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and to their pharmaceutically acceptable salts.

It has surprisingly been found that the compounds of general formula I are
25 adenosine receptor ligands.

Adenosine modulates a wide range of physiological functions by interacting with
specific cell surface receptors. The potential of adenosine receptors as drug targets was first
reviewed in 1982. Adenosine is related both structurally and metabolically to the bioactive
nucleotides adenosine triphosphate (ATP), adenosine diphosphate (ADP), adenosine

30 monophosphate (AMP) and cyclic adenosine monophosphate (cAMP); to the biochemical
methylating agent S-adenosyl-L-methione (SAM); and structurally to the coenzymes NAD,
FAD and coenzym A; and to RNA. Together adenosine and these related compounds are
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25 energy supply: demand within the tissue. The actions of both subtyps is to increase the

amount of available oxygen to tissue and to protect cells against damage caused by a short
term imbalance of oxygen. One of the important functions of endogenous adenosine is
preventing damage during traumas such as hypoxia, ischaemia, hypotension and seizure
activity.

30 Furthermore, it is known that the binding of the adenosine receptor agonist to mast
cells expressing the rat A; receptor resulted in increased inositol triphosphate and
intracellular calcium concentrations, which potentiated antigen induced secretion of
inflammatory mediators. Therefore, the A; receptor plays a role in mediating asthmatic
attacks and other allergic responses.
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Chem stry, 6, a&x&%?ﬁ&s,rezwatzmmdmwamrmmessa(n:ggs) 41, 2835- 2845, J.
Chem , (1998), 3186-3201, 35 J. Med. Chem, (1998), 41, 2126-2133, J.

ghbg m cn (e 19 &) (199 9) ;(2513 7%%-% 281e tNR a2 4shleAR IhE GHATPERAR Ssfern is2s 4 catdibbrotective
agent Levels of endogenous adenosine increase in response to ischaemia and hypoxia, and
protect cardiac tissue during and after trauma (precondltlomng) Adenosine agonists thus
have potential as cardloprotectwe agents.

Adenosine modulates many aspects of renal function, including renin release,
25 glomerular filtration rate and renal blood flow. Compounds, which antagonise the renal
affects of adenosine, have potential as renal protective agents. Furthermore, adenosine A3
and/or A antagonists may be useful in the treatment of asthma and other allergic

responses.

Numerous documents describe the current knowledge on adenosine receptors, for
30 example the following publications:

Bioorganic & Medicinal Chemistry, 6, (1998), 619-641,

Bioorganic & Medicinal Chemistry, 6, (1998), 707-719,

J. Med. Chem., (1998), 41, 2835-2845,

J. Med. Chem., (1998), 41, 3186-3201,
35 J. Med. Chem., (1998), 41, 2126-2133,

J. Med. Chem., (1999), 42, 706-721,
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20 As used herein, the term "lower alkenyl" denotes a unsaturated straight- or branched-

chain alkyl group containing from 2 to 6 carbon atoms, for example, ethylen, propylen,
isopropylen, n-butylen, i-butylen, 2-butylen, t—butylen and the like. Preferred lower alkyl

groups are groups with 2 - 4 carbon atoms.

The term “cycloalkyl” denotes a saturated carbocyclic group, containing 3 — 6 carbon

25 atoms.

The term "halogen" denotes chlorine, iodine, fluorine and bromine.

The term "lower alkoxy” denotes a group wherein the alkyl residues is as defined

above, and which is attached via an oxygen atom.

The term “5 or 6 membered heteroaryl group” denotes, for example furyl,
30 thiophenyl, thiazolyl, pyridinyl, tetrahydro-furanyl, 5,6-dihydro-4H-pyran-2-yl, isoxazol-
5-yl, 4,5-dihydro-furan-2-yl, 5,6-dihydro-pyran-2-yl, pyrazol-1-yl, 1,2,4-triazol-1-yl,
imidazol-1-yl and the like.

Preferred “aryl” groups are, for example phenyl or naphthyl groups.
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t5t ;?n'Z(r)llo?ZE f a,r @%ﬁﬁflfﬁ%&(@;ﬁ?ﬁ%ﬁyﬁfﬁ_ﬂ-@@l)-[1,2,4]tnarz<_)lo[l,5-a]pyndm-_5-ylamme,

pyri di ne- lepa%@ﬁ?%}df?g%n‘k ¥lg’-2 ﬁﬂgzkhthép%éqléﬁé%}%y%ﬁ-éﬁu At ri azol o[

R e v e AT Wiy s e

575 ) T S i L e S

S (3-f1 - orp-p =Dfupan-2fyl4 12,4 rtazelalle?-gpyridin-S5- >

: (g a% p;?ir gij_ﬁqgf%ﬂ,%)aiﬂtﬁ,(12éq1pyrgc§n(t45y1w[ri,n,qitaigic]glaaw-apyﬁdir{-ﬁlylﬁénifak,t ri ag ol f) [

,5-a ridin-7- -‘nhen -‘et hanope -{2- r.o~phe - 2-fur.an- 2-yl -
15 4] 11 apotingd REaT- By PRC gt Hhi Aesaoel L RS b R

-fzufggmf r2 |_ ;altlz?I?(sz?ﬁﬁ?-ﬂ}eqywl—ﬁlrlar_na—w-[am,t{]a';azolo[1,5-a3pyrxdm—5-ylamme, .

, 5-a] pyridi n} 563y?'§%%§#$é5%pé%'?‘9’$§ﬂ'}91ﬁlf#‘ﬂb%é%&’3173?{[‘%",‘5',5;1??}“."52o| o[

) ol ol G RIS sl sl s i,

o fla: an- 92:4]triazolo{1,5-a]pyridin-5-ylamine,

-f -2-yl-7-(3-mett * ph l) - f ]{',2, t | 0.

, 5 ;ia gyr g nlsgy%?eﬁxﬁ@gﬁrafelgi(@&ﬁ ﬁraa@iof[iq'sgaﬁgvzgc}}P:?-rl)-ghz?ﬂ]-e{hapaa%| o[

: g Z} p%/r i di nl—ﬂfzyﬂﬂlorgk;ﬂ?nymfzaﬁﬂmm}flq1,_2,4:;trfawsla jl;,lsz-a}Sﬂyria_ir(—i-}gkx?hﬁpl - g y: ) - : [

, 2, ri azol o = ridi-n-5-yl am pe [,4- (53.am no- 2-furan- 2-yl -

,2,4]triazol &'T"LT'?{- é\?ﬁ@%/ﬁob‘?ﬂ?’gg\}ﬁa?%ﬁé%'ﬁ%ypghné%yl‘?mlp © Y

2-furan-2-yl-7-(4-methylsulfanyl-phenyl)-[1,2,4]triazolo[1,5-a}pyridin-5-ylamine,

RPRRPRPNRPRPRPNRPRTRRN

2-furan-2-yl-7-thiophen-3-yl-[1,2,4]triazolo[1,5-a]pyridin-5-ylamine,

30 2-furan-2-yl-7-(3-trifluoromethyl-phenyl)-[1,2,4]triazolo[1,5-a]pyridin-5-ylamine,

- 2-furan-2-yl-7-(3-methoxy-phenyl)-{1,2,4]triazolo[ 1,5-a]pyridin-5-ylamine,

N-[3-(5-amino-2-furan-2-yl-[1,2,4]triazolo[ 1,5-a] pyridin-7-yl)-phenyl]-acetamide,
2-furan-2-yl-7-(1H-indol-5-y1)-[1,2,4]triazolo[1,5-a]pyridin-5-ylamine,
N-[4-(5-amino-2-furan-2-yl-[1,2,4]triazolo{ 1,5-a} pyridin-7-yl)-2-methyl-phenyl] -

35 acetamide, o
2-ﬁ1ran-2-yl;7-piperidin- 1-y1-[1,2,4]triazolo[1,5-a]pyridin-5-ylamine,
2-furan-2-yl-7-pyrrolidin-1-yl-[1,2,4]triazolo[1,5-a] pyridin-5-ylamine,
2-furan-2-yl-7-(4-methyl-piperazin-1-yl)-[1,2,4]triazolo{1,5-a]pyridin-5-ylamine,



- 35 acetam_ de, 2-furan-2-yl-7-piperidin-l-yl- [ 1,2,4]triaz

1, 5-a] pyr iWPAVEINY anine, ™ 2-furan-2-yl-7-pyrrolidin- |-yl P%VPIPL%”%]”Z
triazolo [ 1,5-4a] pyr|d|n5y[amne -7-
2-furan-2-yl1-7-(4-nethyl -pi perazin-1-yl)- [ 1,2, 4]‘tr|azolo [ 1,5-3a]
pyri di n-5- ylmﬂmdﬂomaiyl)mﬁ&amﬂﬁma@/]ﬁwml 5 pyridine-5 7-diamine,

I 5 a] pyr | derRF N Ry el 0 ff*ﬂh%’fdgifw ﬂk’z&*ﬂy‘mﬁé& digming.y
L2, 4] tri azolmanglﬂkykpmnybe@yb [dﬂa&}fm?@h[ 5-a]pyridine-5,7-diamine,

Syi PB?EGZSY 7’@71;4[#1' M-Z— I)leﬁl}an- -yﬂ-[ B2 4]tnhidlé\{21§5-@]p&n&n55 Jamine,

| 2-
1,2, 4]trisazdr@- @uoroazmwﬂé} EE%’: dezn 41@"3/20 0[% 5'al11r’7§rr‘]dm'§/ ylm[nme,
7- (Za}‘l u?lr 8I‘]ﬁ(ﬁﬁé&lﬂ’ér@-ﬁyﬂdxh-ﬂyﬂQrf?ﬁhlngzr-yl -f1.2, 4ltﬁaﬂ¢[ﬂf5azmnﬂm- -ylamulle or
2, 4] !to %II az @I’%‘[a’%&ﬁ’WZIGW’Fé %Y'? ?Q#Xﬁ%g@d&]pnam%d > a]py%ﬁ{' 55ythite.

2 fur an- 2- yl - 7- (6- nmet hoxy- pyr|d|n 3-yl)-[ 1,2, 4]tr|azolo
1, 5-a] pyri di n- 5Fytthei preferfedrcptmpoupdssire thasel whengid I3 dsancunsubstituted avgine grovpRs

i's an unsub%_bah Esexﬂeﬁm&%s@&?égﬁur@ggr&arﬂp?eﬁ@tfalﬂmﬁg@&ﬁﬁmd furyl, for

exanpl e the oW n oun
7- (4- chl & o7pl4ethiorp- e(rql)r?e{-’nweﬂ%ﬂaﬁn‘zl W[ 1,214 ] iagolaf1.3-a]py7idin;5-ylamine,
[1, 5-a] pyri gL -éembﬁyaphen 1)-1 63neh f'lhﬁn(atr -plyBnjl),4 eridZolofR /5] byridineBiyldmihg, - [

% (23413 i et L&%dmh#»? SR RO B 2ol 2 el P ey

_ a]lpyrld ne,ylamne N-{3-[ 5-ami no-2-(5-nethyl-furan-2-yl)- [ 1,2,4]
HECCIR CrrTERER T ST A o e e

1, 5-a] py1s dlanetim;de]orphenyl} acet am de Further preferred corrpounds are
t hose, merm{leﬁ"a]ﬁn@ﬁ &%U@xrﬁﬁaﬁ-gqu)am ORI, 24 yini By pphieliip- 2 V1

for exanple OW ng co unds -fluoro-p enyl) pyr i d| n- 2- yI -
[ 1,2, 4]tri asgsemwidel 5-a] pyri di n-5-yl ani ne,

7- (3 nethoxy phenyl)-2-pyridin-2-yl- [ 1,2,4] triazolo [ 1,5-4a]
pyridin-5-yl ani E"ﬁrther7 prieferfudicompphndsydry tlﬁ»sgwhedemléasﬁm[nsnb&tﬁqedlamlm gramp|

5-a] pyri 8P8F5 sy;g'r% - -yl Ger nﬁ%e'f&w\hgé Borfipdhlads2- PYri din-2-yl-|

L2, 4]t
"(2- ]me{ ;z(; ] 7p@pﬂmm-pheyyl)) zzpmdm@rwlr[tz;&ﬂuxagolel125-41Rmd§kéwéﬁmme,

, 5-a] pyri dijnys5; }‘ﬁ’%ﬁ ]'in enyxf-é rg«ﬁﬁl-ﬁiyhyi 2 a}thhiawflzs ) }'nampy-lylaﬁhﬁe 2-yl-|

24]tr|azolo[ yrIl

ri
.2, 4] tri az@+@faming: Q}W)T%ngnﬁﬁmlﬁélmmb £ i 3 hanture, |
(5 chl or o-7puerétHylpy2idih-Y= )-p-)pyhdimz-&}-ﬂ Z,E]tnazolo[l 5-a]pyridin-5-ylamine,
,2,4]triazql Q[ 1, ] .
(o-chio e bR L P 3%%%1241“52 [V alpyrigin-S-ylamine,
5- a] pyzs d|7F(55ethqu1ytmh1 -2-yl)-2-pyridin-2-yl-[1,2 4]tnazolo 1 S-a]pyndm 5-ylamine,
2,7-di-pyridin-2-yl-[1,2,4]triazolo[1,5-a] pyridin-5-ylamine,
7-(5-chloro-pyridin-2-yl)-2-pyridin-2-yl-[1,2,4]triazolo[ 1,5-a] pyridin-5-ylamine or
7-(6-chloro-pyridin-2-yl)-2-pyridin-2-yl-[1,2,4]triazolo(1,5-a]pyridin-5-ylamine.

PNRPNRPRRNRPR

Preferred compounds are further those, wherein R’ is an unsubstituted amino group
30 andR! is 5,6-dihydro-furan-2-yl, for example the following compounds:
| 7-(3,4-dichloro-phenyl)-2-(4,5-dihydro-furan-2-yl)-[1,2,4]triazolo[1,5-a] pyridin-5-

ylamine,
2-(4,5-dihydro—f|.1ran—2-yl)-7-(3-ﬂuord-phenyl)- [1,2,4]triazolo[1,5-a]pyridin-5-ylamine,
2-(4,5-dihydro-furan-2-yl)-7-(4-fluoro-phenyl)-[ 1,2,4]triazolo[1,5-a]pyridin-5-ylamine,

35  2-(4,5-dihydro-furan-2-yl)-7-m-tolyl-[1,2,4]triazolo[1,5-a]pyridin-5-ylamine or
2-(4,5-dihydro-ﬁ1ran-2-y1)-7—(3-triﬂuoromethyl—pheny1)-[1,2,4]triaiolo[l,S-a]pyridin—S- :

ylamine.



|5referred cwmoymlsg are further those, wherein R5 i S an unsulPCTEPO¢/68372aM no
group 30 and R is 5,6-dihydro-furan-2-yl,_gor exanple the follow ng
conmpounds:  7-(3, 4-di chl or o-phenyl ) - 2- (4, 5- dlhydro furan-2-yl)-|

1,2,4]triazolo[ 1 fthose, wh R’ bstituted amino grou
2. (4, 5-di hydr o- fu?grf?’]z‘?&/H i}‘;—'?'gﬁfa?{éu%?%ﬂ é’rs&w T R ! Brotp

1, 5-a] pyridi napd mmzol-lzd,( exam 9%0 QW’&E-CQU‘FP)mq’ (4 fl uoro- phenyl)- |
4]triazol g y}az%l-el y;r ?ﬂ'ﬁcﬁn@' @ Fﬂ,ﬂ%azoﬁf[l ,5-a]pyridin-5-ylamine.

, 2,

(4 5-di hydro ur an- m t ol Jtriazol of
, 5-a] pyridin-5-yl am
-(4
, 5-

5~ di hydr o- fUIE?ﬁ"FnEﬁW preferred copponnds ghshess: WhTsing)is 2 pubstitntsd pmino group,
al pyri & naﬁdwm&g,fmaﬁpﬁm&mmﬁdmn -8 Preferred
compounds o e SISt (3 B R Q—ﬁilesﬂ?%ﬁ% SpEHiES fiTaiing 0P

2- pyrazol - 1- yleﬂﬁrl—()}phdm)rl-npyidmﬂ-ﬁl (1,244 Jtniazelad 1.5~ qpm@nérﬁWMnn 5-yl ani ne.
Exenpl ary pr ef(%lpﬁ,‘éﬁyl_cﬁgﬂ@#lﬂ%ga[ﬁez gmﬁmm@% BlRdifos- yﬁ-cafbaﬁﬁéaaa Wittlestér, NO

group, 5 and ﬁ
but - 3- eny! - (zbbh%pgzenmpmmdan#sd (12 ]fnazob) Lp- aﬂm@ze%oy -41 uafomethyl-
pyridin-5-y) dg et hyl - (2- phenyl 7-pyridin-4-yl- [ 1, 2 4] triazolo |

15 ooyt hf"n” G N B praBiA S (L absmigty - b Rarada. o1

(1,2,4]tri azat@dhmided- a] pyridin-5-yl)-4-trifluoronethyl io benzam de,

2-( 2 Chl oro- pBB&XA glx Bi;g&%lpﬁ QXN ZZ Bxéﬂyg 7%}41&'1]1 4[}'1][1 % ﬁtlr}a%l%fpg %ﬁpyndm— 5-yl)-

1, 5-a] pyri di n“
2- (2, 4-di chl orcetpinsdey| ) - N- (2- phenyl - 7-pyridin-4-yl- [ 1,2,4]triazolof

1,5-a]pyrigin '(% &%e@?—ﬁﬁglﬁqé}fljﬁ ZI\Qﬁ?azbe‘fP$1a'];7yrﬂﬂii15d§'1?124(27t¥fﬂhoromethyl-

124]tr|azolo (2tr|fluororreth
phenyl ) -acet a G@Y'RFQ“E‘“ enyl -7-pyridin-4-yl- [ 1,2,4] triazolo [ 1,5-a]

pyridi n-5-yl) -NZ(i f,h&ﬁylfipﬁfdimtﬁyﬂl-z 4beiaplof &&Qp}&fdld-sryl) -2-(4-triftuoromethyl-
.3 phenyl - N-(ZPg ri_a- %l din-4-yl- [ 1,2,4]tri1azolo [
1,5-a] pyridin 3 &nani de, 20 N-(2-phenyl - 7-pyridi n-4-yl -[
1,2,4]triazol GEpHenﬁkbl]-@ypheuhth@yylH)n-g-yb-[1,aJ4}'tlriamle[:laﬁﬁah:grif:lin-s-yl)-propionamide,
- g%f;;mp REVS bt 7 AL R4 BidborbTY 5-alpykidin SL115- 28 - deetamide,
2- (2-i odo- pheﬁyﬂZ}ban'(OzPWHyN-(? pheny7-pyrdip-4y1-11,.2.4 iyiazale[d Soalpyridin-5-y3)r
pyridin-5-yl) ycetamide,
2-(2-iodo-phenyl)-N-(2-phenyl-7-pyridin-4-yl-[1,2,4]triazolo[1,5-a] pyridin-5-yl)-
acetamide, .
25 3-(2-phenyl-7-pyridin-4-yl-[1,2,4]triazolo[1,5- a]pyndm- -ylcarbamoyl)-propyl]-
carbamic acid tert-butyl ester,
2-(2-chloro-phenyl)-ethyl}-(2-phenyl-7-pyridin-4-yl-[ 1,2,4]triazolo[1,5-a] pyridin-5-yl)-
amine,
2-(2,4-dichloro-phenyl)-ethyl]-(2-phenyl-7-pyridin-4-yl-[1,2,4]triazolo[1,5-a] pyridin-5-
30 yl)-amine,
(2-phenyl-7-pyridin-4-yl-[1,2,4]triazolo[1,5-a] pyridin-5-yl)-(4-trifluoromethyl-benzyl)- |

PNRNP

amine,
(3-phenyl-propyl)-(2-phenyl-7-pyridin-4-yl-[1,2,4]triazolo[1,5-a] pyridin-5-yl)-amine or
diethyl-(2-phenyl-7-pyridin-4-yl-[1,2,4]triazolo|[ 1,5-a] pyridin-5-yl)-amine.

35 The present compounds of formula I and their pharmaceutically acceptable salts can
be prepared by methods known in the art, for example, by processes described below,

which process comprises



acet am de
3-(2- pheniWo?”b'ﬂ??? din-4-yl-[1,2,4]triazol 0[1 5-a] pyridin- 5P9T@5?%°§ﬁ€y|) pro
pyl]- carbamic acid tert-buatyl ester,
2-(2-chl oro-phenyl )-ethyl]- (2 phe |- 7- pyrldln 4-yl- [ 1,2,4] triazolo |
1, 5-a] pyri di n-8) yeaytingsneampound of farmiulehi or o- phenyl ) - et hyI]
-(2-pheny|-7-pyridi n-4-yl- [1,2, 4] triazolo 1,5-a] pyridin-5- 30
yI) am ne, (2-phenyl - 7pyridin4y| [ 24_1&r|azolo[

5-a] pyri di n-5-yl)- (4tr|fluororrethyl >\a.mne
(3 phenyl - propyl ) - (2- phenyl - 7- pyri g 4 I31]tr| azol o[ 1, 5-a] pyri di n- 5-
yl)-am ne or diethyl-(2-phenyl - dtDn 4- yI [ 1,2,4]triazol of
1, 5-a] pyridin-5-yl)-am ne. 35 The pr€sent conpoungp of formula | and their
pharmaceutically acceptable salts can be prepared by nethods known in the
art, for exanple, by processes descri bed bel ow, which process conprises WO
01/ 17999 PCWithroomyssid f‘!ﬂf&)areactl ng a conpound of formula H NON |1~
\'RL . (\ SO ~ 1l wth a conpound of formula R3 14 2 " IlIl 5to a
compound of formula RNH2 1-1 wherein,R - ®4 have the significances given
above, or b) substituting one or twohﬁd\rfgeﬁz atons of the am no group in
formula I-1 by R, which is | ower alkyl, |phenyl, benzyl, -COIower alkyl,
-CO | ower al koxy, -lower al kenyl, - 1o CH2)IIF phenyl or .
-COQ(CH2) " - phenyl, wherein the phenyl ring is optionally substituted by
CF3, Iower al kox %pouaé oigf%mglr | ower al kyl, -CQ( CH2) 3- NHCO- | ower al koxy,

to aco
RZ
R3
2N
)—R
N
NH, L1

wherein R!- R* have the significances given above, or

b) substituting one or two hydrogen atoms of the amino group in formula I-1 by R,
which is lower alkyl, phenyl, benzyl, -CO-lower alkyl, -CO-lower alkoxy, -lower alkenyl, -
10 CO(CH,)s-phenyl or -COO(CH;),-phenyl, wherein the phenyl ring is optionally
substituted by CF3, lower alkoxy, halogen or lower alkyl, -CO(CH,)s-NHCO-lower alkoxy,
-(CH,)n-phenyl, wherein the phenyl ring is optionally substituted by lower alkoxy, CF3 or

halogen.

c) reacting a compound of formula

R?
BNANAEN
RN N;N/>— R
15 NPz v
with a compound of formula
R’B(OH); V

toa compound of formula I-1, wherein R* — R? have the significances given above, or



-(CH2) -phenyb.oim®sei n the phenyl ring is optionally substi tRaEEPdMSITOVWEr
al koxy, CF3 or halogen. c) reacting a conmpoynd of formula R2 R4 _N 15
NHZ IV with a conpound of fornula R3B(OH)2 o a compound of formula I-1
wherein R - R4 hawe b

ner) BP0l 0ga7o 10 T aine gﬂé 2 ’q’gg‘%?%?%'?% R it i hehblic i given aﬁ‘m’
the definitions given above, and I f desired, converting the conpounds

obt ai ned i nto gar maceutically acceptable acid addition salts. 5 In
~accordance with process variant a) to a boiling suspension osodi unmhydri de
-and  THE is added jp aeéa%%ve.fungm&mﬁ@m oBﬁﬁriEd‘J iatd phafiticédticall Jf&rce;&mgﬁhﬁ
. 3- benzenesulfon | met hyl -5-furan-2-yl-"1H [ 1,2,4] triazole an

3-(4- pyrldlnyla) ’pﬁa&}ﬁenenltmle or

3- benzenesul f onyl et hyl -5-furan-2-yl -1H[1, 2,4]tri azole and (E)-3-(2-

met hyl - pyri gi n- 4- yﬂxﬂacaéxﬁthﬂnm ptoceskiveriartad to o boiling saspensidn ofisodinmbypdriderapd
‘tenperature. |1$ a}d%l!é@ﬁ 8Pc§$p(&ﬂhds%rf{%MPM%PQﬁnfogmglgf3 the am no

group in fornu i cance gl ven above, is

carried out bybmenmmhformlmhthrybﬁﬁod@ 2-yloitH- [é%ﬁ@olmamﬁ ker-prEidinylitizng
acetyl - or %ﬁnéﬁtﬁ]‘rﬂé 69@%&%&5{;&&&&%@%&@2 8- PI?ERhﬁédléith(E) 3-(2-

corrpounds of f rocess vari ant ch n accor dance
with this net hogthykpysidincd-g) W@Hﬂp%@ammﬂ&ﬁm out af %hnﬂ‘tSF’PéS@eﬁ'ﬁ'ﬁl e
7- brono- 2-phenyl -[ 1,2, 4] pyridin-5-ylam ne and of a conpound of forrmula V,

~for exanpl ggp-tol Whéﬂb@ﬂiﬁuﬁoﬁ@f dne bStwo l?ﬂlr 6tn\atdrhis bﬁﬁhé aldiifio group in formula I-1 by

- (triphenyl pho h| ne 0 about The re ct 1,0 S
carried out EB?'{:!% s‘%‘?l rgﬁwenf%?ve&ﬁﬁwe OUt I PR SORYSR o&lﬂo%sr, for
triethylam ne ex'ﬁh‘tplé\&ith choespanding acetyle of benzoyl c&lllombsm t enper atures in
accordance wth nethods 20 which are known per se and which are famliar

to any person skilAadgd ;ﬁ&go&r& mbpéepmhxn of&rh odﬂ&s'bf'fd}?fgﬂ@msqe&?ib@ém but

al so salts with organic acids cane Q. consi d %tlon r??y roch Pfe
hydr obr oni des, progéss Memians ¢).An aecardance with thisanethedy @ misture of p sgmpeund of formula

succi nat es, s NRE igxamipR BASRS-2-phendl- IS iptiationglesinaaad bhecdrhpcurd 6f

ex ar’rpl ©s Of S ui%?mi aI ; Sfor example p-tolyl-boronic acid, is treated with tetrakis-

(triphenylphosphine)palladium and heated to about 90°C. The reaction is carried out in
the presence of a base, for example in Na;COj3, Cs,CO; or triethylamine.

" The salt formation is effected at room temperatures in accordance with methods
20 which are known per se and which are familiar to any person skilled in the art. Not only
salts with inorganic acids, but also salts with organic acids came into consideration.
Hydrochlorides, hydrobromides, sulphates, nitrates, citrate, acetates, maleates, succinates,
methan-sulphonates, p-toluenesulphonates and the like are examples of such salts.

In Examples 1 — 351 and in the following schemes 1 and 2 the preparation of
25 compounds of formula I is described in more detail.

The starting materials of formulae III, V, VI, VIII and X are known compounds or may be
prepared according to methods known in the art.

