ﬂbpropanecarboxamide; _
N-[5-(3-thieny1)[1,2,4]triazolb] 2t BRafiedin-Osyibenzeptirmally substituted with C,-Cs-alkoxycarbonyl,
N-[5-(3-fury1)[1,2,4]triazolo[1;5palpyridin-2-yllbenzamide;
N-[5-(3-furyl)[1,2,4]triazolo[1,5-a]p riacj;(n- -yllbenzamide;
N-[6-(4-hydroxy-3-methoxypﬁér§)1§yﬂ, HL98M[1,5-a]pyridin-2-ylJacetamide:
N-[6-(4-hydroxy-3,5-dimethyliihe WHO[ O 2(4 Hriaaiihd[1,5-a] pyridin-2-yl]nicotinamide; 4-
2-(benzoylamino)[1.2 Alriazglels, e A YHENI2: (imetdamnRls RflbeRiaeTieiny, -
N-[6-(1H-pyrazol-4-y1)[1,2,4]triazolo[1,5-a]pyridin-2-yl|benzamide; N- {5- ’ ’
[(cyclohexylmethyDamino][ 1 Qitkezbivot, 5 M(pyldmla ) iGnicotfemide- =gy, and the two
[(4-hydroxycyclohexyeaminal,bkigAlftiaz o] byl B idinReydams omeHiaxybenzamidin the two
N-[5-(cyclopentylamino)[1,2,4 triazolo[l,S-?pyridin-Z- 1]-2-furamide; _— b
N-[7-chloro-5-(cyclobutylamfB S U AEY UL 84 ﬁﬁﬂ%ﬂﬁ%&%ﬁ%’ﬂﬂf&yl with the N to whic
N-[7-chloro-5-(cyclopentylandiag Jik, 21éjihial al afidd Svadpyin dir- Reydioigotaadkyide pptionally substituted
N-[7-chIoro-5-(cyc|ohexylamin&? ZA4lthazolo[1.5:alpyridin-2-yl]nicotinamide;
N-[5-(sec-butylamino)-7-chIoV¥3) 1%% ;rl?g?gl%r[i[:]gﬂ-lz;%lgéé?’ﬁ-z-yl]nicotinamide;
N-[7-chloro-5-(cyclopropylarsindy{d, £ 4 rHardie[ 1s-akeyidimOslkibatinamide;
N-[5-[(2-methoxyethyeaming]; 7-{trifliyonaginyBil Ketlsig2Riald Realpyridipr 2nplnicofinamideiom
selected from N and O,
xii. amido-C,-Cs-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
i. halogen,
ii. C;-Ce-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;-Cs-alkyl having as heteroatom O),
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N-[5-[(3-hydroxypropyeamino]-7-(trifluoromethyl)[1,2,4]triazolo[1,5-a]pyridin-2- yl]nicotinamide;
N-[5-[(2-hydroxyethyDamino]-7-(trifluoromethyl)[1,2,4]triazolo[1,5-Mpyridin-2- yl]nicotinamide;
N-[5-(dimethylamino)-7-(trifluoromethyl)[1,2,4]triazolo[1,5-a]pyrid n-2- yl]nicotinamide;
N-[5-(cyclohexylamino)[1,2,4]triazolo[1,5-a]pyridin-2-y1]-2-pyridin-3-ylacetamide;
N-[5-(cyclohexylamino)[1,2,4]triazolo[1,5-a]pyridin-2-y1]-4-(piperidin-1- yimethyl)benzamide;
N-[5-(cyc|ohexy|amino)[1,2,Wri&&b[f,@ﬁ‘ﬁh?ﬁ%ﬁn-@?&ﬂ%cﬁﬁ hitinCe2ir etyiferiiatsnge; one
N-[5-(cyclohexylamino)[1,2,4tiaaalablsSsMeyidin-3-yd 4; {[(2-
methoxyethyl)(methyDamincdmethyl}benzamide;
N-[5-(cyclohexylamino)[1,2,4]triazolo[1,5-a]pyridin-2-y1]-6-methylnicotinamide;
N-[5-(cyclohexylamiha)[ti2zdlbrizd dio T Grafpyrdice@-diid-6- [Binhydvbzsgoropyflamino]nicotinamide;
N {5 (oyclohexyiamingii 2 KeRgot EIRUIAR g Ao En W PN eSO RELRS RS