30



In Examples 1- 351 and in the.follow ng schenes 1 and 2 tion of
25 corrpoYYﬁ’d’éllws’forrrul al is described in nore detail. Ttﬁgﬁgﬁi’r ’?’rﬁg
materials of fornmulae III, V, VI, VIII -afid X are known conpounds or maybe
prepared according to nmethods known in the art. 30 WD 01/17999 --

PCT/ EPOQ 08372 -11 Scheme 1 11 N O HSchemell N NaOH O\ S\/" EtOHHCI S O

VI dioxane, rt (::ro 2. VII HO ' NH2 R NHWVII HONHZ ONON S N NYR
210 I~ NR 11(91:r00ixlo R N~ & - RZ R4 11l 3 R THF, NaH,
r_efl ux R4 \ DO s\yﬁﬂz t-éo;ma neani Hg__gf t e Eubstl t YyaRNaoiR -- R4 is
. given above g ——— i 0 >
. vi dioxane, rt Vil Hel 2. j\ "
R1 N/ 2
H Vil
0O NH K'l
1 ZH . 8N
. R I
lsl\/k\N/NT 210 ﬁ \/LN/>\R1
T o 0 . B 0
. iX
n
.RZ
N\\\,/k . | '
R 2
R* R
i R
. ZNAN\
> />—R
THF, NaH, reflux R® NN

The meaning of the substituents R".~ R* is given above.

10



10 WO 01/ 17988 oPEHEPO0/ 08372 -12 Scheme 2 OH Br 4 2 4 2 RPCTRPQO/O§SER
CC4 RRNAEEOH HONO 2. EOHO0O ON O Q50 OXI X/ Br 4 2 Br NaNQ2
N R&A Rz O+ 1.1 HZNHN N NHNH2 HCI/ HHONON O XII O N N N X II Br
SONL2 R4 R | 1. t-BuOH 2. CF3CO0 HZ2NgdieMd> MOH XIV Br R4 R2 Br
R3B(OH)2 R4 R2 1. RICHO H2N N N Pd(PPh3)4 | H2ZN N NH2 2. KOH, 02 N="R
Na2CC3, DME, A L NH3yves IV xv R3

Br

4. PBr,, CCl, L R?
280 O

NH, ,EtOH
H, E

NaNO,
——————
HCI/ H,0
Xit
X
' Br C)"s.fo‘rmz
ol X0
X
1. t+-BuOH |
2. CR,CO0 HN" N” NH, MeOH i
XIV |
Br
— - R% R?
Br ~ R’B(OH)

4 2 | 2 -
RN AR 1.R'cHO WS >
| 2 v N Pd(PPh,),
NN, 2. KOH, 0, N--{R1 Na,CO,, DME, A
NH, |, |
| es’_ v

XV
4 Ra 2
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The compounds of formula I and their pharmaceutically usable addition salts possess
valuable pharmacological properties. Specifically, it has been found that the compounds of

5 the present invention are adenosine receptor ligands.

The compounds were investigated in accordance with the tests given hereinafter.
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in the range of 7.5 to 8.4 in the human A,4 binding. In the table below are described some

specific pKi values of preferred compounds.

Compbund : hAz, pKi
2-(4,5-Dihydro-furan-2-yl)-7-m-tolyl-[1,2,4]triazolo[1,5- 7.5
a]pyridin-5-ylamine
7-(2-Methyl-pyridin-4-yl)-2-pyridin-2-yi- 7.5

[1,2,4]triazolo[1,5-a]pyridin-5-ylamine

2-(4,5-Dihydro-furan-2-yl)-7-(3-fluoro-phenyl)- 7.6
[1,2,4]triazolo[1,5-a}pyridin-5-ylamine

7-(3,4-Dimethoxy-phenyl)-2-furan-2-yl-[1,2,4]triazolo(1,5- 7.6
a]pyridin-S-ylamine -

7-(2-Fluoro-pyridin-4-yl)-2-furan-2-yl-(1,2 4]tr1azolo[1 5- 7.8
a]pyndm -5-ylamine

2-Furan-2-yl-7-(6-methoxy-pyridin-3-yl)- 7.9
[1,2,4]triazolo[1,5-a] pyridin-5-ylamine
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1,2,4]triazol oylgmgné al pyridin-5-ylam ne WO 01/ 17999 PCT/ EPOO/ 08372 |-14
2- Furan- 2-yl -7~ mtonI [ 1,2,4] triazolo [ 1,5-a]pyridijn-5- 8.0 vylamne
7-(3,4-Dichl ofo neny -Z- [ 4, o |n ar.o- ur n- 2 - 811 [ 1,2,,4] trijazolo

7-(2- Ethyl - pyr[l@hﬂ}h‘laﬂbld[iz ﬂwﬂldinrs-?lanhné 1,2,4]triazolo]|1,5- 8.1
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e.g. inthe f %Z%%fh%ﬂ’é'mﬁ’é 315‘ %3" TP% tjna&ﬁ%%e har macg'ult i cal

prepar ati ons calpytidinashylamise ered orally, e.g. in the form of tablety,
coated tabletps, dragees, hard and soft gelatine capsules, solutions

eIl S ons Or > SUSPRN A riindl BEFRBMI %Jﬁ%gﬂ&rﬁ&@uu&ﬁ%é’& ptabli siRs Bfthe
effected rectally, g orm o suppositories arenterally, e.

in the form of cqmnggﬁ formula § eande uspd axBEBIGURERIS 18- Fba'm.fpﬁn jof Eg?f“ﬁ’ée“tml
processed wi t h,RBaLRBLEThe ﬁﬁéﬂlﬂadeﬁ'@éal prepaﬁwﬁatﬁ; beQidnihBedred ofaay,rd %ﬁﬁ tHeorm
the production act ose CO{OE starc

phar mace I
Hori batt ves ¢ heablpts, qoared taletesraBleariand ang SOt geTime caosH Rigry Enplaog gr
used, for exangspensissi 'Hléddﬁﬂilnfs&fanbﬁ can, howetapilad Ise effeotztl aectallyh kgt in thel foxgeefs

and hard gel at i neogg ge?g%%é“ ajrlé,ab %&%rf&#ng??mjgc%n§&tlfmgsel atine capsul es

are, for exanpl®P%} X€S sen -so and liquid

polyols and the Ii al e .
carriers are, V\tﬁe?om suglfrfwwr qrﬂ]Iac gla&eﬁ; ?%eg;edtgggl @fa}isn\é f ge ai,ligi:t inlGfganic
capsul es. Sui te:bdugamaunrerssfofﬂreprbductmnadtphanmcemﬁcatptemla@ngs abattesgrapps starch

are, for exanple 0
Suitabl e carri %% enfvgﬁveg T Pg(j"sf%/@gl’ Stggljlé/%?& 41' lts\éageatn%%‘,gh%%éau?%&gg fﬁpéﬁﬁrﬁf §as
oils, waxas, §1ﬁh$arrmmﬂor tab&pns goated tabims drqg;es)mdshaadagelam dapkules. $hisable carriers
phar maceut i cal . pre & raat

sol ubi | i zers, fog %gela Ss @Hre, le vg%glﬁ?és@sr)ér%ge@ f‘sﬁ%e &ee,\[ﬁgnnsg}ltsi and liquid

col orants, fl apalyastsd t}EdikhsDépnndugqp nlng nature of the active substance no carriers are,

however, usually required in the case of soft gelatine capsules. Suitable carriers for the

production of solutions and syrups are, for exainple, water, polyols, glycerol, vegetable oil
15 and the like. Suitable carriers for suppositories are, for example, natural or hardened oils,

waxes, fats, semi-liqufd or liquid polyols and the like.’

The pharmaceutical preparations can, moreover, contain preservatives, solubilizers,
stabilizers, wetting agents, emulsifiers, sweeteners, colorants, flavorants, salts for varying
the osmotic pressure, buffers, masking agents or antioxidants. They can also contain still

20 other therapeutically valuable substances.

Medicaments containing a compound of formula I or a pharmaceutically acceptable
salt thereof and a therapeutically inert carrier are also an object of the present invention, as
is a process for their production, which comprises bringing one or more compounds of
formula I and/or pharmaceutically acceptable acid addition salts and, if desired, one or

25 more other therapeutically valuable substances into a galenical administration form

together with one or more therapeutically inert carriers.
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particul ar adual requipementsin sach particular case. n the Gassofiqral adgymisgation,theaqy) ¢ s
can vary framaabeitadQitddanr Rombbuit 0.0DMSTTE abeit 106Y nf ped dePEROLHHpSind.Ef
general formula |. or gf t corresg%dl ng am)‘pnt- of a%phg]b}naceutlcal |y
accept ablSe 8eneral fersayla b or ofithe corresponding amount ot 3 pharmarsutically acqeptable salt | e
dose or OIi n ﬁ{e&‘écﬁ?ﬂ‘n_ Hosdyed mdy'be aﬁﬂﬂ@iﬁkﬁﬁgsk{%@lg:ﬂw@? ihidi?iaedlaéheﬁkvr\zcg iwe
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Gr anul at i onjddifipgsthe H@P%éﬁ“é‘ﬁf%“ O[Eﬁﬁxé‘fe% wgeﬂg’lﬁ’ﬁtf?fﬂ‘ditgg’edﬁé@ffeé°ng 1.
Compound of formula I 5 25 100 500 2. Lactose Anhydrous DTG 125 105 30 150
3. Sta-Rx 1500 6 6 6 30 4. M cr Tabl¢sFanulation(WetGraaalaién)30 30 150

x
O

Item Ingredients : mg/tablet
20 : 5mg 25mg 100 mg 500 mg
1. Compound of formulaI 5 25 100 500
2.  Lactose Anhydrous DTG 125 105 30 150
3.  Sta-Rx 1500 6 6 6 - 30
4.  Microcrystalline Cellulose - 30 30 30 150
25 5. Magnesium Stearate 1 1 1 1
Total 167 167 167 831
Manufacturing Procedure
1. Mixitems1,2,3and 4 and granulate with purified water.
2.  Dry the granules at 50°C.
30 3. Pass the granules through suitable milling equipment.
4.  Additem 5 and mix for three minutes; compress on a suitable press.



25 5. Magnesygypierate 1 1 1 1 Total 167 167 167 831 ManwWCALERIDIOS3T2
Procedure 1. Mx itens 1, 2, 3 and 4 and gr_an?.l_l ate with purified water. 2.
Dry the granules at 50C. 30 3. Pass the granul es tthrough suitable nilling
equi pnment. 4. Add item5 and m x for g;_@g%@%ﬂgﬁénconpress on a suitable
press. WO 01/17999 PCT/ EPOQ 08372 -1 _ go‘r‘r'ml ation Item

I ngredients ng/capsule 5 ng 25 ng 100 ng 500 ng 1. Conpound of formula | 5
25 100 500 5 ZAtenhMegredientsaict ose 159 123 14@ng/capsgle Corn Starch 25 35 40 70
4. Talc 10 15 10 25 5. Magnesium Stearate 25 | 2 03

“io0 Manufacturing Procedure 1. Mx itens 1, séngnd 32|E(r}11t1 sullcbt%altﬁge mgg%r or

.30 minutes. 2. Add itens 4 and 5 and mx for 3 minutes. 3. Fill into a
sui tabl e capsul.e. Compmimed of fofmalaffur an- 2- yI5 7- pyri @n-4-y1 100 1, 2 4p0Q i azol o
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(0.32nmp1) 2- (@henyCemlStaoly! ) - et hani ni dic a2 d et hylB5Sester 4/drochl @i de in
700 m chlorof ormwas treated with-320 m 1]d\l aqueoysg sodi um hydoxi?%. 100
n of a saturated dueous sodi unmbi carbonat€ sol uti on was added and e 20
m xture was exs.r advieghesiuihSteltate of orm The lextract s2were cordined an@l dri ed
with sodiumsulfale and the sol vents vvergoodi stil Lz%ﬂ of f u%ldar redgﬁﬁd
pressure. The res ‘ft?]ng colorless oil waS'stirre oget hef " Wwith 42.6g

(0. 34npl) 2-furancarboxylic acid hydrazide in 600nl chloroformfor 24

hours at 5Q€. Mhagufaearing Paocedurci pitate was filtered off and dried. A
quantitative yield of furan-2-carboxylic acid

Cryetals, m. TosOIRAR bt R I pk fh S s 00 2l ned as pale
2.

Add items 4 and 5 and mix for 3 minutes.

3.  Fillinto a suitable cépsule.

Example 1

15 2-Furan-2-y}-7-pyridin-4-yl-[1,2,4]triazolo[1,5-a]pyridin-5-ylamine

A suspension of 85.0g (0.32mol) 2-(phenylsulfonyl)-ethanimidic acid ethyl ester
hydrochloride in 700 ml chloroform was treated with 320 ml 1N aqueous sodium
hydoxide. 100 ml of a saturated aqueous sodiumbicarbonate solution was added and the

20 mixture was extracted with chloroform. The extracts were combined and dried with
sodium sulfate and the solvents were distilled off under reduced pressure. The resulting
colorless oil was stirred together with 42.6g (0.34mol) 2-furancarboxylic acid hydrazide in
600ml chloroform for 24 hours at 50°C. The resulting precipitate was filtered off and dried.
A quantitative yield of furan-2-carboxylic acid (1-amino-2-benzenesulfonyl-ethylidene)-

25 hydrazide was obtained as pale crystals, mp. 195°C (decomposition), MS m/e (%): 308
(M+H", 100).

b) 3-Benzenesulfonylmethvl-5-furan-2-yl-1H-[1,2 4 {triazole

105g (0.34mol) Furan-2-carboxylic acid (1-amino-2-benzenesulfonyl-ethylidene)-
hydrazide were heated at 200°C for 20 minutes. The molten mass was then cooled,
30 dissolved in 250 ml hot ethanol and stirred overnight at room temperature. The
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chr omat ogr a ane . 30
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with the gqmahad- Joe ?ﬂﬁnd—ylemmltﬁaz’blcf[llﬁm]pyndm -5-ylamine as yellow crystals with
3-benzenesul fo g % | -5-furan-2-yl-1H [1,2,4]triazole and
3-(3-pyridi WA ;%Eg enenitrile. Exanple 3 2Furan2y| 7-pyridin-2-y1- [
1,2,4] triazolo [ 1,5-a]pyridin-5-ylamne 20 The title conpound, M5 nfe
(99 : 278 (MtrH+, 100) was prepared in Zsewpl§2nce with the general nethod
of exanple 1 from 3-benzenesul fonyl net hyl -5-furan-2-yl-1H [1,2,4]triazole

and 3-(2-pyh |ﬂ*rP_¥uI2)_Y127 Qeﬁj.[tl 2|4]&ngmnplaqrpfl—xdm-5- lamine

7-(3,5-Bis-tri orone pheny -2-furan-2-yl - 124]tr|azolo[

was. pr oy Sér?:pﬁlt%'eé‘%‘pgﬁmﬁwpﬁ%?@é&@ R sw“@ it °fdﬁ&% D)

3- benzenesulgkpdiyl methby bf éxafplah frﬁny?r-biﬂenfsulfgnmﬂl}’hétﬂl@na 1-1H-
3-[3, 5- bi (4] b, 4oL QUEADYI A RIRRNES LY Rkt e

Example 3 -

2-Furan-2-yl-7-pyridin-2-yl-[1,2,4]triazolo[1,5-a}pyridin-5-ylamine

20 The title compound, MS m/e (%): 278 (M+H", 100), was prepared in accordance with the
general method of example 1 from 3-benzenesulfonylmethyl-5-furan-2-yl-1H-
[1,2,4]triazole and 3-(2-pyridinyl)-2-propenenitrile.

Example 4
7-(3,5-Bis-trifluoromethyl-phenyl)-2-furan-2-yl-{1,2,4]triazolo[1,5-a] pyridin-5-ylamine

25 The title compound, MS m/e (%): 412 (M", 100), was prepared in accordance with the
general method of example 1 from 3-benzenesulfonylmethyl-5-furan-2-yl-1H-
[1,2,4]triazole and 3-[3,5-bis(trifluoromethyl)phenyl]acrylonitrile.

Example 5

7- (3,5-Diclﬂoro—pheny])—2-furan-2—yl- [1,2,4]triazolo[1,5-a]pyridin-5-ylamine
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50 m solvent and chromatography on silicagel w:th d.lchloromethane/methanol 99/1 gave 0.57g
20 (35%) 7-(4-chloro-phenyl)-2-furan-2-yl-{1,2,4]triazolo[ 1,5-a] pyridin-5-ylamine as pale
crystals. MS m/e (%): 311 (M+H", 100).

Example 7
2-Furan-2-yl-7-(2-methyl-pyridin-4-yl)-[1,2,4]triazolo[1,5-a] pyridin-5-ylamine

The title compound, mp. 100-101°C and MS (EI) m/e (%): 291 (M, 100), was prepared in
25 accordance with the general method of example 1 from 3-benzenesulfonylmethyl-5-furan-
2-yl-1H-[1,2,4]triazole and (E)-3-(2-methyl-pyridin-4-yl)-acrylonitrile.

Example 8
7-(2-Ethyl-pyridin-4-yl)-2-furan-2-yl-{1,2,4]triazolo[1,5-a]pyridin-5-ylamine
a) (E)-3-(2-Ethyl-pyridin-4-vl)-acrylonitrile

30 To asuspension of 1.79g (0.041mol) sodiumhydride in 50 ml tetrahydrofurane and 50 ml
dimethylformamide were added 13.9g (0.041mol) (cyanomethyl)triphenylphosphonium



di met hyl f ) wer e added 13.9g (0.041nol)

(cyanonet ﬁ{y trl?%ﬁenyl phosphoni um WO 01/ 17999 PCT/ EPOO/ 0837 TEPPYORT? o1 i de.
After sirring for 1 hour at roomtenperatud®-a solution of 5.54g (0. 04l nol)
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stirring waschloxide.iAfteesirfing ford Hownatroofitempetatute asohitimnalf 5154 €0.64lnol) 2t he
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ith dichl
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1,2,4]triazg] 91,8 | din:5- \ R + .
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added 10. 13g,.. : Lptdii JeT:Ne) hima .15 chl ori de.
After sirri gzgg’g%gsqyﬁao]ﬁ&g?&?gg%h?é?zrpegfrl}g?ﬁ?ghg@'?gl %}?Jl/’lgn of ~4.48g (0.03nvl)
2 propyl - 4-pyri di necar boxal dehyde in 15 m l}ie&rahydrofuran wer e added and
stirringas continued for 15 hours. ®’n et hanol were added, the
solvents were evaporated and the residue chromatographed on al um ni unoxi de
wi t h di chl or>Fetana2i¢l-7-2-prepyd-pyriditg4-yl)-(1,2,4]triazolo[1,5-a]pyridin-5-ylamine
3-(2-propyl -pyridin-4-yl)-acrylonitrile as yellowoil. M5 W (%: 173
( MrH+, 100) . aég-@lP-Eﬂgl—Hrg if-CHAMR i dS Me (%: 319 (M 100), was
prepared in W 1T Lne&(g?rrer%g met hod of exanple 1 from
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3- (2- pr opy! -T2 suspensipnyof) Lagr(woémo{)rspd@mlmms ir:40ppl tetrahydrofurane and 40 ml
i' gur i”m' 2- )é!diﬁrgfl%llfbﬁﬁﬂhmz er@dee@ZlO.l'légY(b.%rh?l}(%raﬂiléﬁlé Bﬁhﬂ{enylphosphogliunll T '
, 5-a] pyridin: 5: ne . a) 3-(2-1sopropyl -pyridin-4-yl)-ac onitrile To
a suspend? orf ’%: g&%’m %i 5%0@_‘&&F‘Eﬁfﬁ§%1$¥‘ﬂé‘0“¥ a splgtion X%%%mmm'ane
and 220 m plopgidpyridinemrboteldebyde indf ad t&fahydrofGrabSvape 3dded and stirring was -

(cyanomet hyl o} k) pRedy Pg P?%ﬁ“@?ﬂng@ %&E@%@%ﬁrﬁ ded, He'sbiviiks Wake dvaPGidfed?!

roomtenperature a so ] S 2= )
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with di CQO' Orb? %te Qi%g%o}n%oth,ll\qs xzri/g ?‘%)z 319 (M", 100), was prepared in accordance with the
general method of example 1 from 3-benzenesulfonylmethyl-5-furan-2-yl-1H-

[1,2,4]triazole and 3-(2-propyl-pyridin-4-yl)-acrylonitrile.
Example 10
2-Furan-2-yl-7-(2-isopropyl-pyridin-4-yl)-[1,2,4]triazolo[ 1,5-a]pyridin-5- ine
25 a)3-(2-Isopropyl-pyridin-4-yl)-acrylonitrile

To a suspension of 6.55g (0.15mol) sodiumhydride in 220 ml tetrahydrofurane and 220 ml
dimethylformamide were added 50.7g (0.15mol) (cyanomethyl)triphenylphosphonium
chloride. After sirring for 1 hour at room temperature a solution of 22.4g (0.15mol) 2-
isopropyl-4-pyridinecarboxaldehyde in 50 ml tetrahydrofuran were added and stirring was
30 continued for 15 hours. Then 10 ml methanol were added, the solvents were evaporated
and the residue chromatographed on aluminiumoxide with dichloromethane to yield 2.96g
3-(2-isopropyl-pyridin-4-yl)-acrylonitrile as coorless oil. MS m/e (%): 172 (M*, 100).



3-(2-1 sopr og¥HoPYfowsli n-4-yl)-acrylonitrile as coorless oil. WMETVERO(8472 172
(M, 100). WO 01/17999 PCT/ EPOO/ 08372 -20 b)Jhe title conpound, M5 me (9%:
320 (MrH+, 100), was prepared:in accordance With .the general nethod of
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Chr omat ogr aphy on silicagel wth dichl or%@g / met hanol 95/5 gave 3.3g
(289% 3-(1l-oxy-pyridin-4-yl)-acrylonitri =1:1), M me (%9: 146 (M,
100). b)

2- Furan- 2-yl - di_n-4- 5-y| anm ne
The title co E Xiﬁf)%ﬂ(i‘ °(W/3PY“§“%*Y?’|\MJ”%H %{%B%pare accordance
with the general met hod of exanple 1 from

3-benzenesul f onyl hyl - 5-f up an- 2- I-%I—i[ 1,2,4] triazole and

3-(1-oxy-pyri L1 0 Exanpl e 13
5- Ami no-2-furan-2-yl-7-pyridin-4-yl- [ 1,2,4]triazolo |

(it 100) | weiF@aoblp-4a {OBemR ke BHD R Bfonsibl e Gl (Bl o o
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pyridi nyl met anedi n tr 1799 P00, 08372
Bl o 1 o stbeerat FOAh ALRASTRIS for SHOes A2 agll periiy of fpRnest fibpide

1, 5-al pyridi nﬂﬁas)éJdaed #6d stirring was continued for one hour. After extraction with

dichloromethane/water the organic phase was dried with sodium sulfate and the solvent
was distilled off. Chromatography on silicagel with dichloromethane/methanol 95/5 gave
3.3g (28%) 3-(1-oxy-pyridin-4-yl)-acrylonitrile (E:Z=1:1), MS m/e (%): 146 (M", 100).

b) 2-Furan-2-yl-7-(1-oxy-pyridin-4-yl)-[1,2.4]triazolo{1,5-a] pyridin-5-ylamine

The title compound, MS m/e (%): 294 (M+H+, 100), was prepared in accordance with
the general method of example 1 from 3-benzenesulfonylmethyl-5-furan-2-yl-1H-
[1,2,4]triazole and 3-(1-oxy-pyridin-4-yl)-acrylonitrile .

10 Example 13
5-Amino-2-furan-2-yl-7-pyridin-4-yl-[1,2,4]triazolo[1,5-a] pyridine-6-carbonitrile

The title compound, MS m/e (%): 303 (M+H", 100), was prepared in accordance with the
general method of example 1 from 3-benzenesulfonylmethyl-5-furan-2-yl-1H-
[1,2,4]triazole and 4-pyridinylmethylen-propanedinitril.
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enzenesul f ony yI i dene) - ydrazide A suspension of 85. oﬁW@Q%ﬁ’}
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3- benzenesul 318r320fet hy| - 5- rret hyl -furan-2-yl- 1H [ 1,2,4] triazole and 3-(4
pyridinyl)-2-propenenitrile. M.: 270-272C (dec.) 25 Exanple 15 N

[ 2- (5- Met hy| bf SUBRRzedeMilfon Fimity1 5-Arethy¥-furah-21y1 A L) 1.bulezebel

1,5-a]lpyridin-5-yI'[-aceftam de The title conpound was obtai ned as a

our1 11 6att or-bF (b ERseY STMEB e Rt i e fipo A pesen s HiBBH . 5o
Exanpl e 16 Zthylidehe)thydeziid wére heate@atyll})o(l fory20 mitivtesd Th¢ molted piassifvag themzol o -
[ 1.5-a] pyry ?leﬁ, (%s i\@m t‘)%%I hot etl %x%? al?ﬁ{rmegﬁﬁt?at rod t&)xperature The

4, 5- Di net hy I- uran- -car
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(0.004mol ) ZeitpaBiibcstdteRRIMel 1 atandB:DioVidd 876G (90%Y B-Hhibdiesulfonylmethyl-5-
20 methyl-furan-2-yl-1H-{1,2,4]triazole as white crystals. MS (EI) m/e (%): 303 (M+H", 16).

The title compound was prepared in accordance with the general method of example 1
from 3-benzenesulfonylmethyl-5-methyl-furan-2-yl-1H-[1,2 4] triazole and 3-(4-
pyridinyl)-2-propenenitrile. Mp.: 270-272°C (dec.).

25 Example 15
N-[2-(5-Methyl-furan-2-yl)-7-pyridin-4-yl-[1,2,4}triazolo[1,5-a] pyridin-5-yl]-acetamide

The title compound was obtained as a byproduct in the reaction above and isolated after.
chromatographic purification on SiO2 with 1% MeOH in dichloromethan. Mp.: 257-
259°C.

30 | Example 16

2-(4,5-Dimethyl-furan-2-yl)-7-pyridin-4-yl-[1,2,4]triazolo[1,5-a] pyridin-5-ylamine
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Example 17
2-Benzofuran-2-yl-7-pyridin-4-yl-[1,2,4}triazolo[1,5-a]pyridin-5-ylamine

25 a) Benzofuran-2-carboxylic acid (1-amino-2-benzenesulfonyl-ethylidene)-hydrazide

3.4 g (0.0125 Mol) of 2-(phenylsulfonyl)-ethanimidic acid ethyl ester was stirred together

with 2.2 g (0.015mol) benzofuran-2-carboxylic acid hydrazide in 80 ml chloroform for 24

hours at 500C. The resulting precipitate was filtered off and dried. 2.67 g of benzofuran-2-

carboxylic acid (1-amino-2-benzenesulfonyl-ethylidene)-hydrazide was obtained as off-
30 white crystals. Mp.: 205-220°C.

b) 3-Benzenesulfonylmethyl-benzofuran-2-yl-1H-[1,2.41triazole
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20 chloroform for 24 hours at 50°C. The resulting precipitate was filtered off and dried. A
quantitative yield thiophene-2-carboxylic acid N'-(2- benzenesulfonyl-1-imino-ethyl)-

hydrazide was obtained as white crystals. MS m/e (%): 324 (M+H", 100).

b) 3-Benzenesulfonylmethyl-5-thiophen-2-yl-1H-[1.2.4 |triazole

1.00g (0.003mol) Thiophene-2-carboxylic acid N'-(2-benzenesulfonyl-1-imino-ethyl)-

25 hydrazide were heated at 200°C for 20 minutes. The molten mass was then cooled,
dissolved in 5 ml hot ethanol and stirred for one hour at room temperature. The
precipitated crystals were filtered off and dried to yield 0.87 g (93%) 3-
benzenesulfonylmethyl-5-thiophen-2-yl-1H-[1,2,4]triazole as yellow crystals with mp.
191-193°C. MS m/e (%): 305 (M, 100).

30  c) 7-Pyridin-4-yl-2-thiophen-2-yl-[1,2,4]triazolo[1,5-a] pyridin-5-ylamine, MS m/e (%):
293 (M*, 100), was prepared in accordance with the general method of example 1 from 3-
benzenesulfonylmethyl-5-thiophen-2-yl-1H-[1,2,4] triazole and 3-pyridin-4-yl-
acrylonitrile.
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resulting colorless oil was stirred together with 5. 129 (0 037rml)
2- pi col i nyl hydr azi(deMethybthiophenh?-gh) 6f- ihe 1,2 didriazplal
resulting precipitate was filtered off and drled Aquantltatlve yi el d of

The title compound was prepared in accordance with the general method of example 1
from 3-benzenesulfonylmethyl-5-methy-thiophen-2-yl-1H-[1,2 4] triazole and 3-(4-
20 pyridinyl)-2-propehenitrile. Mp.: 254-256°C (dec.).

Example 20

N-[2-(5-Methyl-thiophen-2-yl)-7-pyridin-4-yl-(1,2,4] triazolo{1,5-a] pyridin-5-yl]-
acetamide

This compound was obtained as a byproduct in the reaction above as a yellow solid. Mp.:
25 226-228°C.

Example 21

2-Pyridin-2-yl-7-pyridin-4-y}-[1,2,4]triazolo(1,5-a]pyridin-5-ylamine
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Example 22
2-Phenyl-7-pyridin-4-yi-[1,2,4]triazolo|1,5-a] pyridin-5-ylamine

a) Benzenecarboxylic acid (1-amino-2-benzenesulfonyl-ethylidene)-hydrazide

A suspension of 40.0g (0.15mol) 2-(phenylsulfonyl)-ethanimidic acid ethyl ester

25 hydrochloride in 350 ml chloroform was treated with 150 ml 1N aqueous sodium
hydoxide. 60 ml of a saturated aqueous sodiumbicarbonate solution was added and the
mixture was extracted with chloroform. The extracts were combined and dried with
sodium sulfate and the solvents were distilled off under reduced pressure. The resulting
colorless oil was stirred together with 22.4g (0.16mol) benzhydrazide in150 ml chloroform

30 for 24 hours at 50°C. The solvent was distilled off and the residue was suspended in 150 ml
ethanol and stirred for Shours at room temperature. Filtration yielded 44.7g (93%) of
benzenecarboxylic acid (1-amino-2-benzenesulfonyl-ethylidene)-hydrazide as white
crystals with mp. 209-112°C. MS m/e (%): 318 (M+H", 100).
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Exarrpl e 26 5-tH O;ﬁ)ﬂ élln |r<10n1te§1pﬁ%t}lre ggﬁp F—go% N $§i3i1t and
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After one hour200 -2203C.(MdS on'e 1)) 283- M@ﬂr@os phenyl - 2- propenenitrile was

added, stirring was continued for one hour, the m xture warned to room

t enperature over ni ght and wat er was ad(ﬁdmpﬁxzsr action wth diethylether,
chr omat ogr aphy on silicagel with

2-Phenyl-7-pyridin-2-yl-[1,2,4]triazolo[1,5-a]pyridin-5-ylamine

The title cbmpound, mp. 278-280°C, MS m/e (%): 288 (M+H", 100), was prepared in
20 accordance with the general method of example 22 from 3-benzenesulfonylmethyl-5-
phenyl-1H-(1,2,4]triazole and 3-pyridin-2-yl-acrylonitrile.

Example 24
2-Phenyl-7-pyridin-3-yl-[1,2,4]triazolo[1,5-a]pyridin-5-ylamine

The title compound, mp. 201-203°C, MS m/e (%): 288 (M+H", 100), was prepared in
25 accordance with the general method of example 22 from 3-benzenesulfonylmethyl-5-
phenyl-1H-[1,2,4]triazole and 3-pyridin-3-yl-acrylonitrile. '

Example 25
2,7-Diphenyl-{1,2,4]triazolo[1,5-a]pyridin-5-ylamine

The title compound, mp. 214-216°C, was prepared in accordance with the general method
30 of example 22 from 3-benzenesulfonylmethyl-5-phenyl-1H-(1,2,4]triazole and

cinnamonitrile.
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chr omat ogr aphy on SI | icagel with 30 dichl oronet hane/ et hanol 96/ 4 gave
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Evaporation of the solvent and chromatography on silicagel with
dichloromethane/methanol 97/3 gave 0.04g(17%) but-3-enyl-(2-phenyl-7-pyridin-4-yl-
20 [1,2,4]triazolo[1,5-a]pyridin-5-yl)-amine as beige crystals. MS m/e (%): 341 (M*, 21), 300

(100), 287 (65).

Example 28
Ethyl-(2-phenyl-7-pyridin-4-yl-[1,2,4] triazolo[1,5-a]pyridin-5-yl)-amine

A solution of 0.29g (0.001mol) 2-phenyl-7-pyridin-4-yl-[1,2,4]triazolo{ 1,5-a} pyridin-5-

25  ylamine in 50ml dimethylformamide was treated with 0.05g (0.001mol)
sodiumhydride(55%) for 15 minutes at room temperature. Then 0.22g (0.001mol) ethyl-p-
toluenesulfonate were added and stirring was continued for 22 hours. Saturated aqueous
sodiumbicarbonate was added and the mixture was extracted with dichloromethane.
Evaporation of the solvent and chrofnatography on silicagel with

30 dichloromethane/methanol 96/4 gave 0.37g(17%) ethyl-(2-phenyl-7-pyridin-4-y}-
[1,2,4]triazolo[1,5-a]pyridin-5-yl)-amine as beige crystals. MS m/e (%): 316 (M+H", 100).
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| Example 31

2-(2-Methoxy-phenyl)-N-(2-phenyl-7-pyridin-4-yl-[1,2,4]triazolo[1,5-a] pyridin-5-yl)-
acetamide

20 A mixture of 0.29g (0.001mol) 2-phenyl-7-pyridin-4-yl-[1,2,4]triazolo[1,5-a] pyridin-5-
ylamine and 1.13ml(0.014mol) pyridine in 30ml dichloromethane was stirred with
0.55g(0.003mol) 3-methoxyphenylacetyl chloride for 18 hours at room temperature. After
extraction with aqueous sodium hydroxide the organic solvents were distilled off and the
residue was purified by chromatography on silicagel with dichloromethane /methanol 98/2

25 and crystallisation from methanol to yield 0.25g(56%) 2-(2-methoxy-phenyl)-N-(2-
phenyl-7-pyridin-4-yl-[1,2,4]triazolo[1,5-a] pyridin-5-yl)-acetamide as beige crystals. MS
m/e (%): 436 (M+H", 100).

Example 32

2-(2-Chloro-phenyl)-N-(2-phenyl-7-pyridin-4-yl-[1,2,4]triazolo[1,5-a}pyridin-5-yl)-
30 acetamide
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D ) AP Ao B SR P“&V@P\%H‘(@z @f%aﬁzpﬁ(*%ﬁ?* 4Ipyghin-35D-

2- phenyl - 7- pacetagtiide 4- y| - 1, 2, 4]tri azol o[ 1, 5-a) pyridin- 5-yl ami ne and
2-(trifluoronethyl)phenyl acetyl chloride. WO 01/ 17999 PCT/ EPOO/ 08372 -30

Exanpl e 37 Nrgeith Jl%?,)_}lou?jd{lw Siflleodh: ¥74 I\II-iLH2 lﬁbﬁ Wv?sé@k?u[ad eraCCﬁrdance Ynth the

1, 5-a] pyri di n-5- - fl uor onet h pheny
conpound, NMSRFE ’(ﬂ%}md £Xqple? P%ﬁ%)’ @H&L‘B&'YH %H#%MbSWJPWQIﬁe

5 general nes-laghisyd ard@adichlcrdp Béxﬁm &yp&lﬂmde7 pyridin-4-yl-[
1,2,4]triazolo[ 1,5-a]pyridin- 5-ylamne and

3- (t rifl x@r onet hy! ) phenytacetyl chlori %Eq%gpl e 38

N- ( 2- Phe I-7pyr|d|n4yl [ 1,2,4] t [ 1,5-4a]
pyridin-5-yl)-2-(4-trifluoromethyl - phenyl)-acetam de 10 The title
conpound, NVS-(&-€hloyy-phamyl)-Nvi2-phenybdipyridens 4yl-Eh2ABtiazoloHeT olpyaidine Swilk-h t he
general net hpga.pfigexanpl e 31 from 2-phenyl -7-pyridin-4-yl-[1,2, 4]
triazolo[1, 5- a] pyri din- 5-ylamne and 4-(trifl uoronethyl )phenyl acetyl

chl ori de. 39 3-Phe (2 ridin-4-yl-[1,2,4]tri o[

1,5-a] pyri di 5 |¢5>mm°aﬁsi5\4§ s LS, A0 masmae WEschordanes) it s

(MrH+,  100) ,general methpd iof exaniple 8T rodedrphenyi-Fipyiridin-4-yl-[1,2,4]triazolo[ 1, 5-a]pyndm—
15 5-ylamine and 3-chlorophenylacetyl chloride.

Example 35

2-(3-Fluoro-phenyl)-N-(2-phenyl-7-pyridin-4-yl-[1,2,4] triazolo[1 S-a]pyndm-S-yl)-
acetamide

The title compound, MS m/e (%): 424 (M+H", 100), was prepared in accordance with the -
20 general method of example 31 from 2-phenyl-7-pyridin-4-yl-[1,2,4]triazolo[1,5-a] pyridin-
5-ylamine and 3-fluorophenylacetyl chloride.

Example 36

N-(2-Phenyl-7-pyridin-4-yl-(1,2,4]triazolo[1 5-a]pynd1n-5-yl)—2—(2-tnﬂuoromethyl—
phenyl)-acetamide

25 The title compound, MS m/e (%): 474 (M+H", 100), was prepared in accordance with the
general method of example 31 from 2-phenyl-7-pyridin-4-yl-[1,2,4]triazolo[1 S-a]pyndm-
5-ylamine and 2- (tnﬂuoromethyl)phenylacetyl chloride.



gener al net iwdogi7eexanpl e 31 from 2- phenyl - 7- pyri di n- 4-yl - [ PCT/EP00/08372
1,2,4]triazolo[ 1, 5-a] pyridin- 5-ylam ne and_ghenyl propi onyl chloride.
Exanpl e 40 (2-Phenyl-7-pyridin-4-yl- [ 1,2,4]triazolof

1,5-a] pyridin-5-yl)-carbam c acid phenyl ggt § 20 The title conmpound, M5
me (%: 408 (MtH+, 100), was prepared I n accor ance W th the general

nmet hod of exanple 31 from 2-phen yridi n azol

1, 5-a] pyri di n-N-K2-)HbaneriéPm@ilp!p4'r§ﬁ -éﬁ?‘é?‘ﬂ?ﬂr dERé‘ﬂ’él‘% uorom

2- Phenyl - I\I—(Z-ﬂmﬁ lacdtaiidd di n-4-yl- [ 1,2,4] triazol o 1,5-a]

pyri di n-5-y|)-ace am' de 25 The title conmpound, M5 nme (O/c) 406 (IVHH+ 100),

d i d h
2 pheny! - 7 pyr s epoppupdpMaipls s R 04Per R0 Faf peePATE ecglagch Wieh the
phenyl acet y§ gieheral siethod@f@idmple 39 ARG 2HRRAYIOB PYRdin-B - mmluddl 5-a}pyridin-
N- ( 2- Phenyl I din Z0l yridi n-5-yl)-benzam de
The title corrpaoﬁ{ﬂﬁu ‘T\fé‘ﬁ&“‘(%&"‘ﬁ&‘@"?@ﬁ 10 llcvhvgs pCPepar ed in accordance
with the general nmethod of exanple 31 from 2- phenyl - 7-pyridin-4-yl - |

1,2,4]triazolo [ 1,5-a]lpyridin- 5 5-yl amﬁaﬁema’lml-"soenzoyl chl oride. Exanple 43
N-(2- Phenyl - 7pyridin4y| [ 1,2,4] triazolo 1, 5-a]

pyridin-5-yl)-aqet émzh g;em&p ICPKRﬁHﬂﬂo[laﬁa 1d84-5-yB 30 (4-Mifttoroidehyl- was
prepared in accor anc

t he general of exanple 31 from
2- phenyl - 7pyrR 1,2,4] triazolo [ 1,5-a] pyridin- 10 5-ylam ne
and acetyl chlori de Exarrpl e 44 N (2-Phenyl -7-pyridin-4-yl- [ 1,2, 4]
triazolo [ 1d, SFradtithydonsbound; MS)mA-(96) 474 (MaEE] Hit) (wadpreparied liw accordmmea withithe

VW (9% : 420 (MtH+, 10 ed 1 R
ot hod of exaspereeed SEaReR AT i o ThiaRA%) %ﬁ:‘% A5t} 2 Bftia AT A pyridin
1,2,4]triazol cﬁ[;ﬂ,aﬁnwe]qx;&&t-ﬂlnﬂuoz@néihyll) inylacetpochdoridst y| acet yI chl ori de.
.Exarrple 45 2-(2-Brono-phenyl)-N-(2-phenyl -7-pyridin-4-yl-[ 1,2,4]triazol o]
1,5-a] pyridin-5-yl)- acetam de The titlelgg‘gmpggyj ME W (%: 484, 486
(MFH+, 100), was prepared in accordance with 20 the general nethod of

exanple 31 fr OerlzxerPyrl]-%Y ]ZéIP)X r7|-g}1rpdu£11-4¥ylrl-[l[2 4]] io[i E-a E)Qrkcﬁ.{:-slyl?—bropionamide

15 The title compound, MS m/e (%): 420 (M+H?, 100), was prepared in accordance with the
general method of example 31 from 2-phenyl- 7-pynd1n—4-yl-[1 2,4]triazolo[1,5-a]pyridin-
5-ylamine and phenylpropionyl chloride.

Example 40
(2-Phenyl-7-pyridin-4-yl-[1,2,4]triazolo[1,5-a] pyridin-5-yl)-carbamic acid phenyl ester

20  The title compound, MS m/e (%): 408 (M+H", 100), was prepared in accordance with the
general method of example 31 from 2-phenyl-7-pyridin-4-yl-[1,2,4}triazolo[1,5-a] pyridin-
5-ylamine and phenyl chloroformate.

Example 41
2-Phenyl-N-(2-phenyl-7-pyridin-4-yl-[1,2,4]triazolo[1,5-a] pyridin-5-yl)-acetamide

25 The title compound, MS m/e (%): 406 (M+H", 100), was prepared in accordance with the
general method of example 31 from 2-phenyl-7-pyridin-4-yl-{1,2,4]triazolo[ 1,5-a} pyridin-
5-ylamine and phenylacetyl chloride.



al pyridin e and o-br orrphenyl acetyl chloride. Exanp

2-(2- Iodo-vlgﬂ)(glrlé/l BIN-(Z phenyl - 7-pyridin-4-yl-[ 1,2, 4]tri azg?'gﬂ-}?oomssn

1, 5-a] pyri di n-5- yI)- acet am de 25 The titBé-conpound, MBS me (%: 532
(MtH+" ) 100), was prepared in accordance with the general method of
exanpl e 31 from 2-phenyl - 7- pyri di n- 4- yExample 42 4] t ri azol o[ 1, 5- a] pyri di n-
5-yl am ne and o-i odophenyl acetyl chloride. WO 01/17999 PCT/ EPOO/ 08372 -32
Exanmpl e 47 &-(22P1?é1ﬁ;wlpy?nnﬂr4lﬂ1[m24;1&iaz510u ?aﬁl)&fdlﬁ‘%o}l)lﬁenzamde |
1, 5-a] pyri di n-5-yl carbarmyl) propyl]- carbamc acid tert- butyI ester A

sol ution of 0. 004 0 ric acid gnd O. 04nDI)
1,1 5 car boﬁgfgﬁgf 53'2’6 % 7g%§133?élpﬁa r YRYPER? éné"tcPF ‘éﬂ"g

t enperature gém:ralmmthodl ofexample ¥bfsomi2ephenyli?z pyritin-oqin[ 1,2 gjreinzdlof rles-h}pyﬁdm-
suspensi qn gf %%,mi&n de- phenyl -7-pyridin-4-yl-[1,2,4]

triazol o[1, aj pyr| In-b5-yl'amne and 0.10g (0.002npl) sodi unhydri de(55%
in 50 m dinethylformam de After stirring_at 80C for 20 hours another
0.10 ng (0.002nol ) sodi unmhydri de(55% eﬁi‘@mﬂ%ﬁg (0.004rol ) Boc-4 1o

am nobutyric acid were added and stirring was continued for 20 hours at

80C. The soNv@iPhendB3-p3 4$112,4} thiRz616 [, ﬁH%yhﬂhﬁB- WPadetdnhide at ur at ed

aqueous sodi unbi car bonat e. traction wth dichl oronet hane and
O O 0T oY i b Srs i B 956 DU ER TR} Nl BREDRA%H 183¥Ganle O78 the™
[1,2, 4] tri ageierdl eShad efjexantipte-H-fyoro r peenplyT-pyndiopd-y)- [ 24 isinialo[d G- al pyridin-

tert-butyl qx‘ﬁ,il 473 (MrH+,  100). Exanpl e 48

[ 2-(2- l\/eliéhog?laﬁ?len%/% et’hy fﬂ/%ez phenyl - 7-pyridin-4-yl-[ 1,2,4]triazolo [
1,5-a] pyridin-5- yl)-amine To 10 m" of a 1 nolar solution of

|'i t hi unbor ohydride in tetrahydrofuran Eo‘&éi”@l"a‘ﬂded 2.17g 20 (0.02nol)
trimethyl chI orosilane. After stirring for one hour at roomtenperature the
suspensi on ?ﬂ7—$’yﬁﬂi&l—§-@l—{ 1)2,3]t5idsd16{155-ApyAlind5-yl)- B o (tBlyLactdnhide

2-(2- nethoxy pheny

N-( 2- phenyl r|:|n4 [

and the m xﬁﬂ 'g ss*?'u‘glé%/ M(# ?’ez(gg%a%do@righg’tﬂ@gqa %hgljgaﬂaééo% ano q&atg
sl owl y addegi:netaﬂmmedmdnfmn)@ﬁé frogh 3tphenyef-pyridinriiyk He2-tletazelad 1.5zl pyridip- i n -
et hyl acelgatg bl Shiasfeed with 25 aqueous sodi unhydr oxi de and
wth water, r| eﬁ ﬁlt g]afé&?rsul fate and evapor at ed.

Example 45 -

2-(2-Bromo-phenyl)-N-(2-phenyl-7-pyridin-4-yl-[1,2,4]triazolo[1 S-a]pyndm-s-yl)-
acetamide

The title compound, MS m/e (%): 484,486 (M+H?", 100), was prepared in accordance with
20 the general method of example 31 from 2-phenyl-7-pyridin-4-yl-[1,2,4]triazolo1,5-
a]pyridin-5-ylamine and o-bromphenylacetyl chloride. :

Example 46

2-(2-Iodo-phenyl)-N-(2-phenyl—7—pyridin—4-yi—[1,2,4]triazolo[1,5-a]pyridin—5-yl)-

acetamide

25 Thetitle corﬁpound, MS m/e (%): 532 (M+H", 100); ‘was prepared in accordance with the
general method of example 31 from 2-phenyl-7-pyridin-4-yl-[1,2,4]triazolo[1,5-a] pyridin-
5-ylamine and o-iodophenylacetyl chloride. '



Recrystal | i §& ¢19i79dor om et hanol vyi el ded 0.10g (94% PCT/EP00/08372
[ 2- (2- met hoxy- phenyl ) -ethyl]-(2- phenyl-7- p)él’zl din-4-yl- [ 1,2,4] triazolo |
1, 5-a] pyridin-5-yl)-amne as ‘beige crystal s.”“Ns nf'e = (%: 422 (MtH, 100).

Exarrple 49 30 (2-Phenyl-7-pyridin-4-yl- F.xé%ﬁl trlazol o[
1,5-a]pyridin-5-yl)-[2-(3-trifluoronethy enyl) ethyl] -am ne WO

01/ 17999 PCT/ EPO0O/ 08372 -33 The title corrloound (% : 460 (MeH+,
100), was pr epe(@eRhenyl-Zpytditedyt{he2dltrianelo lg%n]mmdmétmb@noz%mvﬂ 48

.from N-(2-Phe -/~ 2,4]1 lo[1,5

.gyzlzdgl 5-yl) E%‘]bf'?m?ar(‘irl# oro%kﬁgﬁl phe]nylrl)agge?gm dea] Exanple 50 5

_ oro en th | - 7- 4A-yl 1 5-
Y1 i neseyt)  Acselanomfd 82s:(p Q0Bmal) ik arisobutrispd abg i 0bBagh s~ P
prepared in a%&t‘BBH Qﬁﬁniﬂaﬂc‘le 20 nﬂﬁiﬂﬁhﬂroﬁﬁiﬂﬂds ﬁtirr&‘kﬁl“fbbm téﬁlpiefmlilﬂe for one
2-(2- Chl oro-p Su.%jlap d %‘ﬁgna%ég aféo% paraglfg Loisuspensmln bf 0. %g (IO%Imol) 2-

1, 5- a] pyridin?
2-(2,4-Dichlo hcﬂhenp‘)h)dxﬁ-t&qyll-l]l Z(,Aﬂnpﬁzelq[ll 5] pyridinliSayldenyne arfd AL10g (9]002miok)z ol o

1,5-a r d ll\?d—i:jL 0
\[Nas pr e{og)r/e:j : 151513%1;1%& gk (9% ?; ﬂE'I' Cill'ﬂ%e er a &ﬁgltehh@ervgﬁl El{%at ?t@@zfé ourd).
2-(2, 4-di chl oamoqhhe@mw mgNOOR2ioblagdiumnyride(55% agd 0.82g (§. 0q41201A}30h4| azolo [
1,5-a] pyrjdi ﬁr?’ﬁ zﬁ Heeaddgd(%@hﬁrﬁz was continued for 20 hours at 80°C. The solvent

2-(3- Chloropeny phenyl pyfidi n-4-vyl - ol o
1, 5- a] pyri di nW3s 9‘(3}’01'3& rH%’é“FF%“FB“Ed’\’?é'tﬂiﬁHate qmé“@%‘m% W 100) ,

was prepared' Eﬁtr&&%rmaﬁhlﬁrbﬁeﬂﬁﬁeaﬂd)cmw craphytdindlial elemenpl e 48 from

oo PSR 8 Gt b el |

%,hz, 4]t Ir i azol §1 24]Itrﬁzdbiiy5-a]1:ymdﬁi—§+y)eatbhm0yﬂ)f PWVHmtbaﬂxlc}aedchrltabut)dmtmem
e title { 46( M+H+, 100), was prepared in accordance
with the %err?g‘f} %E%éyﬁ?‘ exa I e 48 from N (2-phenyl -7-pyridin-4-yl -]
1,2,4]triazolo[ 1,5

Example 48

[2-(2-Methoxy-phenyl)-ethyl}-(2-phenyl-7-pyridin-4-yl-[1,2,4]triazolo[1,5-a]pyridin-5-
yl)-amine

To 10 ml of a 1 molar solution of lithiumborohydride in tetrahydrofuran were added 2.17g

20 (0.02mol) trimethylchlorosilane. After stirring for one hour at room temperature the
suspension was added dropwise to a suspension of 0.11g (0.25mol) 2-(2-methoxy-phenyl)-
N-(2-phenyl-7-pyridin-4-yl-[1,2,4]triazolo[1,5-a] pyridin-5-yl)-acetamide and the mixture
was heated for 18 hours at 50°C. Then 5 ml methanol were slowly added, the solvents were
distilled off and the residue taken up in ethylacetate. The solution was washed with

25 aqueous sodiumhydroxide and with water, dried with sodiumsulfate and evaporated.
Recrystallisation from ethanol yielded 0.10g (94%) [2-(2-methoxy-phenyl)-ethyl]-(2-
phenyl-7-pyridin-4-yi-[1,2,4]triazolo[1,5-a] pyridin-5-yl)-amine as beige crystals. MS m/e
(%): 422 (M+H", 100).

Example 49

30 (2-Phenyl-7-pyridin-4-yl-[1,2,4]triazolo(1,5-a]pyridin-5-yl)-[2-(3-trifluoromethyl-
phenyl)-ethyl]-amine |



a] pyridin-5-yl trifluoronethyl-benzam de. WD 01/ 17999 (/“% 8372
-34 Exarrpl Sgﬁ 7)959 (3- Fl uoro-phenyl)-ethyl]-(2-phenyl-7- pyrF‘g‘F‘r’ﬁF‘E’- % [

1,2,4] triazolo [ 1,5-a]pyridin-5-yl)- anrBhe The title conpound, MS nie
(%: 410 (MtH+, 100), was prepared in accordance with the 5 general nethod
of exanpl e The ﬁtle)mrﬁp@md MSomde {9h) 460 YMNH 210 e was preppaediinlaccotdarice with the
1,2,4]triaz . .

(2~ Phenyl - g%-%hl Jx%ﬂ.?ﬂe ey L&’%&Fﬁ%?ﬁ@%ﬂ@ pyrictAIN1E 12 Jtriazolo[1,5

1, 5-a] pyri da madyu-np ~(Pirifluarpmsthylrehenyl)-acetasmige:) - et hyl ] - ami ne 10 The
tltle conpound, Ms me (% : 460( MtH+, 100), was prepared in accordance with
the general nethod of exanple 48 frOfoampleSO

N-(2-phenyl -7-pyridin-4-yl-[1,2,4]triazolo[1,5 3]

T

1, 5-a] pyri damirde yl ) - [2 (4-tr|fluororrethyl 15 phenyl)-ethyl]-am ne The
title conpound, Ms nfe (%: 460 (I\/HrH+ 100) was prepared in accordance with

the gener

N 2- pheny%gg{}}?l(g“ﬁ@@#%% (4/?1)] t??gﬂgo C 100% wla; prepared in accordance with the
pyri di n- 5- ygeneral methed ¢ﬂez£@mal¢é18 m gH@riyhlprosphenyhr Ne(2-Phepghfipyridin-4l-
(3- Phenyl - priopy gthaﬂo[@fses];s&n&nww)dt&aﬁnde [ 1,2,4]triazol o]

1, 5- a] pyri di'n- -amne "The title corrpound M me (9%: 406 (M+H+, 100),
was prepared in accordance with the ner met hod of exanple 48 from
3- phenyImN-(Z phenyl 7-pyridin-4-yl [ iﬁ? |azolo [

1, 5-a] pyridi n-5-yl)-propi onam de. rrpl e 58 25

Di benzyl - ( 224(he&+Dichior@phemilyiethyl}+(2-phenyl?7-pyridined yi d,2,4]triazolo[ 1,5-a]pyridin-5-
1, 5-a] pyri djzn-5- ) am ne A solution of 0.20g (0.0007nol)

2pheny| '{)@ n4y| [124]tr|azolo[15a]pyr|d|n5 ylamnein 17.5 m

di et hyl suI foxide was treated with 0.69g (0.0 pot ssiu oX|, 85%
for 20" m nuThetide caraponade MScmia (S 46HNNED, 1005 o8 RRGREROR Scepeiasst BiBihee -

ver e added ﬁ&ﬂ&ﬁémmgﬁ%tﬁaﬂ ed2f4cdichlordr phi¢ryl)-SaRepliengl7 yridin4 W’D

01/ 17999 PCI1/ EP6Q/ 0?5&%4 ]pyridin-5-yl)-acetamide.