N-[5-(cyclohexylamino)[1,2,4]triazolo[1,5-a]pyridin-2-yl]nicotinamide 1-oxide;
N-[5-(isopropylamino)fRighuotBiidthyl)[1,2,4]triazolo[1,5-a]pyridin-2-y1]-2- pyridin-3-ylacetamide
trinydrochloride; N-[5-[(1-ethylpropyeamino]-7-(trifluoromethyl)[1,2,4]triazolo[1,5-a]pyrid n-2-
yl]nicotinamide; N-[S-%sio ro ylam'réog-%(trifluoromethyD[l,2,4]triazo|o[1,5-Thyridin-2- yllnicotinamide
1-oxide; N-[5-[(3-hydr 3}%3/ Cltlee%é’ minc]-7-(trifluoromethyl)[1,2,4]triazolo[1,5-a]pyridin2-yllnicotinamide
formic acid; N-{7-chloroih{($toptroxiig polohexyéanbno][1,2,4]triazolo[1,5-Mpyridin-2- yl1lnicotinamide
formic acid; N-[5-(cycloprom@_t&&qﬁ-ﬂ-(triﬂuoromethyD[l,2,4]triazo|o[1,5-Thyr din-2-y1]-4-
[(dimethylamino)methyl]lbenzamide; ™~
N-[5-(cyclopropylamino)-7tifttidieieéth{opkela9triazolo[1,5-a]pyridin-2-y1]-442-
oxopyrrolidin-1-yOmethyllngnzamidgkoxy; and

N-[5-(cyc|opropylamiﬁ)-Y-( rifluorome hyI)[%,2,[4%%Hazolo[l,5-Thyridin-2-y1]-6- pyrrolidin-1-ylnicotinamide;
N-[5-(cyclopropylamin )Wtéﬁﬂ' 8?6??@?‘995‘{ SHYfiaY8lo[1,5-Thyridin-2-y1]-6- methylnicotinamide; N-
[6-(4-hydroxy-3-methoxyphe@yl) [1,2,4]triazolo [1,5 -a]pyridin-2-y1]-4-(piperidin-1- yimethyl)benzamide;
N-[6-(4-hydroxy-3-methox3{pf§’ngrl)[1,2,4]triazo|o[1,5-a]pyridin-2-y1]—6- methylnicotinamide;

iii. -NH(hydroxy-C,-C¢-alkyl).
11. A triazolopyridine compound according to claim 1 of the following Formula I-5

0O
Re NN
\
\QQN%H Rs

Formula I-5

wherein
R, is selected from
a. phenyl optionally substituted with
i. at least one unsubstituted C;-Cg-alkyl,
ii. unsubstituted C;-Cs-alkoxy,
1ii. fluoro,
iv. bromo,
v. hydroxy,
vi. cyano, or

vii. —NH; and
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N- [6-(4-hydroxy-3-methoxyphenyl) [1,2,4]triazolo [1,5 -a]pyridin-2-y1]-4-[(2- oxopyrrolidin-
1-yl)methyl]benzamide; 4- [(dimethylamino)methyl]-N46-(4-hydroxy-3-methoxypheny1)[1,2,4]triazolo[1,5-
Mpyridin-2-yllbenzamide; N- [5- { [(1R,2S)-2-(hydroxymethyl)cyclohexyllaminol-7- (trifluoromethyl)
[1,2,4]triazolo [1,5 -a]pyridin-2-yl]nicotinamide hydrochloride; N- [5 -(cyclopropylamino)-7-(trifluoromethyl)
[1,2,4]triazolo[1,5 Th)érldln -2-y1]-4-[(4- hydroxypiperidin- 1-yl)methylloenzamide; N- [5
-(cyclopropylamino)-72tfifttiSreriaeRiAy fietorag %\ralglaé@mmw«zifmdzfrwm’iuam 0;
1-yImethyl)benzamide; N- [5 (cyclopropylamlno) -7-(trifluoromethyl) [1,2,4]triazolo [1,5
-Thyridin-2-y1]-6-(4 dro | |n -1-yenicotinamide; N- [5 -(cyclopropylamino)-7-(trifluoromethyl)
[1,2,4]triazolo [1,5 Thyﬁﬁl%%%)- ea plperazm 1-yInicotinamide; N- [5

-(cyclopropylamino)- 7a(twiflubsomieth§/l) 1;8l4itriazolo [1,5 -Thyridin-2-y1]-6- (dimethylamino)nicotinamide;