15 [1,2,4]triazo
Example 52
| 2-(3—Chloro—phenyl)-ethyl]—(2—phenyl—7-pyridin—4-7l-[l,2,4]triazolo[1,5-a]pyridin-5-yl)—
amine

The title compound, MS m/e (%): 426 (M+H", 100), was prepared in accordance with the
20  general method of example 48 from 2-(3-chloro-phenyl)-N-(2-phenyl-7-pyridin-4-yl-
[1,2,4]triazolo[1,5-a]pyridin-5-yl)-acetamide.

Example 53

(2-Phenyl-7-pyridin-4-y}-[1,2,4]triazolo[ 1',5-a] pyridin-5-yl)-(4-triftuoromethyl-benzyl)-
amine
25 The title compound, MS m/e (%): 446(M+H?", 100), was prepared in accordance with the

general method of example 48 from N- (2-pheny1 -7-pyridin-4-yl- [1 2,4]triazolo[1,5-
a]pyridin-5-yl)-4- tnﬂuoromethyl-benzamlde



sodi unbi car bwoaA7¢Mas added and the m xture was extracted wi tRCIERWYHO8373r m
Evaporation of the solvent and chromatographyson silicagel with

di chl or onet hane/ met hanol 98/ 2 and crystallisation fromdiethylether gave
0.12g (44% di benzyl - (2-phenyl -7-pyri di "E:éfﬁsfdlési 1,2,4] triazolo [ 1,5-a]
pyridin-5-yl)-amne as light 5 brown crysta M5 W (% : 468 (MrH+, 100).
Exanpl e 59 Diethyl-(2-phenyl-7-pyridin-4-yl - . .

1,2, 4jtriazol o3 heqrmahearlﬁ-zﬁlmrgll-amwkwms*&rm@ﬂ 1,341 iazolo( L.3rafpyridinyS-yl)-
2- phenyl - 7- pyrifige- 4-y! -[ 1,2,4]triazolo[ 1,5-a]pyridin-5- ylamne in 50nl
~di met hyl formam de was treated with 0.05g (0.001nol) 10 sodi unhydri de(55%

f 15 m t t. t T . . 001nol t.hyl - .
ol usnesul | onaTae te b MRMUT s FARG AP0, Mot HPepky 238 4kiclipance with the
Addi tion of 5 sgtetalimethodief examiplz-48dtem 2eSufld@naphenyldN-(2pbend 7 -pymidis-4-yhes.

After each additq on . sStifld ndowas continyedyat 50C for 20 hours. Saturated
aqueous sodiu li,%gﬂgafoﬁé[é,év\gg a§ egﬁadﬁ [

ona e mxture was extracted with
di chl oronet hane. Evaporation of the solvent 15 and chromat ography on
silicagel w th dichloronethane/ nmet hanol %Pm@%% 0. 05g (15%
di et hyl - (2-phenyl -7-pyridin-4-yl-[1,2,4]triazol o[ 1, 5-a] pyridin-5-yl)-am ne
Ei ye: I O\évom | . (2-Dherid-9-pyHdin-243 [ { bi]trROdlo[ B34 ]fyridin.5-AR02-( Eiflddiérettiyl-

anpl e . ' _
2-[ 1- ( 2- Pheny| PhenyDrethyll-amibe 11 2 4jtriazol o[ 1, 5-a] pyridin-5-yl)-4,5
di hydro-1H 20 i m dazol -2-yl]-benzoic acid The title conpound, MS me (%:
461 ( MrH+, 160) Thetitle qompaurel] MO maAc(@6): d60(0E+Hi t 100),hwas preperediin axeotiagcowith the

exanple 27 fro - o [Py S SRV O 2N A L 140013, jrelien-
Syl am ne. and RPER BFRA E QbR @ ok Nty 7 b a0 (o NI B

2-[ 1- (2- Phenyl a]P}'lri‘}iﬂriﬁyh=?4(£}mfttm,rm]lw1-pbml)ofcs,tasmdppyr idin-5-yl)-1,4,5, 6-t
etrahydro- pyrimdin-2-yl]-benzoic acid The title conpound, MS me (%: 475
(MrH+, 100), was prepared in accordance WHAmphes6 general nethod of exanple
27 ‘-from 2-phenyl -7-pyridin-4-yl-(1,2,4]triazol o[ 1,5-a]pyridin- 5-ylamne

and N (3. bromopr gyl ) o k15 0P, 0031 17998, BTl EPA0L03 5 530, gl

pyr-i di n- 5- yib) -ghemyD-ethylpamdiw dr o- 1H [ 1, 3] di azepi n-2-yl ] - benzoic acid

The title compound, MS m/e (%): 460 (M+H", 100), was prepared in accordance with the
general method of example 48 from N-(2-phenyl-7-pyridin-4-yl-[1,2,4]triazolo[1,5-
a]pyridin-5-yl)-2-(4-trifluoromethyl-phenyl)-acetamide.

Example 57
20 (3-Phenyl-propyl)-(2-phenyl-7-pyridin-4-yl-[1,2,4]triazolo{1,5-a]pyridin-5-yl)-amine

The title compound, MS m/e (%): 406 (M+H", 100), was prepared in accordance with the
general method of example 48 from 3-phenyl-N-(2-phenyl-7-pyridin-4-yl-
(1,2,4]triazolo[1,5-a]pyridin-5-yl)-propionamide.

Example 58
25 Dibenzyl-(2-phenyl-7-pyridin-4-yl-[1,2,4]triazolo[1,5-a)pyridin-5-yl)-amine

A solution of 0.20g (0.0007mol) 2-phenyl-7-pyridin-4-yl-[1,2,4]triazolo[1,5-a]pyridin-5-
ylamine in 17.5 ml dimethylsulfoxide was treated with 0.69g (0.01mol)
potassiumhydroxide(85%) for 20 minutes at room temperature. Then 0.26g (0.0015mol)
benzylbromide were added and stirring was continued for 70 hours. Saturated aqueous
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silica eluting with dichloronethane/ rixapled0 9/ 1. After renoval - of the
solvents the title conpound was |iberated through addition of IN NaOH to a

suspensi on - 9f[ {3l Apfridii-£Ye D4 &idk8lo(1,5Mpyridin-5-y1)-4,5 dihydro-1H-
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The title compound, MS m/e (%): 461 (M+H", 100), was prepared in accordance with the
general method of example 27 from 2-phenyl-7-pyridin-4-yl-{1,2,4]triazolo{1,5-a]pyridin-
5-ylamine and N-(2-bromoethyl)-phthalimide.

Example 61

25 2-[1-(2-Phenyl-7-pyridin-4-y}-[1,2,4]triazolo[1,5-a] pyridin-5-y1)-1,4,5,6-tetrahydro-
pyrimidin-2-yl]-benzoic acid

The title compound, MS m/e (%): 475 (M+H?", 100), was prepared in accordance with the
general method of example 27 from 2-phenyl-7-pyridin-4-yl-(1,2,4]triazolo[1,5-a] pyridin-
5-ylamine and N-(3-bromopropyl)-phthalimide.
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and 5-nethyl-furfural. The purification was performed with reversed phase

HPLC el uting abyM-Broro-paeidinerd 6didaebowylieacid ditydeaide

A solution of 4.76g (15.7mmol) 4-bromo-pyridine-2,6-dicarboxylic acid diethyl ester in

87ml ethanol was treated with 18.3 ml of a 24% solution of hydrazine in water and heated
20  to 80°C. The formed white suspension was filtered hot and the collected white precipitate

was dried to yield 3.51g (81.4%) of the title compound, MS m/e (%): 276 (M*+2, 100).

<) 4-Bromo-pyridine-2.6-diamine

A suspension of 1g (3.65mmol) 4-bromo-pyridine-2,6-dicarboxylic acid dihydrazide in
32ml water was treated with 1.6ml HCI (37%) at room temperature. The resulting mixture

25 was cooled to 0°C and 554mg NaNO; in 2.4ml water was added slowly maintainig the
temperature below 2°C. Upon completion saturated NaHCO; solution was added to pH
~8 and the white precipitate was filtered off and washed with water. The residue was
dissolved in CHCl; and dried with MgSO,. The filtrate was concentrated at 20°C to yield
920mg (85%) of a white solid

30 450mg (1.5mmol) of the white residue were suspended in toluene/t-butanol 5/1. After
refluxing for 12h the solvent was removed under reduced pressure and 5ml toluene and
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was prepare In ac ene
4- br ono- Pyr baeme-2phenyl- éh?ﬁgna@l -%Weﬁ’@ %Ybanaﬁwywengfﬁatsd@wém/né%)azﬂ@
2- t hi ophenegprhoxgdydehyde. The purification was performed with reversed
phase HPLC eluting with an acetonitrile/water gradient. Exanple 71

7- Br ono- 2- (3- . .

1, 5-a] pyri di

A mixture of 30mg (0.1mmol) 7-bromo-2-phenyl-{1,2,4]triazolo| 1,5-a]pyridin-5-ylamine,
15.5mg (0.11mmol) p-tolyl-boronic acid, and 0.1ml aqueous 2M Na,COj3 in 0.5ml 1,2-

20 dimethoxyethane was treated with 6mg (0.01mmol) tetrakis-(triphenylphosphine)-
palladium(0) and heated to 90°C for 15h. Water was added and the mixture was adjusted
to pH=12 with 2M NaOH and extracted with ethylacetate. The organic phases were dried
with Na,SO, and concentrated under reduced pressure yielding 22mg (71%) 2-phenyl-7-p-
tolyl-3H-[1,2,4]triazolo{1,5-a] pyridin-5-ylamine, MS m/e (%): 300 (M", 100).

25 Example 64
7-Bromo-2-furan-2-yl-[1,2,4]triazolo[1,5-a} pyridin-S-ylamilie

The title compound, MS m/e (%): 281 (M"+2, 100), was prepared in accordance with the

general method of example 63 from 4-bromo-pyridine-2,6-diamine, O-mesitylene-

sulfonylhydroxylamine, and furfural. The purification was performed with reversed phase
30 HPLC eluting with an acetonitrile/water gradient.

Example 65

7-Bromo-2-(5-methyl-furan-2-yl)-[1,2,4]triazolo[1,5-a] pyridin-5-ylamine
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Example 68
7-Bromo-2-(4-bromo-furan-2-yl)-[1,2,4]triazolo[1,5-a]pyridin-5-ylamine

The title compound, MS m/e (%): 359 (M"+1, 100), was prepared in accordance with the

20 general method of example 63 from 4-bromo-pyridine-2,6-diamine, O-mesitylene-
sulfonylhydroxylamine, and 4-bromo-furfural. The purification was performed with
reversed phase HPLC eluting with an acetonitrile/water gradient.

Example 69
7-Bromo-2-(2-furan-2-yl-vinyl)-[1,2,4]triazolo[1,5-a]pyridin-5-ylamine

25 The title compound, MS m/e (%): 305 (M", 100), was prepared in accordance with the
general method of example 63 from 4-bromo-pyridine-2,6-diamine, O-mesitylene-
sulfonylhydroxylamine, and 3-(2-furyl)-acrolein. The purification was performed with
reversed phase HPLC eluting with an acetonitrile/water gradient.
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15 The title compound, MS m/e (%): 375 (M*+1, 100), was prepared in accordance with the
general method of example 63 from 4-bromo-pyridine-2,6-diamine, O-mesitylene-
sulfonylhydroxylamine, and 4-bromothiophene-2-carboxaldehyde. The purification was
perfornied with reversed phase HPLC eluting with an acetonitrile/water gradient.

Example 73
20 7-Bromo-2-(1-methyl-1H-pyrrol-2-yl)-[1,2,4]triazolo(1,5-a] pyridin-5-ylamine

The title compound, MS m/e (%): 294 (M"+2, 100), was prepared in accordance with the
general method of example 63 from 4-bromo-pyridine-2,6-diamine, O-mesitylene-
sulfonylhydroxylamine, and 1-methylpyrrole-2-carboxaldehyde. The purification was
perfornied with reversed phase HPLC eluting with an acetonitrile/water gradient.

25 Example 74
7-Bromo-2-thiazol-2-yl-{1,2,4]triazolo[1,5-a]pyridin-5-ylamine

The title compound, MS m/e (%): 298 (M"+2, 100), was prepared in accordance with the
general method of example 63 from 4-bromo-pyridine-2,6-diamine, O-mesitylene-
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20 : Example 77
7- Br ono- 2- (5 6- di hydr o-4H pyran-2-yl)-[1, 2, 4]tr| azol o[ |, 5-a] pyridin-5-ylam
ne , 7-Bromo-2-(1H-indol-3-yl)-[1,2,4]triazolo|[1,5-a}pyridin-5-ylamine

The title compound, MS m/e (%): 328 (M", 100), was prepared in accordance with the

general method of example 63 from 4-bromo-pyridine-2,6-diamine, O-mesitylene-

sulfonylhydroxylamine, and indole-3-carboxaldehyde. The purification was performed
20 with reversed phase HPLC eluting with an acetonitrile/water gradient.

Example 78
2-(5-Amino-7-bromo-[1 ,2,4]triazdlo[ 1,5-a}pyridin-2-yl)-phenol

The title compound, MS m/e (%): 307 (M"+2, 100), was prepared in accordance with the
general method of example 63 from 4-bromo-pyridine-2,6-diamine, O-mesitylene-

25  sulfonylhydroxylamine, and salicylaldehyde. The purification was performed with reversed
phase HPLC eluting with an acetonitrile/water gradient.

Example 79

7-Bromo-2-(2-methoxy-phenyl)-[1,2,4]triazolo[1,5-a] pyridin-5-ylamine
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Example 82
7-Bromo-2-(5-methyl-thiophen-2-yl)-[1,2,4]triazolo[1,5-a]pyridin-5-ylamine

The title compound, MS m/e (%): 311 (M"+2, 100), was prepared in accordance with the
20  general method of example 63 from 4-bromo-pyridine-2,6-diamine, O-mesitylene-

sulfonylhydroxylamine, and 5-methyl-2-thiophenecarboxaldehyde. The purification was

performed with reversed phase HPLC eluting with an acetonitrile/water gradient.

Example 83
7-Bromo-2-(tetrahydro-furan-2-yl)-(1,2,4]triazolo[1,5-a]pyridin-5-ylamine

25 The title compound, MS m/e (%): 283 (M", 100), was prepared in accordance with the
general method of example 63 from 4-bromo-pyridine-2,6-diamine, O-mesitylene-
~ sulfonylhydroxylamine, and tetrahydro-furan-2-carbaldehyde. The purification was
performed with reversed phase HPLC eluting with an acetonitrile/water gradient.



25 m di oxanep wasrevy eated with 0.05 eq. dichloro PCT/EP00/08372
(1, 1' - bi s(di phenyl phosphi no) _f errocene) pal I_qﬁi_um (I'l) dichl oronet hane
adduct and heated to 100C for:-15 h. Formic "acid was added and the m xture

was purified by reversed phase col umm ch% %{} phy' eluting with an
acetonitrile/water gradient yielding 13. % % of the title conmpound.
M me (%: 318 (M+H+, 100) . WO 01/17999 PCT/ EPOQ 08372 -44 According to
_exanpl e 63 or 7eBmmd-§-(Qiﬂuoro-@bsnﬂb&l’?;é]mzde[hsﬁralnmnﬁMen

“synthesised. The results are conpiled in the following Iist conprising
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7- ( 3- Fl uor o pRetifyrylhydrodtimiintihd BAdord-behzald dep'mhayﬁnﬁcauonwas exdorinéd with-

a] pyr| di n-5-ylamn hen H+ 316.4 63 phenyl -
[1,2,4)tri azO|r6v(eise§phaiep15?f.§e%%ggwéﬁo%aéeégltyf%gl\% PISF0- ;1 fl uoro- MrH+(100)
338.8 63 phenyl)-2-phenyl - [ 1,2,4]triazol o{ 1,5 No' a)PYndin-5-Yl am ne
97 7-(3- Et hoxy-phenyl)-2- M+H+( 100) 330. Ex#8p epﬂEenyI [1,2,4]triazol o[ 1, 5-
7-Bromo-2-(5-methoxy-thiophen-2-yl)-[1,2,4]triazolo[1,5-a]pyridin-5-ylamine

The title compound, MS m/e (%): 325 (M", 100), was prepared in accordance with the
10 general method of example 63 from 4-bromo-pyridine-2,6-diamine, O-mesitylene-

sulfonylhydroxylamine, and 5-methoxy-thiophene-2-carbaldehyde. The purification was

performed with reversed phase HPLC eluting with an acetonitrile/water gradient.

Example 86
7-Bromo-2-(4-methoxy-thiophen-2-yl)-[1,2,4]triazolo[1,5-a] pyridin-5-ylamine

.15 The title compound, MS m/e (%): 325 (M’, 100), was prepared in accordance with the
general method of example 63 from 4-bromo-pyridine-2,6-diamine, O-mesitylene-
sulfonylhydroxylamine, and 4-methoxy-thiophene-2-carbaldehyde. The purification was
performed with reversed phase HPLC eluting with an acetonitrile/water gradient.

Example 87 -
20 7-Bromo-2-(5,6-dihydro-4H-pyran-2-yl)-[1,2,4]triazolo[1,5-a] pyridin-5-ylamine

The title compound, MS m/e (%): 295 (M*, 100), was prepared in accordance with the
general method of example 63 from 4-bromo-pyridine-2,6-diamine, O-mesitylene-
sulfonylhydroxylamine, and 5,6-dihydro-4H-pyran-2-carbaldehyde. The purification was
performed with reversed phase HPLC eluting with an acetonitrile/water gradient.

25 ' Example 88
7-Bromo-2-pyridin-2-yl-[1,2,4]triazolo[1,5-a]pyridin-5-ylamine

The title compound, MS m/e (%): 290 (M", 100), was prepared in accordance with the
general method of example 63 from 4-bromo-pyridine-2,6-diamine, O-mesitylene-



a)pyridin 98 7-(3- Met hoxy- phenyl)-2- MrH+(100) ~.,
phenyl - v?(l gﬁ%{'rl azolo[1,5- N,._ a]pyridin-5-ylamne WD g%ﬁfé(g‘gésns
PCT/ EP00/ 08372 -45 Exanpl € Structure nam#3M5 MN Syntesis according No.
We (9b) to exanple No. 99 N-[3-(5-Am no-2- MH+(100) 343.4 63 phenyl
[1,2,4)tri azsolfm{vlhﬂmmemdcpmdmeﬂ “rarbhldehyde. The perfigation 139 performe

L1 13 41t | o(1, 5-
[ poreSt el e LA A SbaeR ot 1 2ol oL

[ 1,2,4jtriazolo[ 1,5- ajpyridin-5-yl ne 33(5 Am no- 2- phenyl -

MeH* (100) 311.3 63 [1,2,4ltriazol of 1%‘58 i dm 7-yl)- benzonitrile 103
N-[ 4-(5- Am no- 2- MH+H( | 00) 357.4 63 phenyl Ki a[1,2,4]triazolo(1,5- ~-.
a] pyri di n- 7-7yBomio-24(2 flupro-phemy)-[ 1,2,4]triazolo[1,5-a] pyridin-5-ylamine

5 The title compound, MS m/e (%): 290 (M, 100), was prepared in accordance with the
general method of example 63 from 4-bromo-pyridine-2,6-diamine, O-mesitylene-
sulfonylhydroxylamine, and 2-fluoro-benzaldehyde. The purification was performed with
reversed phase HPLC elﬁting with an acetonitrile/water gradient. :

Example 90
10 7-Bromo-2-(6-methoxy-pyridin-2-yl)-[1,2,4]triazolo[1,5-a]pyridin-5-ylamine

The title compound, MS m/e (%): 320 (M", 100), was prepared in accordance with the
general method of example 63 from 4-bromo-pyridine-2,6-diamine, O-mesitylene-
sulfonylhydroxylamine, and 6-methoxy-pyridine-2-carbaldehyde. The purification was
performed with reversed phase HPLC eluting with an acetonitrile/water gradient.

15 Example 91
7-Bromo-2-isoxazol-5-yl-[1,2,4]triazolo[1,5-a} pyridin-5-ylamine

The title compound, MS m/e (%): 280 (M?, 100), was prepared in accordance with the

general method of example 63 from 4-bromo-pyridine-2,6-diamine, O-mesitylene-

sulfonylhydroxylamine, and isoxazole-5-carbaldehyde. The purification was performed
20  with reversed phase HPLC eluting with an acetonitrile/water gradient. '

Example 92
7-(4-Methoxy-phenyl)-2-pyridin-2-yl-[1,2,4]triazolo{1,5-a] pyridin-5-ylamine

A mixture of 72.5 mg (0.25mmol) 7-bromo-2-pyridin-2-yl-[1,2,4]triazolo[1,5-a]pyridin-5-
ylamine, 37.4 mg (0.275mmol) p-methoxy-boronic acid, and 0.22 ml 2M Na,CO; in 0.78

25 ml dioxane was treated with 0.05 eq. dichloro (1,1’-bis(diphenylphosphino)
ferrocene)palladium (II) dichloromethane adduct and heated to 100°C for 15 h. Formic
acid was added and the mixture was purified by reversed phase column chromatography
eluting with an acetonitrile/water gradient yielding 13.3 mg (17%) of the title compound.
MS m/e (%): 318 (M+H", 100) o
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7-Morpholin-4-yl-2-phenyl-[1,2,4]triazolo[1,5-a] pyridin-5-ylamine (RO-69-0728/000)

A mixture of 40mg (0.138 mmol) 7-bromo-2-phenyl-[1,2,4]triazolo[1,5-a)pyridin-5-

ylamine, 241 ul (2.8mmol) morpholin and 225mg (0.69mmol) Cs,CO3 in 200ul DMF was

heated 20h to 140°C. Filtration and subsequent purification with reversed phase column
chromatography eluting with an acetonitrile/water gradient yielded 20mg (49%) of the title
compound, MS m/e (%): 296 M+H" (100%).

According to example 221 triazolopyridine derivatives have been synthesised through the

10

reaction of the appropiate bromide substituted triazolo-pyridine with the respective amine

and subsequently isolated with reversed phase column chromatography eluting with an
acetonitrile/water gradient. The results are compiled in the following list comprising
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2- Furan- 2-yl - N7- (4- net hoxy- MrH+ 335.4 NWB5-i benzyl)-[ 1,2,4]triazolo[1,5-
(100) N~~(NO a]pyridine-5 7-diamne 235 N7-(2. 4-D npethoxy-be 1)-2- MrH+
365. 4 NWP furah- 2- y| - 2,4 triazol , 5= (10Q) M 9vw | conditi
a] pyri di ne- Sgnplel = strogtgre o0 LS 2 yIoN7- (1,2, 9, 4~ Nk |35, 4P - {-\
t et r ahydr o-halht hpl en-1-yl )- (J100) [1, 2, 4] triazdl BY4,[5- a)|pyri di ne
5, 7-di am ne] WO 01y 17999 PCT/ EH00/ 08372 -66 Exanyl @spt|ructiure nage M5 MV
condition No. We (gib) 237 [a N7-(4-Chloro-bengyl)-3-furan- M+|339.8 NWP
2,4]triazol pf 15+ -0 _Z2-yI -] L,._.alpyri|di ne-5, 7{di ng 238
N7- ( 2- Chl or p- b&@hz W'%‘S‘Q’?('@Pwd‘“ﬂ'_ : Nl‘ﬁ"% 3r93|" NiP
2-yl-[1,2,4ftriaz [1,3,4/0dap0l6{ 1, BHaperidin-F--|dil@oxi ne 339
N7- (3, 4- Di net hoxy H+ 365.14 NWP o 1+4~~T1j§,
furan-2-yl-[1,2, 4 (100) Y &Pbyri di nd- 5, 7{di arfi ne 24(
2- Fur an- 2- yj=—MN#&— , e S s,
230 2-Furan-2-yl-7-piperidin-1-yl- | M+H" |283.3] NMP
(1,2,4]triazolo[1,5-a]pyridin-5- | (100)
ylamine
231 2-Furan-2-yl-7-pyrrolidin-1-yl- M+H" |269.3| NMP
< ;", 7y | {1,2.4]triazolo[1,5-a]pyridin-5- | (100)
NN
", ylamine
232 2-Furan-2-yl-7-(4-methyl- | M+H" [298.4| NMP
"’C‘N/\
L ,}_(.J piperazin-1-yl)- (100)
- q ]
N\Q:“ X [1,2,4]triazolo[1,5-a] pyridin-5-
" ylamine
233 2-Furan-2-yl-N7-indan-1-yl- | M+H" |331.4| NMP
1,2,4]triazolo[1,5-a]pyridine- | (100)
o< ||
A 5,7-diamine
234 2-Furan-2-yl-N7-(4-methoxy- | M+H" [3354] NMP
. (O benzyl)-[1,2,4]triazolo[1,5- (100)
Lo "’":N T a}pyridine-5,7-diamine
235 |a, N7-(2,4-Dimethoxy-benzyl)-2- | M+H" |365.4] NMP
Ol .. | furan2-yl-[1,24}triazolo]15- | (100)
F | ppridine.5.7-diam
L. pyridine-5,7-diamine
236 V’%__ 2-Furan-2-y1-N7-(1,2,3,4- | M+H"[3454| NMP
jfj\ tetrahydro-naphthalen-1-yl)- | (100)
w R [1,2,4]triazolo[1,5-a)pyridine-
EEO 5,7-diamine




benzyl)-[ 1, vépinisegol o[ 1,5- (100) " a] pyri di ne- 5, 7- di am ne PEFIERN0/08372
2- Furan- 2-yl - N7- (1- phenyl - MrH+. 319. 4 NWP thyI) [ 1,2,4 ] triazolof
1,5- (100) ~~+ a] pyr| di ne-5, 7y di am ne 242 N76 Cycl ohexyl N7- et hyl - 2- MrH+
325.4 NWP f ura 2 4] t-preef-5—(368— e

a] pyri di ne- 5, | ne afEtdeFur an- 2-yl - darhd , 3, 4, 9- I\MEH NWO|conditien| o
tetrahydro-b-¢arpolin-2-yl)- (100) N (1,2, 4)triazol p[1,.51a]pyridin-p-
yl am ne 244 enzyl - 2-furaf-2-yl - N7- M-H+ 381 NVP phenyl - (L, 2, 4]
“triazolo [ 1, (100) " a)pyridine-5,7-di ami ne 245| N%®)Benzyl - N7- net hyl -