N- [6-bromo-5-(cyclopen %91211[117 Q818291945 -Mpyridin-2-y1]-6-morpho n-4- ylnicotinamide; N- [5
-(cyclopropylamino)-7-(trifluoromethyl) [1,2,4]triazolo [1,5 -Myr din-2-y1]-6- morpholin- 4léﬂ|cotlnam|de N-

[5 -(cyclohexylamino)[1,2, 4]#H2e16]1(s- %IWMWDMBO felnslestog divim o Yhleotidmideaket Butyl 4-[5-({ [5
-(cyclopropylamino)-7- (trlflbno(gqr@glmz[ibzz Aiazoleld, §ubﬁ1awﬂebrcz—ﬂuamgnqhay form a 3 to 8-

carbonyepyridin-2-yl]piperazin boxyla e; N- ino) [1,2,4]triazolo
e Ioyrcim 2y {4y TR A TSRS Ko o A 2R Reren
-(cyclohexylamino)[1,2 4]trthzhhns§ﬂg®ahayqd|ts<23yd.1}aﬂils(4ulbsmmmpmldm Ceygicotinamide; N- [5

-(cyclohexylamino)[1,2,4]trjazolo[1,5-a]pyridin-2-y1]-6-(1H-pyrazol-1- yOnicotinamide; tert-butyl 4454 f [5

-(cyclohexylamino) [1,2,4]triazolo [1,5 -Thyridin-2-
ii.5 or 6-membered heterocycloalkyl- C;-Cs-alkyl; and

c. pyridinyl optionally substituted with at least one of the following groups
i. C;-Cgs-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;-Cg-alkyl having as heteroatom O),
iv. 5 or 6-membered heterocycloalkyl-C;-Cg-alkyl having at least one

heteroatom selected from O and N.

12. A triazolopyridine compound according to claim 11 wherein
R, is selected from
a. phenyl optionally substituted with
i.at least one unsubstituted C;-Cs-alkyl,
ii.unsubstituted C;-Cg-alkoxy,
iii.fluoro,
1v. bromo,
v. hydroxy,
vi. cyano or
vii. —NHj;
b.furanyl; and
c.thienyl;

Rs1s selected from
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yl] amino } carbonyl)pyridin-2-yl]piperazine- 1 -carboxylate; N- [5 -(cyclopropylamino)-7-(trifluoromethyl)
[1,2,4]triazolo[1,5 -Thyridin-2-y1]-6-[(3- hydroxypropyflamino]nicotinamide; N- [5
-(isopropylamino)-7-(trifluoromethyl) [1,2,4]triazolo [1,5-a]pyridin-2-y1]-6-
(morpholin-4-ylmethypnicotinamide; N- [5
-[(pyrrolidin-3-ylmethyeamino]-7-(trifluoromethyl)[1,2,4]triazolo[1,5 -Mpyridin2-yl]nicotinamide; N- [5
-(cyclohexylamino)[1,2; ARPHA8B[98- afpy il 2-y 1]-4-(mperazin- 1 - yimethyl)benzamide; N- [5

-(cyclohexylamino)[1,3, ﬂﬁg@q@@{@n@lﬂgyggaﬂy&%ﬂ] -4-[(4-formy p peraz n- 1- yflmethyl]benzamide; N-
[5 -(piperidin-3-ylam no)-7-(tr fluor 1, ,4ltriazolo[1,5- J&%qu 2 nlcotlnamlde N- [5
-(sec-butylamino)-7-chloro'[1. 2. 4ftria 61% VA2 li]sg- 2 01
methoxyethyl)(methyDam|Fﬂ§]@hc6tsﬂaa¢yﬂl)aleqﬂ\l [5 -(sec-butylamino)-7-chloro [1,2,4]triazolo[1,5[(3-

hydroxypropyflam|no]nlcotﬁp%r%p@n{gm[j%ré@ﬁgtgg%l&gamw 6—c@lo€[&)[ij, 2 4]triazolo [1,5
-Thyridin-2-y1]-6-morpholin-4- ylnicotinamide; N (sec-buty Iamlnog 7-chloro [1,2,4]triazolo