. MbH+ 320. 4 1.9 | phenyi-[1}2 4]triazolo(1 5. {100)
:~a] pyridine-5}7- :Ln ne WO 01/17 )ﬁ;)_ _&‘]g ERORG8 R4 | - 0 Beagpl anatrpicture
“hane M5 MW co dl?j . mMe 246 & 7 g%zp p1en§)l7 M-H+ 315. 4 DMVF N

[1,2,4]triazolo[ 1, 5 “r@j}eqﬂ 10971-[1424Bnazolahlém ne (1
N7- Benzyl - 2- (8- f | uof o phen FH 23 Aridinfe- mamgg Nf,, "PJ\J
[1,2,4]triazolo[ 1, 5{a] pyri di ne- 100 .104 5, 7-di am 1e 248

§7i ?/gl Z]hte;(?/;mé ]-@ ]Zlgz(f I d:vt;g N7-?2-Clﬂoro- enzylﬁz-furan- JO{AQ- Dﬂsg /! }\I-MP( 1p0) NI
«

4

=N
: m,?‘éj 2-y1-[1,2,4]triazolo[1,5- (100)
" a]pyridine-5,7-diamine
239 | N7-(3,4-Dimethoxy-benzyl)-2- | M+H" {365.4] NMP

j:l/k‘:(\r)-}_@ furan-2-yl-[1,2,4]triazolo[1,5- | (100)
M#

a]pyridine-5,7-diamine

240 Q\/ 2-Furan-2-yl-N7-(2-methoxy- | M+H" |3354] NMP
N - o A . i 1
1 Q’f’})_@ benzyl)-[1,2,4]triazolo{1,5 (100)
§ a]pyridine-5,7-diamine

241 2-Furan-2-yl-N7-(1-phenyl- | M+H" |319.4] NMP
O\ﬁﬁr\f}-@ ethyl)-[1,2,4]triazolo[L5- | (100)
Lg)

a]pyridine-5,7-diamine

242 - N7-Cyclohexyl-N7-ethyl-2- | M+H" [325.4| NMP
O/" 2 °3 furan-2-yl-[1,2,4]triazolo{1,5- | (100)
Y N\N, \
1} a]pyridine-5,7-diamine
243 2-Furan-2-y1-7-(1,3,4.9- M+H" |370.4| NMP
T - tetrahydro-b-carbolin-2-yl)- | (100)
0
N W [1,2,4]triazolo(1,5-a)pyridin-5-
ylamine
244 (O N7-Benzyl-2-furan-2-yI-N7- | M+H” |381.4] NMP

0_4"{;’"\@ phenyl-|1,2.4]triazolo[1,5- | (100)
N
- a)pyridine-5,7-diamine

245 _‘531 N7-Benzyl-N7-methyl-2- | M+H" [329.4| DMF
{Q- phenyl-[1,2,4]triazolo[1,5- (100)
‘“’b a]pyridine-5,7-diamine




5,7-diamne 249 N7-Benzyl -2-(2-fl uoro-phenyl)-
[1,2, 4]triV¥98VLPY 5-a] pyridine- (100) 1AN F 5, 7-di ami ne

M-H+ 333. 4

(0]

B%gtgvossn

N7- (2- Chl or o- benzyl )-2-(3- "M+ 367.8 NWP -f@7uor o- phenyl)- (100) g ~ NON ~--(

F[1,2,4)triazolo[1, 5-a]pyridine- 5 7-diamne 251
N7-(2-Chl or = benzyl)-2-(2- M- B67.8 N uor o- pherRyd ) 1 ..Nfom /
[1,2,4]tri a_%(ﬁ’%'ﬁf S5-alpyri di ne| d NllFNé)a,@J- di am ng %% Ml doaiidh
(7-1P|2p2;![d! n 1|Npt -12-5py]r| di _na_Z-y_- l(\/k{gg) 2%4. I4 NVP ;{;
, 2, ri agol o -a] pyri di n- p- yl am ne
N7-(2-Chl or p-benzyl)-2- M+ 35018 NWP pyridin-2-yl-[1,[2, 4]jtri azolfo[ 1. 5-
(100) P N-~[afpyr{oime-5%- m e VWO 017 17999 PQ17 EPITOI U8372 . -(68 Exanpl e
structure nane24®B| MV conditi on] NGY7-Bepal-2-plpyl- 254 MyAL (315t WO - Henzyl ) - 2-
y
Mt 346. 4 NWP py*i di n- ZAyl - [ 1] B2 disdoRAB apiykidiRe- |(@6F))] V'|o
a] pyri di ne-p, 7-di pmi ne N7- Benzyl - 24P tidin-2-lyl - NwH+|316.4 NMP
[1,2,4]triagol o] 1| 5-a] pyr Q®i ne} ( 100y/-diamine
247 0 N7-Benzyl-2-(3-fluoro-phenyl)- | M+H" [333.4| NMP
Q"(\N,N [1,2,4]triazolo{1,5-a]pyridine- { (100)
i o, 5,7-diamine
248 N7-Cyclohexyl-N7-ethyl-2-(3- | M+H"* |353.4| NMP
"
NS fluoro-phenyl)- (100)
o< 0| " )
¢ ) {1,2,4]triazolo|[1,5-a]pyridine-
"’° 5,7-diamine
249 N7-Benzyl-2-(2-fluoro-phenyl)- | M+H" [333.4| NMP
\'kx,;:(“\/Q (1,2,4]triazolo(1,5-a]pyridine- { (100)
e Wt ' 5,7-diamine
»,
250 ' N7-(2-Chloro-benzyl)-2-(3- M" |367.8| NMP
QVN@*Q fluoro-phenyl)- (100)
o, " ¥ | [1,2,4]triazolo[1,5-a]pyridine-
5,7-diamine
251 N7-(2-Chloro-benzyl)-2-(2- | M* |367.8] NMP
: fluoro-phenyl)- (100)
CE\’"KP:'}_Q (1,2,4])triazolo[1,5-a]pyridine-
M, F 5,7-diamine
252 O 7-Piperidin-1-yl-2-pyridin-2-yl- | M+H" | 294.4] NMP
A~/ | [1,2.4)tdazolo[1,5-a]pyridin-5- | (100)
N\Q;['?—Q ylamine
N,
253 N7-(2-Chloro-benzyl)-2- M™ |350.8] NMP
Q\/ )’>—D pyridin-2-yl-{1,2,4]triazolo[1,5-| (100)
° ,,:W a]pyridine-5,7-diamine




NI 5, 7-di aglgirnmesnpl e 256 PCT/EP00/08372

2- Furan-2-yl -7-(4- met hoxy- phenoxy)-[1, 2,4]trjazolo [

1,5-a] pyridin-5-ylamne A mxiure of qu 7 %rom) 2-furan-2-yl- [ 1,2,4]

trlazolo[15_a.]-py - ¥et U\,Hbu ae—a

catal ytic and Cs 3zaButen 2d00’ I\I—rretday-ie- pyrroI| vlbﬂN bexaditheh |[f or 2h

to 160. The mi xturg was, after fliltration, purifiedg m{él‘ rejersed ghase

col um chr ongt (y}s?aphy eluting wijth an acetonitrile/jwater] grddi ent i el ding

the title cdnmpound, MS nmMe (%:| 322 MrH+ (100% . HxEkblle 297 10

7- (4- Brono- phenoxy){-2-furan-2-yl|- [ 1.2. 4] triazol

.[1,5-a] pyridijn-5.yllam ne A m xtur R o)1 - VYo

1,2,4]triazol o[éi%/E- ridin-5- eNPZM&%gyzen%)oim éllm) ¢ iekn‘lé lgl\gg 3

unt of| Ck ) O@ﬂldillhﬁlt[h%llwaﬂbﬁ dé jas Heated |{for 2h

| Xt ur ¢*as, lL’er fli | 1) @kikiQlls, 7 Ridininki €4 Wi thH reversed phase

col umm chr onfat ogr dphy eI G'tl ng wth an acetonitril e/vvater grjadi ent |yi el di ng

the title co T 15 VMBnme (%. d/lIVH-(UU‘V te. 2348

2- Fur an- 2- y1-{7- @54, 7, tetrahydroN?TET?FPt’ﬂ’ai’P”é 1YS/IC>P§/*)-[3¥;42,4I]’WiezoI o
-5- yllamin qi ét ur[&,Zthndzaﬂ[IS-Z}ﬂ?ﬁdiﬁ@- 2adoyrfan- 3-yl - [

, yI am n
hydr o-jnapht hal en- 1-|o and?7 d‘é’&{’lél ytic |anount off Cs2CO3 in
200Ul N—rreth | —pyHeti-dor—was catcd or—2h—t+o—160—Fhe—ixture—was, after
filtration, puri fi ed wth WO 01/ 17999 PCT/ EPOQO' 08372 -69 reversed phase
col um chromat ography eluting wth an acetoni t rile/water gradient vyielding

the title conpound, MS nfe (% : 346 MF%B Exanpl e 259
2- Furan-2-yl-7-p-tolyloxy-[1, 2, 4]triazo o[ 1, 5-a] pyri di n-5-yl am ne

(RO 69-29541000) 5 A m xture of leq.
7- br ono- 2- f ur Zrkupan;P-yl-7- ETWWEF’ERXY,)’EEL&ﬁW‘E}PHJ%—“!RWW@,‘V@EH‘F p-

nmet hyl - phenol and a catal ytic anount of Cs2CO3 in 2001 N nethyl-pyrrolidon
was heated fgmigburk of 1&Q)7-bkbmoni-firdn2-yle(d,2,4 triaxolof 1,54a]pyridin; 5-plamird, 6ek. \pi-t h

o adi ont Yol MY APeRPLARE = cpRARPIAY b o 2080 0% e sl
gradi ent yPe

Exanpl e 260 Hea(ta} fok 0b to 1§07 cTloxm)xt@refwasaafte? fijtration] parifigd mthzcﬂreae{l phase
1,5-a] pyridi ncoqm)ﬁh%&ﬁatography eluting with an acetonitrile/water gradient yielding the title

compound, MS m/e (%): 322 M+H" (100%).

m hﬂ l:r\n E nm+ l'\f' e A Al and. o
wa) T

catalytic a
to 160. The

h

Example 257
10 7-(4-Bromo-phenoxy)-2-furan-2-yl-[1,2,4]triazolo[1,5-a]pyridin-5-ylamine

A mixture of leq. 7-bromo-2-furan-2-yl-[1,2,4]triazolo| l,S-é]pyridin—S-ylamine, Seq. p-
bromo-phenol and a catalytic amount of Cs,CO; in 200u]1 N-methyl-pyrrolidon was heated
for 2h to 160°. The mixture was, after filtration, purified with reversed phase column
chromatography eluting with an acetonitrile/water gradient yielding the title compound,

15 MS m/e (%): 371 M™ (100%).

Example 258

2-Furan-2-yl-7-(5,6,7,8-tetrahydro-naphthalen-1-yloxy)-[1,2,4]triazolo[1,5-a] pyridin-5-
ylamine

A mixture of leq. 7-bromo-2-furan-2-yl-[1,2,4]triazolo| 1,5-a]pyridin-5-ylamine, 5eq.
20 5,6,7,8-tetrahydro-naphthalen-1-ol and a catalytic amount of Cs;CQOj3 in 200ul N-methyl-
pyrrolidon was heated for 2h to 160°. The mixture was, after filtration, purified with



A m xture b go/ - brono- 2-furan- 2-yl - f
1,2, 4)tri ag‘f)? o?flb?g- a) pyri di n-5-yl am ne, Se%9 m fl uoro- phen%?Tlglﬁoc?mg‘wz
p

catal yti c anount of Cs2CO8 in 2000 N-nethy yrrolidon was heated for 2h
to 160. The m xture was,, after filtrati OT’ .purified with reversed phase
col umm 15 chreyeEed ghassiepluammshramaparsphy clutingrwgth 19 aqetonitrile/water gradiant
yiel ding.t he yieldihgtieet@ompoundMBinge (9): 2463+ Ktodod0% . Exanpl e 261
2- Fur an- 2-yl yi; (5, 6, 7, 8-??t r ahydr o- napht hal en- 2-yl ox{a) - [ 1,2,4]triazolo [
1,5-a]pyridin-5 ylamne 20 A mxture of |eg.
7-bromp-2-furan-2-yl-[1,2,4]triazol of 1%"3}’%}\5Pd| n-5-ylanmine, 5eq.
5,6, 7, 8-tetrahydro-napht hal en-2-0l and a catal ytic amount of Cs2CO3 in 200l
N- et hyl - py2+FoirantdsylReps totdaxel.2 ditriarolo 1,3 6]pyridive 5+ylachime {R Qa69-2954/G00)
filtration, purified with reversed phase colum chromatography el uting
W AN an aget At 6F 6] 91brGiRt) filhn LS A)Edo0 15l e BT RMline) BT
7- (6- Met hyl - WFhY&PheridyﬁﬁétChng@if amoupt oiFCOs {n 2001l N-methyyl-pyrralidorywes
i, 523 2} ItOY_f i di ?ea'iidlfgaﬁh E@mo;\._ 'I’hé@lﬁft@re_@f'as,lﬂgr filtrd¥oaParifiddwithl réverted phdse

, 2, ri azo . 5zal pyridip-5-vlam.ne, 5eq... . . . .
(b2 ot hyl -y <R oA opgapii Ating iR an aeeidniprlefwater sadiet viedinge ke 200
N- et hy! - pytadexﬂnhM&m/&(%):édﬁMwH‘Zﬁoo%MGO. The m xture was, after _
filtration, purified with 30 reversed phase col um chromat ography el uting
wi th an etonitrile/water gradient yi | he title conpound, MS nie
(9% : 33281@&H+ (100% . WO 01/17999 PCT/ E%g#lgggéiz -70 Exanple 263 .
7- Phenoxy-Z-g_yrl din 2-yl-[1,2,4]triazolo[1, 5-a pg/gidl.n;S-yl amine A mxture
of leq. 7-brokFosgmbanexy)2yfurin2:7l-41.2Aitmizenle [l slparidin-Slammey | ani ne,
5eq. phenol and a catalytic amount of Cs2CO3 in 2000 N-nethyl-pyrrolidon
was heated fAmitfure of 1€q. 26Pomd!Pefurin-2uil41,0@3triagdlbHy,5-k]pyrided-59lamilkl Jeh 2d

ith h I t t- th .
hcetont 11 | cluIpaegp AN d At ARt oG Lo e myrolidon yps bessed
MrHt (1009 . foE2h o 1 60° ZFie milcture3yad; dftec filtmationpeified)wily revelisedbplasé celuam ne 10
A i xt : o it taeLiy it
(o armmol . ytmaBhrplly slacit fo Rl aiihe fllgs i inCornPBund,
Di chl oro(1, 1MSTMC§?@1W9'%K¥QQ%)-M) ferrocene)pal | adi um (I1)
di chl or onet hane adduct and 0. 3nl 2M

Example 261

2-Furan-2-yl-7-(5,6,7,8-tetrahydro-naphthalen-2-yloxy)-(1,2,4]triazolo[1,5-a]pyridin-5-
ylamine

20 A mixture of leq. 7-bromo-2-furan-2-yl-[1,2,4]triazolo( 1,5-a]pyridin-5-ylamine, Seq.
5,6,7,8-tetrahydro-naphthalen-2-ol and a catalytic amount of Cs,COj3 in 200pul N-methyl-
pyrrolidon was heated for 2h to 160°. The mixture was, after filtration, purified with
reversed phase column chromatography eluting with an acetonitrile/water gradient
yielding the title compound, MS m/e (%): 346 M+H" (100%).

25 Example 262
7-(6-Methyl-pyridin-2-ylmethoxy)-2-pyridin-2-yl-[1,2,4]triazolo[1,5-a] pyridin-5-ylamine

A mixture of 1eq. 7-bromo-2-pyridin-2-yl-{1,2,4]triazolo(1,5-a] pyridin-5-ylamine, 5eq.
(6-methyl-pyridin-2-yl)-methanol and a catalytic amount of Cs,CO; in 200ul N-methyl-
pyrrolidon was heated for 2h to 160°. The mixture was, after filtration, purified with

30 reversed phase column chromatography eluting with an acetonitrile/water gradient
yielding the title compound, MS m/e (%): 332 M+H" (100%).



Na2CO8 in 1w ofli?®®d hoxyet hane was heated to 80C for 17 h. TREeT/EPRO/08322 Was
filtered over silica washed.with MeOH DCM and concentrated. The residue
was taken up in Im 15 DVMF and the toile co?%ound was purified by reversed
phase col umm chronat ography el uting wit éom trile/water gradient to
yield 29ng (52%9, MS me (%: 254 M (1 ccordlngtothe met hod
described in Exanple 264 further pyridine der| vatives were synthesised as
i nt er medi at es 7fRhenpxy-2pyridipPryldldet]triazoledl.pradeyridiFdeyleming t s” are conpil ed
in the following list conprising exarrpl e 265 to exanple 300. Exanple

: Structure nang J}(Wq O%M % NObron§-2- 2(y‘HE (gﬁﬂrraﬁae[lw-)awﬂdﬂs%amﬁkﬁséﬁ

T e S o anesladars mewommo?@s”z‘éq; Hneb iyl Frpiatdln was beared fg2h

2, 6- di ani ne, (10950, PRbnibxrird dastaBiricivonp nﬁﬁédlwith retfsed pliéd colionn

T uct ur e nanShiARERERY Rytog O%la%%%egtfﬁ% {58 G elswg]%&ﬁﬁ%xﬁw%d

M+H yl )-phenyMSnﬂét%DtmoaM-&HOXIOOWD N 4- (2- Fl uor o- phenyl ) - pyridi ne- 203.2

M-H+ 2, 6-diamine (100) 271 """ | N "5 4-Napht haI en-1-yl -pyridine- 235.3
M-H+ 2, 6-di am ne (100) 272 4-(4-Trifl W -phenyl ) - 253.2 MrH+ F Lw
pyridine-2,6-diamne (100) F F 273 4-( or o- phenyl ) - pyridi ne- 219.7 Mt

(100) 2,6-diamne 0 274 4-(4-Methyl sulfanyl -phenyl)- 231.3 MrH+
4-(3,4-Dichloro-phenyl)-pyridine-2,6-diamin

10 A mixture of 40.5mg (0.21 mmol) 2,6-diamino-4-bromo-pyridine, 90.5mg (0.47mmol)
3,4-dichloro-phenyl-boronic acid, 7.8mg (0.01mmol) Dichloro(1,1’-
bis(diphenylphosphino) ferrocene)palladium (II) dichloromethane adduct and 0.3ml 2M
Na,COj3 in 1 ml dimethoxyethane was heated to 80°C for 17 h. The mixture was filtered
over silica washed with MeOH/DCM and concentrated. The residue was taken up in 1ml

15 DMF and the totle compound was purified by reversed phase column chromatography
eluting wit an acetonitrile/water gradient to yield 29mg (52%), MS m/e (%): 254 M" (100).

According to the method described in Exampie 264 further pyridine derivatives were
synthesised as intermediates for triazolo-pyridine derivatives. The results are complled in
the following list compnsmg example 265 to example 300.

Example Structure name MW | MSm/e
No. (%)
265 /M’N 4-(4-Ethyl-phenyl)-pyridine- | 213.3 M+H"*

s A 2,6-diamine - (100)
HC
266 . ...:" 4-(3,4-Dimethoxy-phenyl)- | 245.3 M+H"
" pyridine-2,6-diamine (100)
o

267 L 4-(3-Fluoro-phenyl)-pyridine- | 203.2 M+H"'
" 2,6-diamine (100)
268 w A 4-(2,4-Dimethoxy-phenyl)- | 2453 | M+H'
) pyridine-2,6-diamine (100)

£ .




-~

~~ \ |
M- H+ Ndlam

WY 619

ne(

9%00)

2, 6-di am ne (100)
NN; 276 4-o0-Tolyl -

275 4-m Tol yI
pyri di ne-2

yr|d|
, 6-di am ne

i

(100) 277 4-(4-Vinyl-phenyl)-pyridine- 2411713 MtH+ M f 2, 6-di am ne (100)
278 | i 4-Thiophen-3-yl-pyridine-2, 6- 191.3 M-H+ dianine (100) 279
4-(3-Trifludr Eﬁﬁ& | - ph 253 2 MrH+  pyridine-2, 6-df ayl ( 280
4- ( 2- Met hoxy- H@% ?@M% H+ pyridi ne-2 éhglanine (1%0 %ﬁ$¥35
PCT/ EPOQ 08372 Ne.72 Exanpl e Strucfure nanme MV NS m e (% [|281(%)
4- (4- Met hoxy-phenyll) - 215 3 MrH+ NK pyridine-2 6-diamnel (100) I v o 282
4- (4~ Fl uor o-|phesggl )| pyri di ngt 203 21%1'('16 @mﬁnﬁ’é—% id-4-1P0d27 & 28R+t
4- (3- Chl oro-}4-f | uorfo- phe H237 g gg di ne- 2] 6-di anfi ne. 284
4- ( 3- Et hoxy-|pheny! )} py&i 229! 3 M+ -pheyllsethanone (10p) 284  (100)
4- (4- Chl or o-{phenyl )|- pyriwdine- 2191 7 M+ (100) 2, 6-dianmine 286 .| i N
4- (2- Chl or o-{phepyl )|- pyri di ne/"%N219 74_&,;(“1)99_)?113@},1??%3%_% 203.2 M+H"
Ccékm, 2,6-diamine (100)
271 A i 4-Naphthalen-1-yl-pyridine- | 2353 | M+H*
O @ 2,6-diamine (100)
272 m:,, 4-(4-Trifluoromethyl-phenyl)- | 253.2 M+H"
. " pyridine-2,6-diamine (100)
273 L 4-(3-Chloro-phenyl)-pyridine- | 219.7 | M* (100)
" 2,6-diamine
St
274 A~ 4-(4-Methylsulfanyl-phenyl)- | 231.3 M+H*
- A pyridine-2,6-diamine (100)
275 . 4-m-Tolyl-pyridine-2,6- 1993 | M+H'
O\ diamine (100)
276 " 4 4-0-Tolyl-pyridine-2,6-diamine| 199.3 | M+H*
L, (100)
277 XL 4-(4-Vinyl-phenyl)-pyridine- | 2113 | M+H*
W ", 2,6-diamine (100)
Hex
278 A ¥, 4-Thiophen-3-yl-pyridine-2,6- | 191.3 M+H*
| .
7 diamine (100)
N,
279 L 4-(3-Trifluoromethyl-phenyl)- { 253.2 | M+H"*
(;(dl"“ pyridine-2,6-diamine (100)
280 oy Ao 4-(2-Methoxy-phenyl)- 2153 | M+H*
@/Q\ pyridine-2,6-diamine (100)




287 ' as

48 oMer9oxy- phenyl ) -
288 N-[3-(2, 6-Di am no-pyridin-4- 242.3 MH 5 I

N',

215.3 MtH+ N pyr| di ne- 2, 6- dIPAIIVERS0/08300)

yl ) -phenyl ] - acet am de (100) CN 10 289 N 4-( Tr|fI uoromet hoxy 269. 2 MrH+
phenyl ) - pyri dirfre—2—6—eiamte—{+e0—T2904= p=totyt Hpyrdree 26 draTT e
199.3 MrH+ ' i Em@bc 0) Swucter¢ 5- (2, 6- Di ani nBaP$r i di n- 4- 23W N\ 1MS nge
yl ) -t hi ophen- ¢.-ylﬂo- etfhanone (100) 292 4-(2, 6-D am no-pyridi n-4-ylj) @%Z 3
Vi H+ benzoi ¢ aci d ¢thyl ester (10 ) ~a WO 01/ 17999 PCT/ §P0OO/ 08372 -73
: Exanpl e St r uctrore—rane MV VB TE Oy 293 N[ 4-(& 0- O am no-pyrt ar-p-
:242.3 MrH --4 y28lphenyl | - acgani c;re) (16tﬁ)1 -Mgshoxgphenyl)- 2153 [ “M+H
:2-(2,6- D am ng- pyridiln-4-y 2. 2 I\/HrH+ Qﬁﬁ@.glﬁLdﬁmhﬁ (10p) ~\N 29%00)
-4- (4-Di met hyl gm no- prenyi 228.3 MrH+ pyr| di ne-2, 6-di am he (100 296
4- (2 6- Di am ng “"’i'l':". 4 |)'»¢2423 PAHHE :\\I'IICLII t—Pemrzantd (100) o267
2- (2, 6-Di ani ng- p3282 diln- 4-yl) -/Q57. 3 W%Flmwﬂwlhpmleshylﬂﬁs& er
298 5-(2, 6-Di gm no- pyri di ; 2B1. 3 MrHig diamine (100)
F
283 L 4-(3-Chloro-4-fluoro-phenyl)- | 237.7 | M*(100)
Q/dme pyridine-2,6-diamine
284 X 4-(3-Ethoxy-phenyl)-pyridine- | 229.3 | M+H'
e ! ., 2,6-diamine (100)
285 X 4-(4-Chloro-phenyl)-pyridine- | 219.7 | M" (100)
) ", 2,6-diamine
. »,
286 e 4-(2-Chloro-phenyl)-pyridine- | 219.7 | M" (100)
Ny 2,6-diamine
287 g 4-(3-Methoxy-phenyl)- 215.3 M+H"
e g " pyridine-2,6-diamine (100)
288 Y N-[3-(2,6-Diamino-pyridin-4- | 2423 | M+H'
~ o - yl)-phenyl}-acetamide (100)
o,
289 X 4-(4-Trifluoromethoxy- 2692 | M+H'
!
e f = | phenyl)-pyridine-2,6-diamine (100)
290 L 4-p-Tolyl-pyridine-2,6-diamine| 199.3 | M+H*
A (100)
e
291 " ™ 1-[5-(2,6-Diamino-pyridin-4- | 233.3 M+H"
¥ : ©oe yl)-thiophen-2-yl}-ethanone (100)
L8
292 L, 4-(2,6-Diamino-pyridin-4-yl)- | 257.3 | M+H'
° " benzoic acid ethyl ester (100)
rﬁ




2- met hoxy- 100) 299.0 2, 6-Di net hoxy- 246.3 MrHt e
[3,4']bipyri ny?962 6' -di am ne (100) 300 4-(3-Am no-phenyl )CTWPW%ﬂ%
200. 2 MtH+ | .~ 2, 6- di ani ne (100) Exanpl €7801 2- (5-Brono-furan-2-yl)-7-
(3-chl oro-ph n\LI)- [ 1.2.4) triazolo [ 1.5-a] pyridin-5-ylanne To a ,
sol ution of |2 (0. 1@,5:5]9%,} (B-chloro-p 1) - pyri dijneyga6-ldiygel il n
0.1 m di oxa%é § addeo e7 0. 12m"ml)H£BX MST)e
O nesi t yl endsulN@nyfl hydr oxyl ami nef (prepared 5 from (%)
o-nesityl endsulfonyl acet ohydroxanpte and HCIOA (7009 ) id 0 2 Idi oxane ét
SC and keptf thege {for |h. on marm{nggmﬁgﬁl@?ﬁmd{ proll) M+H*
5- br ono- 2- f yr al dehyde 5ml di oxag} dl'h?é m,, 1M O—| in di ozar}ﬁ S
added and stlirred gt vér ™ night (" 2?1‘33"7’ etgmide; ¢ ohmpound |wa fter
addition of |formic|a€i ¥, "purified by reversed phase coljumm chrjonmat ogr aphy
eluting with apggcetoni ftile/ wat ef 0 |( + MB
me (%: 389 I\/Hr?|+ 100)C WD 01/, 1799}1(%610%??%&’6’80%%@5(1 ﬁ)7 égéru nlﬁ*/%% t he
met hod descni bed in arrpl"'e 301 flurther t &QIBFféifpyrl di ne deri yat yer e
synt hesi sed| The resul £ are conpii I ed inthe follow ng Il{i st cofprising
exanple 302][to xanpl e 324. Exa I\ | +79 | 302
2- (5- Brono- fur%n Zwyl l);’:J/,éBGQ 2 (ébﬁ#&%%ﬁfﬂcﬁﬂg %{yt izggglc [ﬁf}g
(100) N_N a] pyridim3¥lamne 303 i pyriding-,6-dmime- f urjan- 2- yl) - (200369} 2
MrH+  o-tol yl-[1,2]4]¢riazol o[ 1,5 (100) a]pyridin-5-ylgmne 304
2- (5- Brono- fur -2-y|)ﬁ«.423.2‘|\ tra11u0r,0 JE 1 oyl [
2,4] triagol 25‘? 1,5 alpyri di n-5|2;q :Digmino-pyridin-4- T)X 53 M
N-methyl-benzamide (100)
w )
297 [y 2-(2,6-Diamino-pyridin-4-yl)- | 257.3 | M+H'
<A benzoic acid ethyl ester (100)
298 y 5-(2,6-Diamino-pyridin-4-yl)- | 2313 | M+H"
® e 2-methoxy-phenol (100)
4
299 | w, L 2,6-Dimethoxy- 2463 | M+H"
e {3,4']bipyridinyl-2',6'-diamine (100)
b
300 XL 4-(3-Amino-phenyl)-pyridine- | 2002 | M+H*
M\QQ\"‘: 2,6-diamine (100)

Example 301

2-(5-Bromo-furan-2-yl)-7-(3-chloro-phenyl)-{1,2,4]triazolo[1,5-a] pyridin-5-ylamine

To a solution of 28.7mg (0.11mmol) 4-(3-chloro-phenyl)-pyridine-2,6-diamine in 0.1 ml

dioxane was added 26.7mg (0.12mmol) O-mesitylenesulfonylhydroxylamine (prepared

5

from o-mesitylenesulfonylacetohydroxamate and HCIO, (70%)) in 0.2ml dioxane at 5°C

and kept there for 1h. Upon warming to 50°C 25.1mg (0.14mmol) 5-bromo-2-furaldehyde
in 0.25ml dioxane and 0.05ml 1M KOH in dioxane was added and stirred at 50°C over
night (12h). The title compound was, after addition of formic acid, purified by reversed
phase column chromatography eluting with an acetonitrile/water gradient to yield 6.7mg

10

(15%), MS m/e (%): 389 M+H" (100).



305 r 2-(5- Bvowowifons an- 2 yl)-7- 385.2 MrH+ i N _Ntr (2- met hoPgT[EPOOI)83y2
(100) [1,2,4]triazolo[1,5 4] pyr|d|n5ylaﬁ|ne 306
2- (5-Brono-furan-2-yl)- 7- 373.2 MtH+ (4-fl doro-phenyl)- (100) 1, 2, 4]

triazol o [ 1 = B I

iazoto [ L Shce BN o)%@g%@ﬁ%&goegqg]&?@e% iy tgazfow,a;,e Gifates
pyri di n- 5- yl amenesyntitesided. Theresults arercompilediin the folkesing listigemprising example 302 to
(3- met hoxy- pheé‘?%ié% 5%00) NNI[ 1,2,4)triazolo [ 1,5- ajpyridin-5-ylamne
WD 01/ 17999 PEITE 6' 8372 -75 Exarrple Structure name MVMS No. r/ie (%
309 2-'(5-BI’O p=—f-trr—am )-I- % - (100)
phenyl)-[ 1,2 Bmplmol ucturg 5 pyr| di nnanI amine PRMWq MS
2-(5-Brono-fufangg-yl)-7- 407.6| MrH+ " (3-chl oro-4-flugrgyphenyl)- (100)
Mre" S |[1,2,4]triazolo[1,5- a]pyridin-5-ylamne 31f1
2-(5-Brono-fufan-2-yl)-7- 399. 3] MtH+ ( 3- et hoxy- phenyl) - (ﬁ%)

302 | o 2-(5-Bromo-furan-2-yl)-7- | 369.2 [M+H"

%w. m-tolyl-[‘l,.2,4]triazol'o[ 1,5- (100)

a]pyridin-5-ylamine

303 . ._» | 2-(5-Bromo-furan-2-yl)-7- | 369.2 [M+H"
*-?—U o-tolyl-[1,2,4]triazolo[1,5- (100)

a)pyridin-5-ylamine

304 ] 2-(5-Bromo-furan-2-yl)-7- | 423.2 [M+H"
' : (3-trifluoromethyl-phenyl)- (100)
T e [1,2,4]triazolo[1,5-

a]pyridin-5-ylamine

305 F 2-(5-Bromo-furan-2-yl)-7- | 385.2 [M+H"
%H@’ (2-methoxy-phenyl)- (100)
" [1,2,4]triazolo[1,5-
a]pyridin-5-ylamine
306 |- 2-(5-Bromo-furan-2-yl)-7- | 373.2 [IM+H"
O\Q”)'ﬂ_ (4-fluoro-phenyl)- (100)

" [1,2,4]triazolo[1,5-
a]pyridin-5-ylamine

2—(5-Bromo-furan—2—yl)-7- 389.6 [M+H"

307
\O\q):.}an (4-chloro-phenyl)- (100)
" [1,2,4]triazolo[1,5-
a)pyridin-5-ylamine
308 | " 2-(5-Bromo-furan-2-yl)-7- | 385.2 [M+H"
oY (3-methoxy-phenyl)- (100)

L [1,2,4)triazolo[1,5-
' a]pyridin-5-ylamine




1,2, 43t 1,5 i di n-5-yl ani 312 2-(5-B
gag 2 MHL“Q%‘H{IQ?J"\-[LZI? gﬂlriiagol 0{1??— n‘(3100) al E)yrl{j?nméi‘w%”ﬁ%%

4-[5- Ami no- 2- (5-brono- 427.3 MtH+  furan-27§F)- (100) [1,2,4)triazol 0[1 5
alpyridin-7-yl] -benzojc acid ethyl ester 314 2-(5-Bromo-furan-2-yl)-7-
416. 2 MrH+ Pqé | RBLRRYY - Ayri di n- 35,04d00)  p Yiw 1 ¥s4] triazolo[1,5 "
a] pyridin-5-fyl amnel Exanmple 315 7-(5-Butyl-pyrifli n-24yl)-p-furan-2-yl-[
1,2,4]triazol of¥e, 5 a] pyri di n-|5-yl ami ne a) M xtufe of - | and

(2)-3-(5-butlyl-p)ridin-2-yl)-gcrylonitrile WO 01/ 17999} Reg)y/ FPO0/ 08372 -76
To a suspens}i on of [1.66"g (0.(d38npl) sodi urmydri de (60poin pil) in 70 m
t et rahydr of ura and /0 m di gt formam e 2129 (0.063n01)
(cyanonet hyl tsﬁ%hen hosphorTiaZG ﬁﬂ‘%ﬁif %vai?'gf gggfhﬁé*f or 1 hour at
room tenperjature &’ ';ngcf G4-8dfludroniedlionyl) p- but y(100)
pyridinecarﬁoxaldehyde Q150 of apded pnd sfirring was
continued fgr 15 hdqurs. Then ng?ﬁlﬁ?gﬁg&g%ﬁ’g added, the solvents were
evaporated dnd the |resi due chrjonslpyridiptheylaminesi | | cage] with
ethyl acetatg/hexang 1/4 to yield 4 399 (56% _
(B)/(2)-3-(9- b?i(yl -Ipyg i di n- 2- )Iz)(sa&roy,{dzmr;,pzl)q) 7_as4m LtV Ve (% : 186
(M, 47), 143 (100)- |d|n-2)¢ -fu P, 41t 1 azo] of
1, 5-al pyri diln-5-yl gm ft;)_@z 1@9‘{‘57 °¥0P1'F‘F’f§’)r tle CQABbund, Ms Ve (% :
334 (M+Ht, 1d0), wag prelgat % n apgz;z;}iam[wsth the ogeneral nethod of
exanpl e 1 frjom 3-bgnzenesul f opyl net hyl.- furan 2-yl -1 [1,)2,4]triazole and
(E) - 3- (5- butlyl - pyrildi n-2-yl) - ac ;;EB}HY‘JB‘P ryjam Bfanpl e 316
311 | ¢ 2-(5-Bromo-furan-2-yl)-7- | 399.3 [M+H"*
%_'0, (3-ethoxy-phenyl)- (100)
- [1,2,4]triazolo[1,5-
a]pyridin-5-ylamine
312 | 2-(5-Bromo-furan-2-yl)-7- | 369.2 [M+H"
%}U’ p-tolyl-[1,2,4]triazolo[1,5- (100)
"" a]pyridin-5-ylamine
313 | 4-{5-Amino-2-(5-bromo- |427.3 [M+H"
kO\(p_(f furan-2-yl)- (100)
" [1,2,4]triazolo[1,5-
a]pyridin-7-yl]-benzoic acid
ethyl ester
314 2-(5-Bromo-furan-2-yl)-7- | 416.2 |M+H"
N Iy (2,6-dimethoxy-pyridin-3- (100)
p " yb-[1,2,4]triazolo[1,5-
I " a]pyridin-5-ylamine
Exam§1e315

7-(5-Butyl-pyridin-2-yl)-2-furan-2-yl-[1,2,4]triazolo[1,5-a]pyridin-5-ylamine

a) Mixture of (E)- and (Z)-3-(5-butyl-pyridin-2-yl)-acrylonitrile




7 (2- Fl uor o-vpy bi/hope 4-yl ) - 2- f ur an- 2 yl- [ 1 2,4] triazolo [ PCI/EF0/08372
pyridin-5-ylamne 15 a) (E) and _
(Z)-3-(2-Fluoro-pyridin-4-yl)-acrylonitrile ‘?o a suspensi on of 2.80g

(0 038l ) sosfuilals JKA 0080 it L a8 AR YSRANE and 120

m di nmet hyl f or mam ere a

(cyanonet hyl )tmqhyérqfuvmgpﬂé'ﬁhdm oramide were added 21,2g (p-863mohour at
room tenper a Wél off gﬁ{}L gﬁfhgé:&gmrﬁ(ehmgoﬁﬁer stirrin forlhour at room

2-f 1 uoro- 4- py In 35 rah a e
and stirring \?HEPQ?GW?%@H“%P 683 50424??&*5'8'6 ﬁ& REAGHRSRIFOONRIdeBY i gs
~sol vents wey e dykaReweatedlded dnd bgring Svaﬂu@mﬁhfedff&i mh@naénmamoanl methgRbl wevet h

hyl /h 1/ ld O
TGERET TP SEROROR NG W T———
(99 : 148 (M, ethyfiretafeitexarid]/4 tbyield 4. Eg:GSB%)c(EWZ)_-m(ﬁ -butypyridini2eyl)-2erylonitrile
|,2,41tri azol of 13,2 l\%p feé%gdm%(x)ra@fz‘lg@oa e title conmpound, M5 W (9:
c

296 ( MEHE, s prep I'naé th the general method of
exanmple 1 from3 benzenesulfonyl net hyl - 1+ [1,2, 4]tr| azol e and
3- (2-f1 uoro- p lin{2,y1h3t fura 62, 5 idin-5-ylam

7-(5-Chl oro-pyridin-2-yl)- 2furan2y| [ 1,2,4] trlazolo[ 15a]

di n- 5- | :
B 19060 pi Epafie Sdmpbund) M nife (%)) DALY, I0D), dre¥ }epafwhq&tdraaﬁ& W the

sodi umhydr i degf%%m Bapfeﬁgl%g?ﬁﬁ" S¥§F§£ﬁ§f|§§$@?’f ' ‘ﬁ'"%é

di met hyl f or map,gg]wiazsle asd €E)-3-95-bugyl-pPridibpyl)} acrylonitrile.
(cyanonet hyl ) tri phenyl phosphoni um chl oride. After stirring for 1 hour at

room tenperature a solution of 6.39¢g (%ﬁﬁ%ﬁ’w

5-chl oro- 2- pyri di necar boxal dehyde in 25 e rahydrofurane wer e added
and stirring was continued for 2 days. Then 15 net hanol  were added, the
sol vents wer e7d2<fluoret ptidindt-ylha- fﬂm%i-ﬁfb{héélt!flh?@ﬁﬂt’%g]ﬂm% Wiamine

al um ni unoxi de with ethyl acetate/ hexane 3/7 to yield 4.099 (55% (E)-

3-(5-chlorg- RyiH)dnha(2 jitr@e SOl 1d. M5 me (% : 164
(M, 100), 137 oro-pyridin-2-yl)- 2furan2y| [

1, 2, 41tr|azol 1. 5-al t (99 :
312 (M 1007 5 HERETBPR 32@8%@4@8’?&@?&0&% 346 (R 20 88, Noa of
exanple 1 fr otatﬁh’mmfmaaeuhd b20/inh@inkeyhylforfnandde Reneladded 21.6g (0.084mal) azol e
and-3-(5-chlo

2 Furan- 2.yl - ESmE e Atipt B H“fﬁie RGP ) bousatsoom

pyri di n- 5- yl| atemperatgres sqlgoraﬂﬁﬂ 00g (0. 03 mol) 2- uoro-4-pynd1necarboxaldehyde in 35 ml
(2) -3- (6- Mt hpxpahpdronstiae wede Addad inid QitrihE Wa continued for 2 days. Then 30 ml methanol
' were added, the solvents were evaporated and the residue chromatographed on silicagel
with ethylacetate/hexane 1/2 to yield 0.45g (10%) (E)-and (Z)-3-(2-fluoro-pyridin-4-yl)-
acrylonitrile as light yellow solid. MS m/e (%): 148 (M", 100), 128 (43).

51furan 2- yI

25 Thetitle compound, MS m/e (%): 296 (M+H?", 100), was prepared in accordance with the
general method of example 1 from 3-benzenesulfonylmethyl-5-furan-2-yl-1H-
[1,2,4]triazole and 3-(2-fluoro-pyridin-4-yl)-acrylonitrile.

Example 317
7-(5-Chloro-pyridin-2-yl)-2-furan-2-yl-[1,2,4]triazolo[1,5-a] pyridin-5-ylamine

30 a) (E)-3-(5-Chloro-pyridin-2-yl)-acrylonitrile



A m xture %(ﬁll?égl(o 03mol ) 5-brono- 2- met hoxypyri di ne, %%&%8036 nol )

acrylonitril m (0.108 nol) triethylam ne and 0. 42g
bi s(tri phenyl phosphi ne)pal | adi um (11)chl or78e in 120 m di et hyl f or mam de
were stirred_  at 120 C for 48 hours. The m xture was extracted with

saturated aqtiedsuspensienaf LifTe ON45melksedinmnhydrisie (6086 inipilbin 6imh
sodi unsul f attetraﬂmeﬁm Mmpmnuﬁylﬁﬁ%hme/w&b ah&e@mfsgl {00k ?ﬁq yate 85/ 15
onitri

ave 2.47 19 NQX I n-.3- e as a
\?vhl te sol ?d(éxé?qﬂéfggﬂ fe}’zPhi@&G‘}%P&%% ‘%@1‘{% A8r 3{119532; Qtd) 1oy at room
2I Fur an- 2- %|t ; téﬁtxﬁiel tahﬁhmohwfsﬁsg{@%ﬁrﬂoli Lcﬁlo%—&l‘-pﬁmo )déﬁrb&xﬂdéﬁyﬂ& ih gs Al
yl ami ne | onpaoun . red, in
accor dancg \€/]5|e cﬁ%ﬁ\l % ﬁg?@% %sﬂ%go‘f P%d%’ grda?ﬁ\l%eg 155 methanol
3- benzenesulwera yddmt, the soEFeﬁtswme @vapbratad z{nd]the rebjdueives chnzatographed on
3- (6- met hoxyy 5 '?ﬁ@w

(5(Am no- 2- ?u@é&h -Bfn-% Wl%e%ﬁﬂiﬁet&?élg%%ﬂ %‘ﬁgg&’(?é) (E% -I( cHor%en | -
benzenesul f @Ysfinte-y Bacrylo: )te solid. M ‘mle (%): 164 (M*, 100), 13 (17), 113 (45).
4- (2-Cyano-vinyl)-N phenyl benzenesul fonam de WD 01/17999 PCT/ EPOQ 08372

-78 A m xtung ChiR yHAROPE ML AsR{Hed e,
0.59g (0.01 / yl'am ne and

ry , |
di et hyi fbr R e sogtes g PSR 4?6*3‘)%1%8%%%‘”31'098%3@ epatoiin Sicrfancs Wi the
extract ed wigehershmethatied eanﬂeu]frommhcntnncaﬁ{myhnahﬁ Shiran2epk-130d dri ed

715 gave 1. Vi e iR Py G N AR oy Y ceetate

benzenesul fonam de as a white solid. I\/S rrle ;? MSnme (%9: 283 (MH,

100). b)

4- (5- Am no-2-furan-2-yl-[1. 2,41tri azol 0[1 5 alpyridin-7-yl)-N phenyl
benzenesul f Qr@FaHe- llﬂ(éfhﬁtﬁd l@rmwn,z ifdoto[1 % 4] pf@in( 34 kEmind 00) , Was

prepared in accor dance W|th t gener al od of exanple 1 from

- 3-benzengsul I | ran- 2=l - agq[ gué i!grlazole and
. letho 1n-3- e .
4- ( 2- cyarro- = anpl e 320: 2-Furan-2-yl -

[4- (4-nethyl-piperazine- | -sul fonyl)-phenyl] - [ 1,2,4] triazolo [ 1, 5-
15 a] pyri di dmaxtizernf$eP4g)0.03mol) 5-bromo- 2-methoxypyndme,238 (0.036 mol)

3-14-(4- Met Q&’x‘ydﬂﬂ?ﬁéqg'ﬂﬁl’(‘o 198l |ahd@ |(@0006r1hbl9 A m xture of
24.1g (0. 06%?3?&1phen}lphosphnn?&ﬂegl Yu’r? ?Iﬂcm%e]in 12({re H%nethﬁl‘orglra?nzx Q v%ere5s§1§re
at 120 °C for 48 hours. The mixture was extracted with saturated aqueous
20 sodiumbicarbonate solution and dried with sodiumsulfate. Chromatography on silicagel

with hexane/ethylacetate 85/15 gave 2.47g (51%) (E)/(Z)-3-(6-methoxy-pyridin-3-yi)-
acrylonitrile as a white solid. MS m/e (%): 160 (M", 76), 159 (100), 131 (49).

The title compound, MS m/e (%): 307 (M", 100), was prepared in accordance with the
25 general method of example 1 from 3-benzenesulfonylmethyl-5-furan-2-yl-1H-
[1,2,4]triazole and 3-(6-methoxy-pyridin-2-yl)-acrylonitrile. -

Example 319

4-(5-Amino-2-furan-2-yl-[1,2,4]triazolo[1, 5-a]pyndm-7-yl)-N-phenyl-
benzenesulfonamide (69-0030)

30 a)4-(2-Cyano-vinyl)-N-phenyl-benzenesulfonamide



a.cryl oni tri keg oikBreso M (0.26 nol) triethyl am ne and 0. 959 (OrCREPIWIZET2
bi s(tri phenyl phosphi ne)pal | adi un({11)chlori dz§i_n 380 m di net hyl f ormam de
were stirred 20 at 120 C for 72 hours. The Xture was extracted with

Chr omat ogr apn Taates of £ 4B 6 B0GRRRl Hrabo R Hm EreraeR S laas 9o itk 750
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321 2-(2,4- %édzwswwehszum&tekaimmwe (%):MS m/e (%): 283 (M-H’, 100).
1,2,4]triazol o[ 1, 5-a] pyridin-5-yl am ne WO 01/ 17999 PCT/ EPOO/ 08372 -79 a)
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25

a]pyridin-5-ylamine

The title compound, MS m/e (%): 439 (M+H", 100), was prepared in accordance with the
general method of example 1 from 3-benzenesulfonylmethyl-5-furan-2-yl-1H-

[1,2,4]triazole and 3-[4-(4-methyl-piperazine-1-sulfonyl)-phenyl]-acrylonitrile.
30 Example 321

2-(2,4-Difluoro-phenyl)-7-pyridin-4-yl-( 1,2,4]triazolo[1,5-a]pyridin-5-ylamine
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prepared in accordance with the
_ Example 322 -

2-(2,4-Difluoro-phenyl)-7-pyridin-2-yl-[1,2,4]triazolo[1,5-a]pyridin-5-ylamine

The title compound, MS m/e (%):324(M+H",100), was prepared in accordance with the
general method of example 1 from 3-benzenesulfonylmethyl-5-(2,4-difluoro-phenyl)-1H-
25 [1,2,4]triazole and (E)/(Z)-3-pyridin-2-yl-acrylonitrile.

Example 323

2-(2-Fluoro-phenyl)-7-pyridin-4-yl-(1,2,4]triazolo[1,5-a] pyridin-5-ylamine

A suspension of 15.2g (0.058mol) 2-(phenylsulfonyl)-ethanimidic acid ethyl ester
30 hydrochloride in 160 ml chloroform was treated with 57.7 ml 1N aqueous sodium
hydoxide. 80 ml of a saturated aqueous sodiumbicarbonate solution was added and the
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The title compound, MS m/e (%):336(M+H?",100), was prepared in accordance with the
20 general method of example 1 from 3-benzenesulfonylmethyl-5-(2-fluoro-phenyl)-1H-
[1,2,4]}triazole and (E)/(Z)-3-(6-methoxy-pyridin-3-yl)-acrylonitrile.

Example 325
7-(2-Ethyl-pyridin-4-yl)-2-pyridin-2-yl-[1,2,4]triazolo[1,5-a]pyridin-5-ylamine

The title compound, MS m/e (%):316(M",100), was prepared in accordance with the
25 general method of example 1 from 2-(5-benzenesulfonylmethyl-2H-[1,2,4}triazol-3-yl)-
pyridine and (E)-3-(2-ethyl-pyridin-4-yl)-acrylonitrile.

Example 326

7-(2-Methyl-pyridin-4-yl)-2-pyridin-2-yl-[1,2,4] triazolo[1,5-a]pyridin-5-ylamine
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3- (15- chl or o-geyiedatlinethedyof kxafiply 1drorh 2+ (5benzenesulfonylmethyl-2H- [1 2,4]tnazol 3-yl)-
pyridine and (E)/ (Z)—3-pyridin-2-yl-acryloniirﬂe.

Example 329: |
20 2-Pyridin-2-yl-7-pyridin-3-yl-[1,2,4]triazolo[1,5-a] pyridin-5-ylamine

The title ;ompound, MS m/e (%):288 (M",100), was prepared in accordance with the
general method of example 1 from 2-(5-benzenesulfonylmethyl-2H-(1,2,4]triazol-3-yl)-
pyridine and (E)/(Z)-3-pyridin-3-yl-acrylonitrile.

Example 330

25 2-Pyridin-3-yl-7-pyridin-2-yl-(1,2,4]triazolo[1,5-a]pyridin-5-ylamine

A suspension of 23.6g (0.089mol) 2-(pheny]sulfonyl)-ethanimidic acid ethyl ester
hydrochloride in 300 ml chloroform was treated with 98 ml 1N aqueous sodium hydoxide.
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Example 331
7-(5-Chloro-pyridin-2-yl)-2-pyridin-2-yl-[1,2,4]triazolo[1,5-a] pyridin-5-ylamine

20 a) 3-(5-Chloro-pyridin-2-vl)-acrylonitrile

3-(5-Chloro-pyridin-2-yl)-acrylonitrile was obtained from 5-chloro-picolinaldehyde and
diethyl cyanomethyl-phosphonate/ sodiumhydride in THF as a white solid, MS m/e
(%):164(M*,100), 137(17), 113(45).

25 The title compound, MS m/e (%):323 (M+H",100), was prepared in accordance with the
general method of example 1 from 2-(5-benzenesulfonylmethyl-2H-[1,2,4]triazol-3-y1)-
pyridine and (E)/(Z)- 3-(5-chloro-pyridin-2-yl)-acrylonitrile.

Example 332

7-(6-Chloro-pyridin-3-yl)-2-pyridin-2-yl-[1,2,4]triazolo[1,5-a] pyridin-5-ylamine
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(539 1- [[1719&??1139 2- (phenyl sul fonyl) et hyl i dene] :
am no]j - 2- et hyI 2-thi opseudourea (or tautoner), Ms me (%: 287

VT AYS %ﬁfpl%éﬁbs%ﬁﬁﬁﬂwséﬁ%‘?%@“&%"eﬁ%‘“ 'éf E”y' e
A no- 2- (phéh}}lﬁuiaﬁdnﬁ/ll S-elpyyidint5ryiaraine im$Q ml JRPIOpY znnw&frsﬁggs 8 1=%>aC for 830
M 1N HCL W§6 hb&fsik §8 dufollav. 3eniBvalibRbe aireaind chfdrhdtogriaply i eilivagel with

dichloromethane/methanol 9/1 gave 0.05g (29%) 7-(6-isopropylamino-pyridin-3-yl)-2-
pyridin—Z-yl—[1,2,4] triazolo[1,5-a]pyridin-5-ylamine as beige solid, MS m/e (%):346
20 (M+H",100).

Example 335
7-(6-Ethylamino-pyridin—3—yl)—2-pyridin-2-yl—[1,2,4]triazolo[1,5-a]pyridin—5-ylanﬁne

The title compound, MS m/e (%):331 (M*,100). was prepared from 7-(6-chloro-pyridin¥
3-yl)-2-pyridin-2-yl-{1,2,4]triazolo[ 1,5-a)pyridin-5-ylamine and ethylamine as described

25 for the previous example 334.