[1,5-a]pyridin-2-y1]-4-% Rzn%ﬂm&v@ﬂhmm@mw%%a sathymoelila ARiRyviRg ggoups
‘(S[GC‘?]Ttylami(no)J'Ch||0r0 [1, 234%E1@H€3‘po[13:;15n‘a-[1|9y{w%réat¥g-lw@thrﬁ‘@tbi/'@jﬁféﬁﬂﬂf@[dlﬂﬁterocycloalkyl
N-[7-chloro-5-(isopropylamino)[1,2,4]triazolo[1,5 ridin icotinamide; N- [5
43-isopropoxyphenyflamino?“}ZI %Pﬁi‘?%%%}ﬁ%ﬁﬁ%%/ Isﬂc?lttg%[]i‘n 1"?1?/?% -2- yl]nicotinamide; N- [5
-[(3-fluoro-4-methoxyphenyfiam nop-mgmbaeoheativgh)flo@jditriazolg[dt, leah pyiei dicte2ogigmicatieaedide; N- [5-

f [3-(benzyloxy)phenyllaming), Iz(ggﬂhlgromethyl)[l 2 4]triazolo [1,5 -a]pyridin2-yl]nicotinamide; N- [5

-(sec-butylamino)-7-chloro[1,2,4]triazolo [1,5-a]pyridin-2-y1]-4-(morpholm-4- yimethyl)benzamide;
iii. —-NH-(5-membered heteroaryl-C;-Cg-alkyl having as heteroatom O),

iv. 5 or 6-membered heterocycloalkyl-C;-Cg-alkyl having at least one

heteroatom selected from O and N..

13. A triazolopyridine compound according to claim 1 of the following Formula I-6

Formula I-6

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 5-membered heteroaryl having a

heteroatom selected from N, S and O.
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N-[5-(isopropylamino)-7-(tr fluoromethyl)[1,2,4]triazolo[1,5-a]pyridin-2-y1]-6- methylnicotinamide;
6-chloro-N-[5-(isopropylamino)-7-(trifluoromethyl)[1,2,4]triazolo[1,5-a]pyridin-2- ylinicotinamide;
6-[(2-aminoethyeaminc]-N-[5-(isopropylamino)-7-
(trifluoromethyl)[1,2,4]triazolo[1,5-a]pyridin-2-yl]nicotinamide;
N-[5-(sec-butylamino)-7-methyl[1,2,griazolo[1,5-a]pyridin-2-yl]nicotinamide;
N-[5-(isopropylamino)-7-methyl[1,2,griazolo[1,5-a]pyridin-2-yl]nicotinamide. 16. A triazolopyridine
intermediate composindselgeseshframSchnpuaniualdoddiiziazigldsshalpycidifcRimiB el ected
5-(3-fury1)[1,2,4]triaz%loL)_‘1,t -ai](g}/ridin-z-ami.ne; 5-bromo[1,2,4]triazolo[1,5-a]pyridin-2-amine;
5-chloro[1,2,4]triazolo N -a%?)y I e 6-bromo[1,2,4]triazolo[1,5-a]pyridin-2-amine; tert-butyl
2-(2-amino[1,2,4]triazdlaft(3-MgyyiitihAaydle iH-pyrhoyedine i bRypateylacetamide;

o-bromo-5-methy 1.2 sl & 2o a2 fpiconaride:
N5-cyclohexyl[1,2, 4]’”?&-!61@{{}5%%5 H@zz)’ls[a,i%nq]wéi’din-}yl] -4-(trifluoromethyl)benzamide;
g?‘cy(;lohhep:yl[15%1,4;&?}9130EiSE(@fQMﬁﬂi[}?Z@fiagm[Baét]pyridin-}yl]amino}-3-oxopropan0ate;
-(cyclohexyloxy)[1, azolo[1,5-a]pyridin-2-amine; . . L

o (L pyrasol Ly )13 IO e AT o DS S in-2-arine;
6-bromo-N5-cyclohexyihl2réitviaz @ bofirbbal pdiplineo B-diaiimelin-2-yl|nicotinamide;

6-bromo-N5-cyclohex trjazql idi BIAIAR: 5 [ lamine 4-oxobutanoate
5-(2-fury1)[1,2,4]triazg{ll(%h%%](§/i(%%%@i%ﬁ:‘%}%@[Eﬁémmn 2-yl] }-4-oxobutanoate;

N5-isopropy1-7-(trif_luérﬁ?ﬁ@hWﬂjggﬁ%@f@qﬂPﬂ%]lH%?@iﬁ&é,ﬁlﬁﬁéiﬁifhéjyl]acetamide;
m‘g'gro moﬁ , g 73%”!a@}ﬁ&?gx?]ﬂy[%{mﬁzwimzﬁWI%g]triazolo[ 1,5-a]pyridin-2-yl]benzamide;
-(5-bromo([1,2,4]triazo -a]pyridin-2-y1)nicotinamide; . . .
N-(5-chloro[1,2,4]triazor %1@@%5%&ﬁiyg)ljlgé‘étﬁ%@?é’e,5"“]Py“d‘“'z'yl]Cy"‘opemanecarboxamlde?
N-(5-chloro[1,2,4]triazislpf i Bdappyatit 2 D¢oiinelofid&sa|pyridin-2-yl[benzamide;
N-(6-bromo[1,2,4]triazgla{1,5valoyriding: idey < o samide:
N-(6-bromo[1,2,4]tria§§l%]1(}g{-§g%r%gfl%—%%ﬁ%%?&%ér?% & Ry BYoChlorgay e amide:
N-[5-chloro-7-(trifluordmettyHRy2refrizzbid 2 blahrptd i 2alnymidstiframiie tinamide;

4-(chloromethyl)-N[5-(cyslehexylpming)it24ltlipzalphkiamtpyidin2mibenzamide;
N-(8-bromo[1,24]triazo|o% 5-a]pyridin-2-yl)benzamide; i .
N-(5,7-dichloro[1,24]th4r ﬁ[ﬂ‘&%ﬂ%ﬁ&ii&%Hi‘éé?i‘ﬂéin%&él?yﬂdm'z‘Y”m‘"’tmamlde?
6-chloro-N-[5-(cyclohexytaphig)[1,24]triazelte | 155 plpydidi-2hyiiutodinaiaide;

Soropn - aR A SIS
N-(5-ch|oro-7-meth§/l[N-Z{ﬂ]fﬁéh@li){@[Mvmmotlgﬁeﬂmiﬁarﬁﬂé@@wmﬁé%azolopyridine compounds

according to any one gtgqgrﬁrg,,l)[ig,tq{d&gl@[q,ggqﬁqigmﬂth.ﬁleﬁlm%%ﬁ%@be prevention and/or

treatment of autoimmune_diseases, inflammatory diseases, cardiovascular diseases and/or
neurodegenerative di%‘&%‘é%‘fﬁrﬁlg&’3}@1&}a(,ZBH%Br%‘ﬂ@yéﬁﬁfgfé[tlé'ﬁf{&'fal?ﬁ@l?ﬁﬁﬁ%{dﬁn effective amount of a
compound according M- -atsiBims, 4 tkzo b1, A ¢ paridiacdeyijcall opsmfaasititiv.conidning at least one

carter, dluent or exc N T s T ot R compound.

according to formula (;[@dimprzld. 2xltsrsloflréadnriidim compeumediauagiula (1) with an (acylating)

agent of Formulas (I11a.95 130,315 Preaenee 8f 1Bsbass-RNARQY 5 GRIRHIEA08R b oxamide;
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-y1]-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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(111a) LG :OH (111b) LG :Cl wherein R1, R2, R3, R4 ,R5 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, BATH, EDC/HOBt,
i-butylchloroformate, carbonyl diimidazole, Mukaiyama's reagent in a suitable solvent such as DCM or
CH3CN; and optionally further purifying the obtained compound. 21. A process for the preparation of a
triazolopyridine comp Fﬁ:ipé(éﬁg\‘ﬁmé? teothitiiazaioldetridsiién-Ay hedgating i€ mpound of Formula (Ib)
wherein I?]ast one of R\ﬂ-[ft?)(%rﬁl%al)?ﬂzi,&]&igmmplz@%%ﬁ@d-ﬂ@@ﬂ@@f@ﬂ%&d%ﬁﬁaﬁ[d@l, I orla SLrJ]Ifonate |
ester such as OTf, wi ronic agent aof formula (IVa),or ester. (|Vb) wherein R'1 is an aryl or heteroary
as above defined in tkﬁ%’%r’é%eﬁ%@%f% télélezzos{ 1h%éﬁzf%?Y&?Qlﬁ@ﬁﬁ‘dcﬁa’fﬁwﬁé ‘amount of a

palladium catalyst such(dsRACARIBPAS)D 03 RofOR DA Mithcdolipardpsudmes DPPF in an appropriate
solvent such as DMF §>q 88#@9@91?&&9&9{31 gr with THE or dioxane Or B) the step of reacting a
compound of Formula’ ( %W erein R1 is selected from Cl, Br, I, OMs, OTf with a secondary amine