Example 336
7-(6-Chloro-pyridin-2-yl)-2-pyridin-2-yl-[1,2,4]triazolo[1,5-a] pyridin-5-ylamine -

a) E-3-(6-Chloro-pyridin-2-yl)-acrylonitrile



cryst allisegyobinmes filtered off, . shed W t h wat er and dri @GT&P00/08372
50C vacuum Yiel d: 67.4g (86%, Wm te solid 3@ th nmelting point 160-161C 5
c) 2-Methylsul fanyl-7-pyridin-2-yl-[1, 2, 4]tr| azol of 1,5-al pyridin-5-ylam ne

The title co 5’?9’0{}% gﬂﬁ, cﬁn@z ﬁ ? &Mﬁ?ﬂrl%obtﬁﬁﬁéd ﬂaﬁ{@[:ﬁgrd-@_ accor dance

with the gen

3- benzenesul fmﬂmbbxédmdhw @Kﬂ’(YhWaHQFleﬂlﬂ phosphopatg/sediumipydride in THFas
(B)/(2)-3- pyr I t * e4)383B(1%): 2- Pyrazol -1-yl -
pyridin-2-yl - q”‘?‘%ﬁ‘?.’?ﬁ’é‘?{%ﬁd) lm?\gyrl é )?am(n? a)

: 2-Met hanesul fin
8.66g (0.034n® 2o alatia o2 . : ‘

1,5-a] pyridin-5-ylamne in 850 m d| chI ororrethane were oxidised with a

sol ution ofs 1THe@itleQoffpoumnd)MS npkeds){323{ M+His100).swisfpoepargdincactonddnerwith thie5 0

m di chl th
(i chi or oot hERasaBFaR st ctpmels | BT S Hteriihtfohy Mg RETE S Hfiazol o)
9:1) vyiel ded pyfidinemndjE-3-(6-chloro-pyridin- 2-yl)—acrylon1tnle

2-met hanesul finyl-7-pyridin-2-yl-[1,2,4]triazol o[ 1, 5- a]pyrldln 5-yl am ne,

M me (99:274 (MtH}, 100). b) 2- Pyrazol gxay,l, Idspyrridin-2-yl-f
1,2,4ltriazol of 1,5-alpyridin-5- ylam ne A mxture of 0.50g (0.002nol)

2l by dl ne 5y Ta EEvRne prERR DGk E S 1B S Bl dopeyidey fviasog. o

in 12.5 g nolten pyrazol e as sol vent was stirred overnight at 120C.
Destillatign Qfhet titte comhpanid, Mﬂtkn/d:(l%):?oﬁit (@4, iNywasiprepdredfrgml 7-(6-chloro-pyridin-

L din- I am' ne

| 0 e T sy
solid, M5 W f()ﬂ/ﬁl'mz:?anplwlﬁ%, 100) 25 Exanpl e 340 7- Pyr| di n-2-yl - [

1,2,4]triazo|-1-y|- [ 1,2,4]triazolo[ 1,5-a]pyridin-5-ylamne Thetitle
conmpound, Ms me (9% :279 (MH+, 100), vvaszagsgj i n accordance with the
met-hod of exarrpl e 339b) from 2-nethanesul finyl-7-pyridin-2-yl- [ 1,2,4]
triazolo cyel of 5 4..0] undec- 7- en
in 1,2, 4- tr| azzomh!ﬁ“ifg@%‘? W@ﬁ%@é@%ﬁé@ ﬁ@@éfﬁ‘”‘%l Exanmpl e 341
2- (.2- I\/Ethyl-lmdazol4 yI) 7pyr|d|n2yl [ 124]tr|azolo[ 1, 5-a]

pyri di n- 5-yd an) ne ; lih¢éne] b A

prepared in ag carggﬁce with the method of exanpl e 339b) fro
2- met hanesul fi =r-pyridin-2-yl- [ 1,2,4]triazolo [ 1,5

A suspension of 211g (0.80mol) 2-(phenylsulfonyl)-ethanimidic acid ethyl ester
hydrochloride in 2.1 chloroform was treated with 801 ml 1N aqueous sodium hydoxide.
350 ml of a saturated aqueous sodiumbicarbonate solution was added and the mixture was

20 extracted with chloroform. The extracts were combined and dried with sodium sulfate and
the solvents were distilled off under reduced pressure. The resulting oil was dissolved in
450 ml ethanol and the solution was added to a suspension of 44.6g (0.82mol)
sodiummethylate and 187g (0.80mol) methyl aminomethanehydrazonothioate
hydroiodide. After 75 minutes at room temperature 4.8 | of a 3/1 water/saturated aqueous

25 sodiumbicarbonate solution was added and the mixture was extracted with chloroform.
The organic phase was dried with sodiumsulfate and the solvents were evaporated.
Recrystallisation from 1.8 1 ethanol gave 121 g (53%) 1-{[1-amino-2-
(phenylsulfonyl)ethylidene}amino}-2-methyl-2-thiopseudourea (or tautomer), MS m/e
(%): 287 (M+H", 100), 270 (28).

30 b) 3-Benzenesulfonylmethyl-5-methylsulfanyl-1H-[1,2.4]triazole



S a)pyridi ne and 1, 8-di azabi cycl o[ 5. 4. 0] undec- 7-
2-met hyl i n?gg’zél(emat 170C. Exanple 342 2-Phenet hyl oxy-7- 8§#&3"’H"827§/I
1,2,4]triazolo [ 1,5-a)pyridin-5-ylam ne -$306 g (0 OOSm)I) sodi umin 50 m
2- phenyl et hanol were stirred overni ght at 60C 0. 0007n01)

2- met hanesul83i08P-29mel)1- Hﬂmnw-Zﬂah@ybpqum)é)f&prgneiara] Z-miethyb2y| ani ne
were afldedt Widp Euﬁ?ﬁféﬁ@rtl mm@ﬁntmomdeaéﬂlﬁ:@@ﬁrfsﬂrln&tﬁﬁb%&étcogw Z,}O&%:zof
(82%3 O2VSE eﬁ@%@&}ssq.;}?%s fivered o% v(v)ar;hgci with water and dried at .%/d é?v%cgmg Ygag 67.4g J
pyri di n- 2- yl(84%), &Mietsbhdwithﬂiléluﬁg poipy 1603161°G: y| anmi ne, M5 W (9% : 332

(M+H+, 100) . Exanpl e 343 15

2- Pyridi r]5-2- ] -g-yl am ne The
title conmpoofid € (79 2 v orurng to the
procedure of exanple 92 from? brorm 2-p r|d|n 2- 2,4]triazol of

1, 5- a] pyr i diThesitle gpmponrd,d$inge {%): a@meﬂmé a0k waepwpaﬁdanpwrMe wiith the

2- Pyrazol - gé!ﬂerz?l hthbd bf'éx%i:?e i @m& FbbddeAaloh lﬂméfyﬁ]snﬁéﬂlslkafé, uhﬂm ne a)

2- Met hyl sul Tany ltri az,o[ 011, 5-al pyri di n-5-yl am ne
2- Met hyl sul {%M}mﬂ*@w‘g gr} ?rPYf pids &?Zzﬁz?ffﬂ?frlgﬂsl o

1,5-a]pyridin-5-ylamne, a white solid wth nelting point 161-163C, was
prepared in accordance with the gener &xamplet838 of exanple 1 from
3- benzenesul f onyl net hyl - 5-net hyl sul fanyl -1 H[1,2,4]triazole and 25

(E)/(Z) pyr -l trh sl ?@m e (-pyridin-3-yl-f
, 2,41t rll%az%Ip(}%tﬂé?‘za??l Tyﬁ’ﬁ{éx‘&gnﬁ gnﬁtrf(laag lfﬁ\/z% nesu#fl ny“—? pyridin-3-yl-[
124]tr|azolo ) % 274(I\/HrH+ 100), was
prepar ed i n2a£aRtognesd idin : ;

PCT/ EPOO/ 08372 - 87 f rom
2- et hyl sul 8 5{0 034pd1) ﬂJMetBylbﬁﬂfahﬂ!l.-Zpﬂ'ilﬂi’nl-MD[m 4}tﬁaib]¢{ﬂ5'-ﬂpﬂ1&n¥$-9ﬁhﬂﬁe and

2. Pyr azol - 107ty e sibepf it solutipmof 7.6 (0.067meD) rabere? The

2- Pyrazol -
title co rrpo(phémlkﬂfoﬂyb)o(:@ndiﬂa in( NIO ,rabdishlorvasetharenavenight iChronttogmpley oa t h

th
2- (raret hanesu%1 'I“W%lyrl (fﬁﬁgg e{l{flgﬁmetﬁxim?lﬁg%r ?gng;hca%el gl/ethyéace ge | am ne
and 1, 8-di ammaciylﬂ ] Belded aaé%?&ﬁh 2-giethane ﬁ%}%ﬂrmn-?ssé[ %

8- Benzenesug,]fpgﬁmn S-ylating) MS W/e (963224 m#Hrf,ag@)Lo[ 1, 5-a] pyri di n- 5 yl am ne

A mixture of 0.50g (0.002mol) 2-methanesulfinyl-7-pyridin-2-yl-[1,2,4]triazolo[1,5-

20  a)pyridin-5-ylamine and 0.33ml (0.002 mol) 1,8-diazabicyclo[5.4.0Jundec-7-en in 12.5 g
molten pyrazole as solvent was stirred overnight at 120°C. Destillation of the solvent and
chromatography on silicagel with ethylacetate/ methanol 95/5 gave 0.13g (26%) 2-pyrazol-
1-yl-7-pyridin—2—yl-[1,2,4']triazolo[ 1,5-a]pyridin-5-ylamine as a white solid, MS m/e
(%):278 (M+H",100).

25 Example 340
7-Pyridin-2-yl-2-[1,2,4]triazol-1-yl-{1,2,4]triazolo(1,5-a] pyridin-5-ylamine

The title compound, MS m/e (%):279 (M+H",100), was prepared in accordance with the
method of example 339b) from 2-methanesulfinyl-7-pyridin-2-yl-[1,2,4]triazolo[1,5-
a] pyridin-5-ylamine and 1,8-diazabicyclo[5.4.0]undec-7-en in 1,2,4-triazole at 130°C.

30



The title cappoymes VS W (% : 341 (MFH+ 100) was prepared PCTEROOVSEINCE
with the to general nethod of exaerIe 1 frog?

3- benzenesul f onyl net hyl - 5-f ur an- 2-yl - 4] triazole and

3- met hoxy-2-propenitrile. Exanple 346 -Be zgﬁesulfonyl 2-pyridin-2-yl- [
1,2,4] triazolo [ 1,5-a] pyridin-5-ylam tle conpound, Ms me (9:
351 (MF, 92), 286( 100) 171(54), was prepared in 15 accordance with the
general net hod-(aiMeﬂ-qhﬂhhﬁlaiolﬁr-ylhnp)(rﬁdmaqyle[thﬁtm}d[lrétd]p?n&H-S-ylamme
:[1,2,4]triazol -3-yl)-pyridine and 3-net hoxy-2-propenitrile. Exanple 347

i 'B- Am' no- 2- phe I r e
Title compound e i shulppBal 3T fahpdy ﬁf@%g@?@;“’%@iﬁ?fﬁsd %%f%?%%%‘?’é@ﬂé‘n
20 accor dance mithod ofex 39b) fremhben 317@9(‘& -pynidipra-yh[Lyhdligiazoiel1

1,2,4] triazo -5- < &Md&'}ﬂfeﬁﬂ?ﬂinﬁ&h lﬁnuﬁ%élmaie
348 2- [ 1- (2Ia]7"‘;’idm3r| d.%ﬁn&ﬁdikﬂ’ﬂ% t‘?{??}ztg o Y
1,5-a]pyridin 30 ) 1,4,5, 6- tetrahydro- pyrlmdln 2-yl]-benzoic acid 25 The
title conpound, MsS nie (%: 476 (MH+, 100), was prepared in accordance with
the general nethod of exanple 27 from Example 342

2,7-di -pyridin-2-yl-[1,2,4]triazolo[l, 5-a] pyridin-5- ylam ne and

95(&%Fﬁﬁiﬁ%@%ﬁ%—ﬁ%py%%’%ilﬁﬁ%oﬁ’@ﬁﬁ@ﬁfi agif Sample 549
pyridin-5-ylamne a) and (2) 5|\/Ethoxy pyr|d|n -yl)-acrylonitrile
To a suspensi 6{96@(01)0601 sodiuns #bmi pihgriel wrse stowed overmight atie° Q28 5

T o s Mﬂ#ﬂl%@?ﬁ%ﬁm >
r ogm t errpgr amﬁfegadéin é@patsﬁgﬁxgdyasgogg@uﬁytd 69 ours E\gaporatlon or}d'ile so?vent
5- chl or 0- 2- py hhd chwaddt ph)d@:h;ma elﬁw%eth’ylacétﬁkqgﬁ%)(dlg)ﬁm%)mpmﬁe&y@&deﬂ- and
AR R o A e e o

been extract e§"t
drired 10 over sodium sulfate. The sol vents were evapor at ed and the residue
was chromat ographed on silica gel with Exampled4st at e/ hexane 1/4 to yield
4.90 g (659% 3-(5-nmethoxy-pyridin-2- yl) -acrylonitrile (E/Z 2/ 5) as a

Il i -0 ; -5~
1 (st oy B BB A A S o

5-a] pyridin;o- gltlg%m%ound MS m/e (%):294 (M+H",100). was prepared according to the

procedure of example 92 from 7-bromo-2-pyridin-2-yl-[1,2,4]triazolo[1,5-a] pyridin-5-

ylamine and 3-thiophenboronic acid.
Example 344
20 2-Pyrazol-1-yl-7-pyridin-3-yl-[1,2,4]triazolo[1,5-a]pyridin-5-ylamine

a) 2-Methylsulfanyl-7-pyridin-3-yl-[1.2,41triazolo[1,5-a]pyridin-5-ylamine

2-Methylsulfanyl-7-pyridin-3-yl-[1,2,4]triazolo[ 1,5-a] pyridin-5-ylamine, a white solid
with melting point 161-163°C, was prepared in accordance with the general method of
example 1 from 3-benzenesulfonylmethyl-5-methylsulfanyl-1H-[1,2,4]triazole and

25 (E)/(Z)-3-pyridin-3-yl-acrylonitrile.

2-Methanesulfinyl-7-pyridin-3-yl-[1,2,4]triazolo[1,5-a]pyridin-5-ylamine, MS m/e
(%):274 (M+H",100), was prepared in accordance with the method of example 339a)



The title %T‘P‘?:H . 227-228 C, was prepared in accordmm“}opﬂtzhe

gener al of exarrpl e 1 from

3- benzenesulfonylnethyl 5-pyridin-2-yl - 1FF§Z 2,4]triazole and 3-

(5-net hoxy-pyridin-2-yl)-acrylonitrile. Ie 350

7- Mor phol i n- frop Z-meply)rlstdfanylﬂ-wn@m-&yhllr,z,ﬂaumobo[p 513]pyadipy5-yldiningand i ne

7- Brono- 2- pygh, brivisul fah?ﬁﬂ’ﬁéj[l 5-a] pyridin-5-ylamne (50 ng, 0.17
mrol ) were Zg%llssgqp“d‘[anré nor pholin and heated to 180 C for 16 h.
Excess norpholin has been evapor a ednd he1 r esi dge was partltloned

bet ween wat e® rEyrazolr 1nyi-7-D3 yi-g! LIPYTIA o VIAEHRG ani C phase has
been extracted twice with rret hyI ene chI ori de (10 m) and the conbined

or gani ¢ phasThe ¢ coripad, Mﬁn/s@d) m (41, f080, owas Prepared inra%t:&dhﬁée wigtethe

evapor at e and resi IlzeLf m_di,ch o ane .t ield
7- nor phol th?%%f d@?’?%ﬁﬁ Fﬂ’ {? {24 toiazolof},3"

1, 5-a] pyri d| aipﬁn@inaSryhmx(xG&ndg 8- ﬁszdlz@cyeb[% Qlumdec-si'edn id pyrdh'bla.at 7540- 241 C.
Exanpl e 351 7- (4-Methyl-piperazin- |-yl)-2-pyridin-2-yl- [ 1,2,4] triazolo
[ 1,5-a] pyridin-5-ylamne 7-Brono-2-pyrhklzg-y!-[1,2,4]
trlazolo[15a]pyr|d|n5y|amne(15 ny, 05 mmol) were 30 dissolved in 2

m of N-nethyl-piperazin eate 180 for. 16 h cess N net hyl

pi perazin ha&B %&é’ﬁéﬂf 2alis llv?e‘ﬁ HﬁbsvﬁBY‘p‘&Ptﬁ’Y bet ween wat er
and et hyl WO 01/ 17999 PCT/ EPOO/ 08372 -89 acetate (10 ml each). The

i ngr gﬁni c gb hﬂmﬂmmhpﬂmdem 1a(e (06): B4Y (M+H' S momﬁ)plr@’aeecbx:ﬁ:caaédrd@x_}cﬁ(v&&l tHe)
and the in r er:S su e

filtrat e as r@% g,\«’jo'y §r {ﬁéﬁgrﬁﬁ{‘ ﬁ'eb%rn gegﬁgs o &gﬂ‘b K & ¥l§}£ol um

chr omat ogr adiy2, 4itn&zple|and Jgmethoxy-2+kpropenitrilec et ate, then '

di chl or onet hane/ net hanol 9/ 1 and eventual ly 5 -di chl oronet hane/ net hanol 4/1

as eluents to yield 7-(4-nethyl -pi per aglfinks ¥4 - 2-pyridin- 2-yl -[
1,2,4]triazolo[ 1,5-a]pyridin-5-ylamne (5.0 ng, 31 % as ayellowsolld

peT) Epoo] oo Besasogboari priding v dis o Res piridat Thaatl o 2 R R

The title compound, MS m/e (%): 351 (M, 92), 286(100), 171(54), was prepared in -
15 accordance with the general method of example 1 from 2-( S—benzenesulfonylmethyl—ZH—

(1,2,4]triazol-3-yl)-pyridine and 3-methoxy-2-propenitrile.
Example 347
5-Amino-2-phenyl-[1,2,4]triazolo[1,5-a]pyridine-8-carbonitrile

The title compound, MS m/e (%): 235 (M, 100), 208(10), 104(16), was prepared in
20 accordance with the general method of example 1 from (5-phenyl-2H-[1,2,4]triazol-3-yl)-
acetonitrile and 3-methoxy-2-propenitrile.

Example 348

2-[1-(2,7-Di-pyridin-2-yl-{1,2,4]triazolo[1,5-a] pyridin-5-yl)-1,4,5,6-tetrahydro-
pyrimidin-2-yl]-benzoic acid

25 The title compound, MS m/e (%): 476 (M+H", 100), was prepared in accordance with the
general method of example 27 from 2,7-di-pyridin-2-yl-[1,2,4]triazolo[1,5-a] pyridin-5-
ylamine and N-(3-bromopropyl)-phthalimide.



R4 N~-, N RSw&oimwsein R is a 5 or .6 nmenbered heteroaryl gregm/EPOWGE3a2 ni ng
lto 3 het eroat ons, selected.from N, 0 or §, and which groups are

optional ly substit ut ed by one or two substit’8énts, which are |ower alkyl,
-(CH2)" OH, hal ogen or |ower al koxy, and wherein the heteroaryl groups may
be optionally linked to the pyrazole ri ﬁ%“m al kyl ene or 10 al kenyl e
group, or is phenyl, optionally substituted by one or two substituents

bei ng | ower abigiMethoxgpyridin-Duwiir2-pintidin-2-plh| 1524)riato iﬂ[rl;ﬁeg(]pyndheﬁoeylmhleoxy
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"0y 0 Tower Htiapyard aPSMF‘%%?: P}‘A&%’ %WL anRAd for, £, TheRTb0 &1 Whter were
;:> ggl' ;))Egog;ag h%%gdw bias peen entractedithieb tilies wathl dth)rl Iracdtdtegnd\ﬂmé)dngaﬂi@ phase was dried

i
ot her hydr geﬁVer s°%ﬁ3§§“gh qua%l\%lﬁs ereﬁegg@ﬁatre?r?ﬁdltg %%?Poﬁg% %‘ suab(g%ﬁ%t ed
by hal ogen or oheilisa gelanklmt;ay acatyiefhexane 1A4= toyigld 65%) 3d@nmethpxy-pyridin
1,2,3, 4-tetr agwdarcﬂwﬁ&‘% RBJZ20 2/9) s a FlFOGHL. Y m/@(%? 5160 (Mj lmﬁnmdg(sw I99fa36)

phenyl ring i optlonally substltuted by hal ogen, [ ower al or | ower

b BB REL  r EAe s Ri

1,3,4,9-tetrahydro- b- car bol i n- 2- yI pi peridin-1-yl, pyrrolldln-l-yl,
. The title compound, Mp.: 227-228° C, was prepared in ‘accordance with the general

15 method of example 1 from 3-benzenesulfonylmethyl-5-pyridin-2-yl-1H-[1,2,4]triazole and
3-(5-methoxy-pyridin-2-yl)-acrylonitrile.

Example 350
7-Morpholin-4-yl-2-pyridin-2-yl-[1,2,4]triazolo[1,5-a]pyridin-5-ylamine

7-Bromo-2-pyridin-2-yl-[1,2,4]triazolo[ 1,5-a] pyridin-5-ylamine (50 mg, 0.17 mmol) were

20 dissolved in 2 ml of morpholin and heated to 180° C for 16 h. Excess morpholin has been
evaporated and the residue was partitioned between water and methylene chloride (10 ml
each). The inorganic phase has been extracted twice with methylene chloride (10 ml) and
the combined organic phases were dried over sodium sulfate. The filtrate has been
evaporated and the residue was crystallized from dichloromethane to yield 7-morpholin-4-

25  yl-2-pyridin-2-yl-[1,2,4]triazolo[1,5-a] pyridin-5-ylamine (33 mg, 65 %) as a white solid;
M.p.: 240-241° C.

Example 351
7-(4-Methyl-piperazin-1-yl)-2-pyridin-2-yl-[1,2,4]triazolo[1,5-a] pyridin-5-ylamine

7-Bromo-2-pyridin-2-yl-[1,2,4]triazolo[1,5-a]pyridin-5-ylamine (15 mg, 0.05 mmol) were
. 30 dissolved in 2 ml of N-methyl-piperazin and heated to 180° C for 16 h. Excess N-methyl-
piperazin has been evaporated and the residue was partitioned between water and ethyl



pi perazin 4-yl -qet hyl or norpholinyl; 1 o R5 is -NR2, whergi be the
sane or dPéqg+gﬂ¥)and i s hydrogen, |ower alkyl, phenyl, H@%g§ fﬁﬁ%gxlomer

al kyl, -CO- |l ower al koxy, -lower alkenyl, -88&( CH2)n phenyl or

- COQ( CH2) n- phenyl , wherein the phenyl ring is optionally substituted by
CF3, | ower atetate{10 inhéarhp Therinodrgamic phase s beeg@xEaed twicOWith apathylendchigride
-(CH2) n phe r£] j j i ol wer
15 al koxy, - EmbRREL EorhBiaeR ORRKIe fHaldicfe B4 BREsHuRMfate) MR R 171
1, 4, 5, 6- t et beaneyaponsiad andthe residye was sibigctedteicglusan ghromatography o silisagel H- |
1, 31di azepi Yadh-erihyl BERAL) the @ickloromethaRe/thettidfiol Hreiahd Rbéitaalyeut i cal |y

t abl ) 02 d, of f ' in Rl i -2yl ,
ower . al engichlarpmstiane/aihanel AR -5 gloenis it B bimeiegefin-ly) 2 Prridin
pyrrol - 2yl , 2-yy1,2dilBia2olb[ 1, Pripysidin-S83lamine (5.0 mgi BbPe)raaa-yelldw sdlid. M&I(ISP3y 1 or

phenyl, optign stiat wo substituents being | ower
al kyl , hydr ﬁﬁ#%aé?%m%ﬁﬁ’%g% o&gg?I%%?'oxy or |ower al koxy; 25 R2 and R4

are independently from each ot her hydrogen or cyano; R3 is hydrogen,

hal ogen, pyridin-4yl, pyridin-3yl, pyridin-2yl, optionally substituted by
| ower al kyl, hal ogen or an oxy group; or phenyl, optionally substituted by
hal ogen or CF3; R5 is -NR2, wherein R may be the same or different and is
hydr ogen, |ower al kyl, phenyl, 30 benzyl, -CO|ower alkyl, -CO I ower

al koxy, -Ilower .al kenyl, -CQ(CH2)D phenyl or 10111! 111l TI1IYII1IIY L as WO
01/ 17999 PCT/ EPOQ 08372 -92 -COQ(CH2)n phenyl, wherein the phenyl ring is
optionally substituted by CF3, |ower al koxy, halogen or |ower alkyl,

- CQ(CH2) 3- NHCO- | ower al koxy, -(CH2)"-phenyl, wherein the phenyl ring is
optionally substituted by |Iower al koxy, CF3 or hal ogen, or
-(CH2)"i soi ndol e-1, 3-dione; 5 Ris hydrogen, |ower alkyl, phenyl or benzyl
and n isO4 and their pharmaceutically acceptable salts. 3. A conpound
according to claim1l, whereinR5 is an unsubstituted am no group.