NHR6R7 of formula (W-wHer 1 fxtidiaralal (i) amdithe solent-dhrd <d dsmaeiyahine itself or a polar
solvent such as ethanglesuianol Pd catalyst RN, "NH (V) and optionally further purifying the obtained

wherem R is & group NRGR Ay G L g BY oA 2 {8 yrcime componlof Formula
(n b) wherein R1 i.s a gr{auptﬂdiéc_ﬂe(d.—ﬁmmB,m]tmzmzlsﬁ@]ﬁ&Mdth—asﬂmmwmmmkﬁﬂ%RY of formula
0 e S 0 Aty g5 el
carboxamide;
N-[5-(3-thienyl)[ 1,2,4]triazolo[ 1,5-a]pyridin-2-yl]nicotinamide;
N-[1,2,4]triazolo[ 1,5-a]quinolin-2-ylnicotinamide;
N-[5-(cyclopentylamino)[1,2,4]triazolo[ 1,5-a]pyridin-2-yl]benzamide;
N-[5-(3-furyl)[1,2,4]triazolo[ 1,5-a]pyridin-2-yl]nicotinamide 1-oxide;
N-{5-[(3-methoxypropyl)amino][1,2,4]triazolo[ 1,5-a]pyridin-2-yl } benzamide;
N-{5-[(2-furylmethyl)amino][1,2,4]triazolo[ 1,5-a]pyridin-2-yl } benzamide;
N-{5-[(tetrahydrofuran-2-ylmethyl)amino][1,2,4]triazolo[ 1,5-a]pyridin-2-
yl}benzamide;
3-(acetylamino)-N-[5-(3-furyl)[1,2,4]triazolo[ 1,5-a]pyridin-2-yl]benzamide;
N-[5-(cyclohexylamino)[1,2,4]triazolo[1,5-a]pyridin-2-yl]benzamide;
N-[5-(3-furyl)[1,2,4]triazolo[ 1,5-a]pyridin-2-y1]-3-(methylsulfonyl)benzamide;
3-(aminomethyl)-N-[5-(3-furyl)[1,2,4]triazolo[ 1,5-a]pyridin-2-yl]benzamide;
N-(5-{[1-(hydroxymethyl)propyl]amino}[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-
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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(11b)(V)(11a)

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-
yDnicotinamide;

N-{5-[(tetrahydrofuran-2-ylmethyl)amino][ 1,2,4]triazolo[ 1,5-a]pyridin-2-
yl}nicotinamide;
N-[6-(4-hydroxyphenyl)[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]nicotinamide
hydrochloride;

N-[5-(cyclooctylamino)[1,2,4]triazolo[ 1,5-a]pyridin-2-yl]nicotinamide;
N-{5-[cyclohexyl(methyl)amino][1,2,4]triazolo[ 1,5-a]pyridin-2-yl} nicotinamide;
N-[5-(tetrahydro-2H-pyran-4-ylamino)[1,2,4]triazolo[ 1,5-a]pyridin-2-yl]nicotinamide;
N-{5-[(1-methylpiperidin-4-yl)amino][1,2,4]triazolo[ 1,5-a]pyridin-2-yl} nicotinamide;
N-{5-[(3-aminocyclohexyl)amino][1,2,4]triazolo[1,5-a]pyridin-2-yl} benzamide;
N-{5-[(1-methylpiperidin-4-yl)amino][1,2,4]triazolo[1,5-a]pyridin-2-yl} benzamide;
N-[5-(cyclopropylamino)-7-(trifluoromethyl)[ 1,2,4]triazolo[ 1,5-a]pyridin-2-
yl]nicotinamide;

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

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

N-[5-(cyclopentylamino)-7-(trifluoromethyl)[1,2,4]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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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;

N-[5-(cyclohexylamino)[1,2,4]triazolo[1,5-a]pyridin-2-yl1]-4-
[(dimethylamino)methyl]benzamide;

N-[5-(cyclohexylamino)[1,2,4]triazolo[ 1,5-a]pyridin-2-yl]-3-(morpholin-4-
ylmethyl)benzamide;

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

methyltrans-4- {[2-[(pyridin-3-ylcarbonyl)amino]-7-

(trifluoromethyl)[ 1,2,4]triazolo[ 1,5-a]pyridin-5-yl]Jamino } cyclohexanecarboxylate;
N-[5-{[(1RS,2RS)-2-(hydroxymethyl)cyclohexyl]amino}-7-
(trifluoromethyl)[1,2,4]triazolo[1,5-a]pyridin-2-yl]nicotinamide;
N-[6-bromo-5-(cyclohexylamino)[1,2,4]triazolo[1,5-a]pyridin-2-yl]nicotinamide;
N-[5-(cycloheptylamino)[1,2,4]triazolo[ 1,5-a]pyridin-2-yl]tetrahydro-2H-pyran-4-
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-yl]amino}-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-(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-y1]-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;

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

N-[5-(3-furyl)[1,2,4]triazolo[ 1,5-a]pyridin-2-yl]cyclopropanecarboxamide;
N-[5-(3-thienyl)[1,2,4]triazolo[1,5-a]pyridin-2-yl]benzamide;
N-[5-(3-furyl)[1,2,4]triazolo[ 1,5-a]pyridin-2-yl]benzamide;
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]acetamide;
N-[6-(4-hydroxy-3,5-dimethylphenyl)[1,2,4]triazolo[1,5-a]pyridin-2-yl]nicotinamide;
4-[2-(benzoylamino)[1,2,4]triazolo[1,5-a]pyridin-6-y1]-N-[2-
(dimethylamino)ethyl]benzamide;
N-[6-(1H-pyrazol-4-y1)[1,2,4]triazolo[1,5-a]pyridin-2-yl]benzamide;
N-{5-[(cyclohexylmethyl)amino][1,2,4]triazolo[ 1,5-a]pyridin-2-yl}nicotinamide;
N-{5-[(4-hydroxycyclohexyl)amino][1,2,4]triazolo[1,5-a]pyridin-2-yl}-3-
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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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-yl1]-4-(pyrrolidin-1-
ylmethyl)benzamide;

N-[5-(cyclohexylamino)[1,2,4]triazolo[ 1,5-a]pyridin-2-yl]-4-{[(2-
methoxyethyl)(methyl)amino|methyl} benzamide;
N-[5-(cyclohexylamino)[1,2,4]triazolo[1,5-a]pyridin-2-yl]-6-methylnicotinamide;
N-[5-(cyclohexylamino)[1,2,4]triazolo[1,5-a]pyridin-2-yl]-6-[(3-
hydroxypropyl)amino]nicotinamide;

N-[5-(cyclohexylamino)[1,2,4]triazolo[ 1,5-a]pyridin-2-y1]-6-[(2-
furylmethyl)amino]nicotinamide;
N-[5-(cyclohexylamino)[1,2,4]triazolo[1,5-a]pyridin-2-yl]nicotinamide 1-oxide;
N-[5-(isopropylamino)-7-(trifluoromethyl)[ 1,2,4]triazolo[ 1,5-a]pyridin-2-yl]-2-
pyridin-3-ylacetamide trihydrochloride;
N-[5-[(1-ethylpropyl)amino]-7-(trifluoromethyl)[1,2,4]triazolo[ 1,5-a]pyridin-2-
yl]nicotinamide;

N-[5-(isopropylamino)-7-(trifluoromethyl)[ 1,2,4]triazolo[ 1,5-a]pyridin-2-
yl]nicotinamide 1-oxide;
N-[5-[(3-hydroxycyclohexyl)amino]-7-(trifluoromethyl)[ 1,2,4]triazolo[ 1,5-a]pyridin-
2-yl]nicotinamide formic acid;

N-{7-chloro-5-[(3-hydroxycyclohexyl)amino][ 1,2,4]triazolo[ 1,5-a]pyridin-2-
yl}nicotinamide formic acid;

N-[5-(cyclopropylamino)-7-(trifluoromethyl)[ 1,2,4]triazolo[ 1,5-a]pyridin-2-y1]-4-
[(dimethylamino)methyl]benzamide;
N-[5-(cyclopropylamino)-7-(trifluoromethyl)[1,2,4]triazolo[ 1,5-a]pyridin-2-y1]-4-[(2-
oxopyrrolidin-1-yl)methyl]benzamide;
N-[5-(cyclopropylamino)-7-(trifluoromethyl)[ 1,2,4]triazolo[ 1,5-a]pyridin-2-yl1]-6-
pyrrolidin-1-ylnicotinamide;

N-[5-(cyclopropylamino)-7-(trifluoromethyl)[ 1,2,4]triazolo[ 1,5-a]pyridin-2-y1]-6-

methylnicotinamide;
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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-y1]-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;