4. A CONPOURg BfyeM@esli Ng to claim3, wherein R is furyl. 10 PcrArocogsound
according to claim4, which i.s .2-furan-2-yl-7-pyridin-4-yl- [ 1,2, 4]
triazolo [ 1,5-a]pyridin-5-ylamne, 2- furaf02-yl - 7-pyridin-3-yl-[
1,2,4]triazolo[ 1,5-a]pyridin-5-ylam ne, 2-furan-2-y|-7-pyridin-2-y|-[
1,2,4]triazolo[ 1,5-a]pyridin-5-ylam ne,
7- (3 5-bi s- trlfluororrethyl phenyl)-2-furan-2-yl-[ 1,2,4)triazolo [ '
-a] pyridin-5-ylamne, 15 7-(3,5-dichl orQafiienyl )-2-furan-2-yl- [ 1,2, 4]
[

ri.azol 0 [ 1,5-a] pyridin-5- yI am ne, 7-(4-chloro-phenyl)-2-furan-2-yl-

1,5

Ltri

:1,2,4] trlazolo a

$2-furan-2-yl-7- (21nét°ﬂ§7JP-8‘§ gP}f&?’W’T‘“? 2, 4] triazol of

:1,5-a] pyridin-5-yl am ne, (2 et hyl - yrldlzn 4-yl)-2-furan-2-yl-[ 1,2, 4]
‘triazolo [ 1,5-a]pyridin-5-ylam ne,

2-furan-2-yl -7- (2-propyl - pyri di n- 4- yI B3 . MNtriazolo[ 1,5-a]
pyridin-5-ylamine, 20 2-furan-2-yl-7-(2-]"so ﬁ)g>LI_R0yr|d|n 4 yl)-[
1,2,4]triazolo [ 1,5-a]pyridin-5- ylani]é X N~N

7- (4 fl uor o- phenyl ) -2-furan-2-yl - , 4] tlciazolo [ 1,5-4]
pyridin-5-ylanmine, 2-furan-2-yl-7-(1-oxyfoyridin-41yl)-[ 1,2,4]triazolo |
1,5-a] pyridin-5-ylamne, 5-amno-2-furan-2-yl-7-pyridin-4-yl- [
1,2,41triazolo [ 1,5-a]pyridine-6-carbonitrile,

7- (3- ani no-ph&Fre02- furan-2-yl-[ 1,2, 4]triazol o[ 1,5-a]pyridin-5-yl anine,
25 7- (3, 4-di met hoxy- phenyl )-2-furan-2-yl-[ 1,2,4]triazol of

1, 5-a] pyridi ngé- Yhs?dTi 6?6 me?nlﬁe?edlhdmbh@gmphﬁfmhhﬂ% Ifmrfiah’et&oyioms[ selectedfrom

triazolo 1,5-a -5- m ne, 3-fl phe an 2-
e Saet of 1 D Bor b i i prosns ark cptionly SpBbiiebylne o R Sulfsibucchs,
1,2,4] triazolo [ v&ne"_}r zﬁkwér(illkyl {@H) ), 0 hytlogen 6# l&w&ﬁﬁl&oxy, and wherem the

7- (2 fl uor o- pheny ) ran- 2-

zol o
152 a] pyri di b -y bRisrenst ssouBs ey beoptidnaly inio hé pyrazole ring viaanliglengor
1,5-a] pyrigin-5- )ﬂkafmg roupgof 4 an- 2-yl - 7- (4- et hyl sulfanyl phenyl ) -f
124] trlazolo[ 15apyr|d|n5ylamne 2-furan-2-yl -7-thi ophen-3-yl- [
1,2,4]triazolo

2 fur an 2-y1 - 7- ( s Ehem ubiogy FRHREHETT e gr o subgtitpentsbeipg lower ally

5-al pyri di n- 5- y hgdoxg-lower dlk)HJ Halfgled) wdlrd»b,ldrllwem&qz/oﬂmg PCT/ EPOO/ 08372
2-furan-2-yl -7-(3-net hoxy-phenyl) - ,2,4] triazolo [

1

- 93

; g 2] pyri di n- 7 yrOUGRRkpRS Seb Y oi lioﬁisazoib-iépb%ﬂvm fndol 5oyl |
1, 2;

2-fu

—4-

,4]triazolo [ 1SJowdriiyl;di n-5-yl ami ne, N- [4-(5-am no-2-furan-2-yl -]
4] triazolo[ 1,5-a]pyridin-7-yl)-2-methyl-phenyl]- 5 acetam de,

ur an- 2- Ysl ) Z? ghg oo Iagcle Pnd]épgndeixtly in4lacf1 o8 lhgdxlog%n,Sc-ygrl&er ls‘lb'?;-?hXAyi‘,m ne,
R®  is hydrogen, halogen or is

a 5 or 6 membered heteroaryl group, containing 1 to 3 heteroatoms, selected from

N, O or S, and which groups are optionally substituted by one or two substituents,

which are lower alkyl, -(CHz)p-aryl, hydroxy, halogen, lower alkoxy, morpholinyl,
20 amino, lower alkylamino or -C(O)NR’;, and wherein R’ is lower alkyl or hydrogen,

oris

phenyl, optionally substituted by one or two substituents being halogen, lower alkyl,
lower alkoxy, amino, di-lower alkyl amino, CF;, -OCF;, -NHC(O)lower alkyl, cyano,
-C(O)-lower alkyl, -C(O)O-lower alkyl, -S-lower alkyl, -S(O),NH-phenyl,

25 -S(O),-methylpiperazinyl; or is

I

A



2-furan- 2-yh- rolidin- |-yl- [1 ,2,4]triazolo |
1, 5-a] pyr |‘g|br%ﬁg?%/§ am ne, 2-furan-2-yl-7-(4-nethyl-piper aziPr(f:r{L[‘:-P)‘/'W?gs.'f

1,2,41triazolo [ 1,5-a]pyridin-5-ylanne,-91-
N7- ( 2- chl oro-ben%{ -2-furan-2-yl- [ 1,2,4]triazolo |
1, 5- a] pyri di ne- 5NR’Bi’awherein R'@nd R” are independently from each other hydrogen,

A e L
1, 5- a] pyri di ne- Salkoxyi «Ghltlewer alkyl)5pheanyl; indapr 1-3l, 1:23,4-tetrabylro-naphthalén, of

1,2,4] triazolo - yridi n-5-ylamne, 7- (2-fluoro-pyri
din-4-yl)- 2-fura"&9@?§rl?l”[-gl, 2,4] triazolo [ 1,5-a]pyridin-5-ylam ne,

7-(5-chloro-pyridin-2-yl)-2-furan-2-yl-[1,2,4] triazolof

1, 5-a] pyr$ di n- 5--@- h¢nyi which phenyl fing i optionally subgitutedibyhalaogem,ilowver-alkyt loy - |
1,2,4]tri I - PN ) )] ug! QL. di l. ai
3 Cuntrein R 1 AN RO Bt BLAalehn o - OREE AR IR U oy
claim6, which is 7-(4-chloro-phenyl)-2-(5-nmethyl-furan-2-yl)-]

1,2, 4] triazol of -b;,exssOé],@MiwmlﬂrﬂE&' -Prey}, naphthyl, benzofuran-2-y,

7-(3- met hoxy- PhayL b-ged B bbakbditt A9, pipéhitink1-, PyfolibE91,0 |

1,5-a] pyridin-5-y

7- (3, 4- di met hoxpiperazigi4rylomethylasthgiphplimdn- 2-y1 )-[ 1,2, 4] triazol of
1,5-a]pyridin-5 ylamne, N-{3-[5-am no-2-(5-nethyl-furan-2-yl)- [
1,2,4]triazqJ50 [;. bgwo- F [Ty - . ;

N- 14- ][ L Agr R 2!“( TRy, Ry grng"ﬁ?bf}%h : Ydﬁ%fiﬁe’?fﬁggf‘g oBén, lower alky), phenl,

1, 5-a] pyri di n- 7-bgh3yd Wer afksgl, aeérlawrrcdkov, -laweroalkanyh dC¥ CHe i phgnyloorc| ai m

3, wherein R is ol - iénAﬂfe i ' whi ch
Is 7-(4-fluor O_%?g\%:%_ﬁ%%/ﬂlyll ,mh%ge -y wﬁg‘?‘%@fs?{rl%@gls%&ﬁ%&%%&’
1, 5-a] pyri di n- 5lgwerralkaxy, halogen ombaves alkyh HeQYCH:2 3-NEICOdlowep alkoxy, [ 1, 2, 4]
triazolo[ 1,5-a Izdi - L: - 3= A no- = 2-apyRidin- 2-yl - f
1,2,4]triazolo ]['Eqﬁg“ S@?/‘gl n- Eq?? é%nérexﬁﬁgﬁ%‘gﬁ?nﬂﬂﬁ%gt}tuédw sl
7- (2- et h¥a - pyr i dlkoxy-Gifs)or halegen, @ k5-425-glihyfirot 1H-im)idagob24yl djenzoic acid,
1, 5-a] pyri di n- 54yl g -_;ﬁ;‘;pt%- Ly LA Rsd oyl ) - 2-pyridin-2-yl -1
1,2,4]triazol of ‘114’%8'15%1‘?1‘%‘? ﬁ 5-y gﬁiﬂg)?éﬁi&é &1&?}‘ X
7- (5- et hyl - pyr i &i5%6,2-tetrahydroyyHil[di3ddinzepin-2fyl-benzoi¢ adidsi azol o |
1,5-a]pyridin-5-ylamne, 2,7-di-pyridin-2-yl-[ 1,2,4]triazolo
1,5-a] pyridign-5¢ydagine, 11111111111111 111ji 11111 11 101 * C WO 01/17999
PCT/.EPOO 08:372 -94 7-(5-chloro-pyridin-2-yl)-2-pyridin-2-yl-]
1,2,4]triazol Q[. 1,5-a] pyridipn-5-ylanm ne or
7-(6-chl or o%?h%W@WFﬁuWF@‘%T‘ES“ﬁP--[ 1,2,4]triazol of
1, 5-a] pyridi n-5-yl am ne. o

20 2. A compound of formula I, wherein '

R' s fur-2yl, lower alkenyl-fur-2-yl, benzofur-2yl, thiophen-2yl, thiazol-2yl, pyrrol-2yl,
pyridin-2yl, pyridin-4yl, tetrahydrofuran-2yl, 1H-indol-3yl or phenyl,
optionally substituted by one or two substituents being lower alkyl, hydroxy-lower
alky], halogen, hydroxy or lower alkoxy;

25 R?’and R* are independently from each other hydrogen or cyano;

R’  is hydrogen, halogen, pyridin-4yl, pyridin-3yl, pyridin-2yl, optionally substituted by
lower alkyl, halogen or an oxy group; or phenyl, optionally substituted by halogen
or CFs;

R®  is-NR, wherein R may be the same or different and is hydrogen, lower alkyl, phenyl,
30 benzyl, -CO-lower alkyl, -CO-lower alkoxy, -lower alkenyl, -CO(CH_),-phenyl or

* [4 L M S *




10 A conpowypgope®ey ding to claim 3, wherein Rl i's 5, 6-di hydPETIERPOGNS322 Y| .
11. A conmpound according to claim 10 whi ch Z;
7 (3 4-di chl or o- phenyl ) -2- (4, 5-di hydro-furan-2-yl)-[ 1,2,4]triazol o]

LA By o ST Ve ol e g@ﬂr?n%m %Iz(s%bsututed by CFs,

-flu

2- (4, 5-di hydr o- furl@&?er&n;dxy Ha&légbnfdrllmver qﬂtyé,nm(CI-Iz)siNHCK}-hWﬂadew,[ 1, 5-a]
pyri di n-5-yl am ne, dro I zol of

"1, 5-a] pyri di n-5-yI Qﬁ:ﬁ# n}io Héreih pﬁenﬁ r%g}s thfgh%ﬂ} Wbshidured ﬂ} fowed

: 2- (4, 5-di hydr o- f urald@xi; @R)orha(c%eh,rorf-l(Gbiz);.nmmﬁdﬂe{itﬂedgdn)ef[ 1,2,4] triazolof
1, 5-4a] pyr|d| n-5- ylamne. 12. A conpound according to clai m3 wherein R

| | - 3. A 12, which
2 pytazol - 1 y 7. Sy PicPR R dof B5&oP B 4 "5 51 LU G - 1 i e

15 14. A conpound according to claim11, wherein R5 is a substituted am no
group. 15. Arcomiohd according to claim 14, wherein Rl is phenyl. 16. A
conmpound accordl ng to claim15, which is

but - 3-enyl - 3.{;%51' %hargﬂ}/ac&%cgﬂiré@fgtagﬁjsal 4] triazolof

15a]pyr|d|n- pyr|d|n4yl [ 1,2,4]
triazolo [1,5-a] pyridin-5-yl)-am ne,

(2-phenyl - 7- pyr| d' Nadou Julnd%cédrﬁfdg%&@aﬂ{l]l 5hé’r]eM5' 1@'hﬁ'uﬁsﬁﬂsimﬁ€d Qamocgraﬁpd
ethyl ester, pen;}) 7-pyridi 2,4] triazolo [ 1,5-a ]

pyridin-5- yI)-4 trlfluoronethy benza
2- (2- chl or o- phenyl4 Aompoyrd ?°@’“§J‘P| E}IH%AWEJ‘FR"’[R 1‘5§“X1} triazolo [
1,5-a] pyridin-5-yl)- acetam de, 25

21 (2, 4- di ch or o- PiseAVbmpPYuna-aphedig-t3 aymidgivhichiy | - [ 1,2, 4] triazol of
-1, 5-a] pyri di n-5- yI)- acet am de N- (2- phenyl - 7- pyr|d|n 4- yI

éhgnﬂ ; r:agét(:) !51%[ @é‘m &I—’{l%yé)h %2‘%&& &Oif;[g 52’}1 L];tngrlleézol o |
L,5-al pyri di n-ZSﬁJ}hr)—ZallﬁApxrldmﬁuﬂr rﬂe&]hmzoloj 5 eTidin-51 m de,
. gh:]“g'yr :\Zn(ﬁ b F?Z %r?}dghffﬁ m'z‘i]n-laz&oﬂ s-r r[?&i&\

triazolo [ 1,5 }Grtéﬁﬂﬁo@ry nt}"dlzl?lif I’%Tf“ré’& é’ﬂﬁ é‘xjtr}alz?]PLLS'laI]ﬂ’)L"l‘é‘i%Iﬁ%mm

WD 01/ 179995 PGI{( f?@%ﬂﬁB%enyl@@ furan—2—yl (1,2 4]tnazolo[1 5-a]pyridin-5-ylamine,

' i (2 an[)§ ?IDdlpﬂ%g(Jy })]oro gh&yf) é’-lfuran&y yl ﬂ' 7 4]tn§§ Io([f‘s%]é}rﬂlh-asz-ﬁa%ne,
2-furan-2-yl-7-(2-methyl-pyridin-4-yl)-[1,2,4]triazolo[1,5-a]pyridin-5-ylamine,
7-(2-ethyl-pyridin-4-yl)-2-furan-2-yl-[1,2,4]triazolo[1,5-a] pyridin-5-ylamine,
2-furan-2-yl-7-(2-propyl-pyridin-4-yl)-[1,2,4}triazolo[ 1,5-a] pyridin-5-ylamine,

20 2-furan-2-yl-7-(2-isopropyl-pyridin-4-yl)-| 1,2,4]triazolo[1,5-a]pyridin-5-ylamine,
7-(4-fluoro-phenyl)-2-furan-2-yl-{1,2,4]triazolo{1,5-a]pyridin-5-ylamine,
2-furan-2-yl-7-(1-oxy-pyridin-4-yl)-{1,2,4]triazolo[1,5-a} pyridin-5-ylamine,
5-amino-2-furan-2-yl-7-pyridin-4-yl-[1,2,4]triazolo|[1,5-a} pyridine-6-carbonitrile,
7-(3-amino-phenyl)-2-furan-2-yl-[1,2,4]triazolo[1,5-a] pyridin-5-ylamine,

25  7-(3,4-dimethoxy-phenyl)-2-furan-2-yl-[1,2,4]triazolo[1,5-a]pyridin-5-ylamine,
7-(3,4-dichloro-phenyl)-2-furan-2-yl-[1,2,4]triazolo[ 1,5-a] pyridin-5-ylamine,
7-(3-fluoro-phenyl)-2-furan-2-yl-[1,2,4]triazolo[ 1,5-a) pyridin-5-ylamine,
1-[3-(5-amino-2-furan-2-yl-[1,2,4]triazolo[ 1,5-a] pyridin-7-yl)-phenyl]-ethanone,
7-(2-fluoro-phenyl)-2-furan-2-yl-[1,2,4]triazolo[ 1,5-a]pyridin-5-ylamiﬁe,

30 2-furan-2-yl-7-m-tolyl-[1,2,4]triazolo[1,5-a]pyridin-5-ylamine,
2-furan-2-yl-7-(4-methylsulfanyl-phenyl)-{1,2,4] triazolo[ 1,5-a] pyridin-5-ylamine,
2-furan-2-yl-7-thiophen-3-yl-[1,2,4]triazolo[1,5-a] pyridin-5-ylamine,
2-furan-2-yl-7-(3-trifluoromethyl-phenyl)-[1,2,4]triazolo[ 1,5-a] pyridin-5-ylamine,

Tl




acetam de 2-(2-1 0do-phenyl )-N-(2-phenyl -7-pyridin-4-yl- [ i azol o
[ 1.5-a] M?éﬁgﬁ%_w )- acetanide, 5 3-(2-phenyl-7-pyridi n‘.'é'!’éf‘fb}“[swz

1,2,4]triazol o[ 1, 5-aj pyridin-5-yl car banoyl®-propyl ] - carbamic acid
tert-butyl ester, 2- (2-chloro-phenyl)-et h_ggu - (2-phenyl -7-pyridin-4-yl- [
1,2,4 j tri 2zﬁnf@‘¥'ﬂ’753ﬁ}‘e¢9x?'@gm%)'ﬁlll@,4]m 1913,5-gpyxidinA5-gasimesr o- phenyl )
-ethyl] -(2 A . ' vib. b ! -1
J)- o ne, (ST EhS e thado 41 Xi:z’r*i‘;%%_"%‘?fﬂs‘%lmgﬁ’% Pl it 10
1,5-a] pyrid rﬁ:ﬁuyzjyl-(iz(lguﬁ%éﬁ vhiitiazelpl }5yal pedingd-ylamine,

(3- phenyl - phapyl3-afrindRoRYdr-Z-yR I,i’.,d'tﬂaz‘bi ;5L d)peridint 7-yb 20hiethyl-phagy)r | di n- 5-
yl)-am ne or IPdi(gaawl -(2- phen)}/'l ¥7- p]yri di?]{- 4-yF?F [ 1,2, 4t r?gz-(?flo )F! 1, 5-3a]
pyri di n- - yR¥EtEM9e. 15 17. A nedi canent contai.ning one or nore compounds
as cl ai med Rofusdiy2-9hg-piperidihai-yis]12;4] friaaols [ h5-a] pyridiodS-dahing, accept abl e
exci pi ents. : ica aceordi I _'g;y;i - T Bl treat ment of
di seases relz?liﬁéﬂﬁ??ynﬁgﬁé'n%zlgghgyiie’g’# cgipﬁq%ﬁ.’?‘& . ﬁ“}é?é’?ﬁa‘?‘ge’f or preparing a
conpound of 2éfaran2-gl-7-(4smethyl-piperazin- ybi [h2# ] trigaplafl. 5 adpypidie-Ssdamiiepr i ses a)
reacting a §W_ ) 0 ;0] 12 ¥R N\o M) triazolo| 1;5-a] pyidire-5;7 diamifef h a
conpound of "To nﬁpg%%r)r%ﬁﬁ?ﬂz }%S’ tg)naa%cg[ ou]np of. ,.for n}ul.a LITTITTTIN
* 1111111011 24fugant3-yl-N73 2ymethoxy-benzyl)-[1,2,4]triazolo| 1,5-a]pyridine-5,7-diamine,
2-furan-2-yl-N7-(1-phenyl-ethyl)-[1,2,4]triazolo[ 1,5-a] pyridine-5,7-diamine, -
7-(5-butyl-pyridin-2-yl)-2-furan-2-yl-[1,2,4] triazolo[ 1,5-a] pyridin-5-ylamine,
7-(2-fluoro-pyridin-4-yl)-2-furan-2-yl-(1,2,4]triazolo[ 1,5-a]pyridin-5-ylamine,
7+ 5-chloro-pyridin-2-yl)-2-furan-2-yl-(1,2,4] triazolo| 1,5-a]pyridin-5-ylamine or
15 2-furan-2-yl-7-(6-methoxy-pyridin-3-yl)-[1,2,4]triazolo{ 1,5-a]pyridin-5-ylamine.

6. A compound according to claim 3, wherein R' is methyl substituted furyl.

7. A compound according to claim 6, which is

7-(4-chloro-phenyl)-2-(5-methyl-furan-2-yl)- [1,2,4]triazolo(1,5-a]pyridin-5-ylamine,

7-(3-methoxy-phenyl)-2-( 5-methyl-furan-2-yl)-[1,2,4]triazolo[1,5-a]pyridin-5-ylamine,
20 7-(3,4-dimethoxy-phenyl)-2-(5-methyl-furan-2-y1)-[1,2,4]triazolo[1,5-a]pyridin-5-

ylamine,

N-{ 3-[5-amino-2-(S-methyl-ﬁaran-z-yl)—[1,2,4]triazolo[1,5-a]pyridin-7—yl]-phenyl}-

acetamide or '

N-{4-(5-amino-2-(5-methyl-furan-2-yl)-[1,2,4]triazolo[1,5-a]pyridin-7-yl]-phenyl} -

25 acetamide.

8. A compound according to claim 3, wherein R! is pyridin-2-yl.
9. A compound according to claim 8, which is

7-(4-fluoro-phenyl)-2-pyridin-2-yl-[1,2,4]triazolo{1,5-a]pyridin-5-ylamine,
7-(3;methoxy-phenyl)-2-pyridin-2-yl- [1,2,4]triazolo[1,5-a]pyridin-5-ylamine,

30 7-(3-amino-phenyl)-2-pyridin-2-yl-{ 1,2,4]triazolo[1,5-a]pyridin-5-ylamine,
7-(2-ethyl-pyridin-4-yl)-2-pyridin-2-yl-[1,2,4]triazolo[1,5-a]pyridin-5-ylamine,
7-(2-methyl-pyridin-4-yl)-2-pyridin-2-yl-{1,2,4]triazolo[1,5-a]pyridin-5-ylamine,
7-(5-ethyl-pyridin-2-yl)-2-pyridih-2-yl- [ 1’.2’4] triazolo[1,5-a]pyridin-5-ylamine,

2,7-di-pyridin-2-yl-[1,2,4]triazolo[1,5-a] pyridin-5-ylamine,
NI T



WO 01/ 17999 wWsdi/E80®/ 08372 -96 -2 - R3 /. -RL. Ra NON NH2 |- PCTVERON/@83M2 R -
R4 have the significances given-in claiml, aﬁr: b) substituting one or two
hydrogen atons of the anmino group in formul™@1I-1 by R, which is | ower

S o R T (R el
optional |y subis(é-thidredpyridite2ayl)-2epyeidia2kdx{1,2,4] triazglohl . 5ra] pyvidin-Saylumpine.

- CQ( CH2) 3- NHCO- | ower al koxy, .- (CH2) -phenyl, wherein the phenyl ring is
optionally substi tyyt . hal! ; ing a
conmpound of for rrullg' %gogé?h?d\?{ﬁo@ég E&c&aﬁ%ﬁegﬁﬁﬁ%&dﬁ%{dﬁ?@%ﬁ% lung of
formula R3B(OH)2 V to a conpound of fornula I-1, wherein R - R4 have the
signi fi cances gi vdh A gompannd according to clawgri®-which Sne or nore substituents
R - R5 within the definitions given above, 15 and if desired, converting
t he conpounds 70834 ditRIbro-phenyiar(@pcdiidraturyn-aotpe b,z taazdo [d,5-alpsttidinos-
'salts. 20. A Cf) ound according to any one of clainms 1-16, whenever
prepared by aY%F‘BE’ess as clained in claim18 or by an equival ent net hod.
20 21. The use-@f5-dihydrophuram-2iyl)-Z+{-fororo-gphenylXil ki, 4]triagolo bi5-a jpyridire St yhamineof

di seases rel gt e ' r [ r .
corr espondi ng afr@%@%ﬁ%&@’ggﬁgﬁ’ég%f@ﬁoﬁ ?‘5”8‘5‘@%&‘1‘ ? ’éll’%%?%gg%lgw 5Yamine,
2-(4,5-dihydro-furan-2-yl)-7-m-tolyl-[1,2,4]triazolo[1,5-a} pyridin-5-ylamine or
10  2-(4,5-dihydro-furan-2-yl)-7-(3-trifltuoromethyl-phenyl)-[1,2,4]triazolo[1,5-a] pyridin-5-

ylamine.
12. A compound according to claim 3, wherein R' is pyrazol-1-yl.
13. A compound according to claim 12, which is :
2-pyrazol-1-yl-7-pyridin-2-yl-[1,2,4]triazolo[1,5-a] pyridin-5-ylamine.
15 14. A compound according to claim 1, wherein R’ is a substituted amino group.
15. A compound according to claim 14, wherein R' is phenyl.
16. A compound according to claim 15, which is

but-3-enyl-(2-phenyl-7-pyridin-4-yl-[1,2,4]triazolo[ 1,5-a]pyridin-5-yl)-amine,
ethyl-(2-phenyl-7-pyridin-4-yl-[1,2,4]triazolo[ 1,5-a] pyridin-5-yl)-amine,

20 (2-phenyl-7-pyridin-4-yl-[1,2,4]triazolo[1,5-a] pyridin-5-yl)-carbamic acid ethyl ester,
N-(2-phenyl-7-pyridin-4-yl-[1,2,4] triazolo[1,5-a] pyridin-5-yl)-4-trifluoromethyl-
benzamide,
2-(2-chloro-phenyl)-N-(2-phenyl-7-pyridin-4-yl-[1,2,4]triazolo[1,5-a]pyridin-5-yl)-
acetamide,

25 2-(2,4-dichloro-phenyl)-N-(2-phenyl-7-pyridin-4-yl-[1,2,4] triazolo[1,5-a]pyridin-5-yl)-
acetamide,

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

phenyl)-acetamide,

N-(2-phenyl-7-pyridin-4-yl-[1,2,4]triazolo[1,5-a] pyridin-5-yl)-2-(4-trifluoromethyl-
30 phenyl)-acetamide, : ]

3-phenyl-N-(2-phenyl-7-pyridin-4-yl-[1,2,4]triazolo[1,5-a]pyridin-5-yl)-propionamide,

N-(2-phenyl-7-pyridin-4-yl-[1,2,4]triazolo{1,5-a]pyridin-5-yl)-2-o-tolyl-acetamide,

* [+ L M S *




22. The us sompound in any one of clainms 1-16 for the panufacture of
correspondﬁlﬁ) lfrz%i’gcarrents for the treatnent of diseases reﬁ’gtTéFrf“P’B&’Fﬁe
adenosi ne A2A receptor. 23. The inventior®%s herei nbefore descri bed.
Lerreerrerrerrrbrrr o~ ~ ~011111111111

2- (2-bromo—phenyl)-N—(2-phenyl-7—pynd1n-4-yl (1,2,4]triazolo[1,5-a]pyridin-5-yl)-

acetamide,
2-(2-iodo-phenyl)-N-(2-phenyl-7-pyridin-4-yl-[1,2,4] triazolo[1,5-a] pyridin-5-y1)-
acetamide, '
5 3-(2-phenyl-7-pyridin-4-yl-[1,2,4]triazolo[1,5-a]pyridin-5-ylcarbamoyl)-propyl]-

carbamic acid tert-butyl ester,
2-(2-chloro-phenyl)-ethyl]-(2-phenyl-7-pyridin-4-yl-( 1,2,4] triazolo[1,5-a] pyridin-5-yl)-
amine, _
2-(2,4-dichloro-phenyl)-ethyl) -(2—pheny1-7-pyridin-4-yl-[ 1,2,4]triazolo(1,5-a]pyridin-5-

10 yl)-amine, | |
(2-phenyl-7-pyridin-4-yl- [1 2,4]triazolo[1,5-a]pyridin-~5-yl)-(4-trifluoromethyl-benzyl)-
amine,
(3-phenyl-propyl)-(2-phenyl-7-pyridin-4-yl-[1,2,4]triazolo[ 1,5-a] pyridin-5-yl)-amine or
diethyl-(2-phenyl-7-pyridin-4-yl-[1,2,4]triazolo[ 1,5-a] pyridin-5-yl)-amine.

15 17. A medicament containing one or more compounds as claimed in any one of
claims 1 - 16 and pharmaceutically acceptable excipients.

18. A medicament according to claim 17 for the treatment of diseases related to the

adenosine receptor.

19. A process for preparing a compound of formula I as defined in claim 1, which

20 process COmprises

a) reacting a compound of formula

0o
She
0O
I

with a compound of formula

R 11

25 toa compound of formula -
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2
R3
NN
N s
R YN
NH,

I-1

wherein R'- R* have the significances given in claim 1, or

b) substituting one or two hydrogen atoms of the amino group in formula I-1 byR,
which is lower alkyl, phenyl, benzyl, -CO-lower alkyl, -CO-lower alkoxy, -lower alkenyl, -
CO(CH,).-phenyl or -COO(CHa)n-phenyl, wherein the phenyl ring is optionally
substituted by CFs, lower alkoxy, halogen or lower alkyl, -CO(CH,);-NHCO-lower alkoxy,
-(CH3)q-phenyl, wherein the phenyl ring is optionally substituted by lower alkoxy, CF; or

halogen, or

¢) reacting a compound of formula

R2

Br. N
7 N
R1

R N‘N/>_

NH, v

with a compound of formula
R*B(OH), V

to a compound of formula I-1, wherein R' - R* have the significances given in claim 1, or
d) modifying one or more substituents R' — R’ within the definitions given above,
and

if desired, converting the compounds obtained into pharmaceutically acceptable acid
addition salts.

20. A compound according to any one of claims 1 — 16, whenever prepared by a
process as claimed in claim 18 or by an equivalent method.

21. The use of a compound in any one of claims 1 — 16 for the treatment of diseases
related to the adenosine receptor or for the manufacture of corresponding medicaments.
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22. The use of a compound in any one of claims 1 — 16 for the manufacture of
corresponding medicaments for the treatment of diseases related to the adenosine Aza

receptor.

23. The invention as hereinbefore described.
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