N-[5-{[(1R,2S)-2-(hydroxymethyl)cyclohexyl]amino}-7-

(trifluoromethyl)[ 1,2,4]triazolo[ 1,5-a]pyridin-2-yl]nicotinamide hydrochloride;
N-[5-(cyclopropylamino)-7-(trifluoromethyl)[ 1,2,4]triazolo[ 1,5-a]pyridin-2-yl]-4-[(4-
hydroxypiperidin-1-yl)methyl]benzamide;
N-[5-(cyclopropylamino)-7-(trifluoromethyl)[ 1,2,4]triazolo[ 1,5-a]pyridin-2-y1]-4-
(pyrrolidin-1-ylmethyl)benzamide;
N-[5-(cyclopropylamino)-7-(trifluoromethyl)[1,2,4]triazolo[ 1,5-a]pyridin-2-y1]-6-(4-
hydroxypiperidin-1-yl)nicotinamide;

N-[5-(cyclopropylamino)-7-(trifluoromethyl)[ 1,2,4]triazolo[ 1,5-a]pyridin-2-y1]-6-
piperazin-1-ylnicotinamide;

N-[5-(cyclopropylamino)-7-(trifluoromethyl)[ 1,2,4]triazolo[ 1,5-a]pyridin-2-yl1]-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-y1]-6-
morpholin-4-ylnicotinamide;
N-[5-(cyclohexylamino)[1,2,4]triazolo[1,5-a]pyridin-2-yl1]-6-
(dimethylamino)nicotinamide;

tert-butyl 4-[5-({[5-(cyclopropylamino)-7-(trifluoromethyl)[1,2,4]triazolo[ 1,5-
a]pyridin-2-yl]Jamino} 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-yl1]-6-(4-fluoropiperidin-1-
yl)nicotinamide;

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

yDnicotinamide;
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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-y1]-6-[(3-
hydroxypropyl)amino]nicotinamide;

N-[5-(isopropylamino)-7-(trifluoromethyl)[ 1,2,4]triazolo[ 1,5-a]pyridin-2-yl1]-6-
(morpholin-4-ylmethyl)nicotinamide;
N-[5-[(pyrrolidin-3-ylmethyl)amino]-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]-4-(piperazin-1-
ylmethyl)benzamide;

N-[5-(cyclohexylamino)[1,2,4]triazolo[1,5-a]pyridin-2-yl]-4-[ (4-formylpiperazin-1-
yDmethyl]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-y1]-6-[(2-
methoxyethyl)(methyl)amino|nicotinamide;
N-[5-(sec-butylamino)-7-chloro[1,2,4]triazolo[ 1,5-a]pyridin-2-y1]-6-[(3-
hydroxypropyl)amino]nicotinamide;

N-[5-(sec-butylamino)-7-chloro[1,2,4]triazolo[ 1,5-a]pyridin-2-y1]-6-morpholin-4-
ylnicotinamide;

N-[5-(sec-butylamino)-7-chloro[1,2,4]triazolo[ 1,5-a]pyridin-2-y1]-4-{[(2-
methoxyethyl)(methyl)amino|methyl} benzamide;
N-[5-(sec-butylamino)-7-chloro[1,2,4]triazolo[1,5-a]pyridin-2-y1]-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-y1]-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.

. 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-amino[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;

Ns-cyclohexyl[l ,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-bromo-N>-cyclohexyl[1,2,4]triazolo[ 1,5-a]pyridine-2,5-diamine;
6-bromo-N°-cyclohexyl[1,2,4]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;
N°-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 diseases 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
)Rs

O

base or
coupling agent R,

(Ila) LG : OH
(Ilb) LG : ClI
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21.

wherein Rj, R,, R3, 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/HOB, i-butylchloroformate, carbonyl diimidazole, Mukaiyama’s reagent in a
suitable solvent such as DCM or CH3CN;

and optionally further purifying the obtained compound.

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 Ry, Ry, R3, R4 is a group
X selected from halogen such as Br, CI, 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,COj;, KsPO4 and a catalytic amount
of a palladium catalyst such as PdCI,(PPh;), 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¢R; 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 O RiB
OH 0

(IVa) (IVb)
At least one of ()
Ry, Ry, Ryand R, is X
Heat solvent
(Ib) or (Id) B
R7\
NH
RG/
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, CI, Br, OMs, OTf
with a secondary amine NHR¢R7 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,
R R
o T e T e,
R; N Re/ solvent R; N
R, RS/N\R7
(I1b) V) (Na)
skkskoksk
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