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NOVEL 1, 2, 3- TRI AZOLE DERI VATI VES USEFUL AS MODULATORS

OF NI COTI Nl C ACETYLCHOLI NE RECEPTORS TECHNI CAL FI ELD
wdabios/oinzventi on relates to novel 1,2, 3-tri azol BCT/EP2008/060307

derivatives, which are found to be npbdul ators of the

ni cotini c acetyl choline recebt ors. Due to their

phar macol ogi cal. profile the corrRIounds of the inyention
may be ONEFVEC 1.3 FRIAZQIE RERNA TIVES USEE Uy, AS

di saNOBUBLATORS OFsRIGOTINICSACEAYAIGHIOLINE IRECEPTORS
cholinergic systemof the central nervous system

(CNS), the peripheral nervous system (PNS), diseases

or disorders rel ated TECHNICAL MEtE e contracti on,

endocri ne di seases or disorders, diseases or disorders
related to neuro-degeneration, diseases or disorders

r el afleig inentien| retates tonoveldA,3-iggols deryalives, wiight aresfound to

be méauREss Y thBenitstiit et heRiUEBtRE. BRRMCHeir pharmacological
. sybstances. BACKGROUND ART The endggenoys chol i nergi

profll%gm 6PMRRYATE L& he HveniipR Reay E@,U rer %trgam%iq%éﬁseases or

disorddrtexst divesset a@thclzel@er%lalﬂéd abahe I@ﬁb@h@rgicﬁs}m%mro*ﬁ theheentral nervous
mu C ol i ne ! ) n

oysefF 81 1o AR TR A oEESPS) (RS b et to

smootteInusese aiohirshien,t érdoarinecaiseases acatiydrdac, idiseases or disorders

relaterde‘cbeﬂﬁﬂf]oipgﬁghé}%EiSnqH%‘abéé@ﬁ&i%rdé@rreth&éPttb”ihﬁammation, pain,
acetylchol'imé receptors in the brain area inportant to

and withehrayalsyaneieqs ¢aused inheraeninader of ahuase pEahemiaahsubstances.
devel opnent of agents for the treatnent of nenory

rel ated di sorders ha n e synthesis of

nmuscari ni ¢ acetyl cho?ﬁeﬁﬁéﬁﬁﬁ@t‘lﬁr‘o‘%dul ators.

Recently, however, an interest in the devel opnent of

nACh d ral..dise [ .
 nesody 8t et L EhARBIAE ner R 88T ng . geert s
biological. effantivia twie types af ofiolinesgial resepioss, thgpvusearyiclAnetyl Choline
R A | bt RRLy t i c
s aginsucrp il I i A

Smi t Aset ISaw.e“(%@blwf}eﬂsthatmascamc RESWIRNPHNGVrECERiosp fominate
quantfigtivalgusvi! niebtificoacetyichbrmé See¥ptbPd0n Sthe(bidn &8alimportant to

-62 escr.i be the chﬁm str¥ of cgrig%n B-éla- t of ts for th
mem%ryﬁwﬁgmﬁ'%ém)mfc-ﬁﬁ%%ﬁr b aiged Sl e AgvelArment of agents for the
treatncemved sieorory cetited ydisatersrhaes fecuseghemading leyatieesds df muscarinic

.car Wy ver, the 1,2,3-triazole

acety%@?l"\ﬁlgtr?%s?g?o&%?hj@gﬁsent i nvention have not been

di scR_@@_@@tJy,dimNQ\t%i anusterast ibing gevelopoientd NAChR modulators
has é?h&%bbﬂ'%vé%%&@és%snﬁb@bs%@%at\ﬁﬁ!h deddMeraliddof tfe cholinergic

I NVENTI ON The pr,gls)(gp%gltm@ntlon IS devotedéjﬁo t he R
systeqy bgi s¢ie HTEntingefuling: olEIEBNet hdeni@SEVIRT denejs gpd cognitive
impai\évhéﬁtfdm@@lhg_t@‘gSSwtﬁrau*sieémbgé@ﬁsédr?@ rbLaét_tl arattipto alcoholism.

i seases 0 rder elat ed to t he chol, nergi.c _

FecoB TS &haSTifyRART Eapa , ResHTERy i & WhiSon AC; Journal of
Organic_Chemistry 1990 55 (10) 3351-62) describe the chemistry of certain 3-(a-
cyanobenzylidene)-1-phenyltriazenes and their conversion to diarylmaleimides and
phenanthrene-9,10-dicarboximides. However, the 1,2,3-triazole derivatives of the
present invention have not been disclosed, and their use as modulators of the

nicotinic receptors never suggested.

SUMMARY OF THE INVENTION

The present invention is devoted to the provision novel modulators of the
nicotinic receptors, which modulators are useful for the treatment of diseases or
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acetylcholine cc7 receptor subtype. The conpounds of

the invention nmay al so be useful as diagnostic tools
W@eo0am2ror i ng agents in various di agnosti c nepdDEB2008/060307

and in particular for in vivo receptor inmaging

(neuroi magi ng), and they najzbe used in |abelled or

unl abelled form Inp jts first aspect the invention

disorgRravirglgied 1 e PBQ'dﬂeégtPerr?%&ﬁiO\r/%s a9d far particufarg the nicotinic
acetyRheliegiogoreeptoneubtfpoeor a mxture of its

v 280 SOt/ SuBOR RS P B GERLEBk il tols o
monitbhieg @dgests of vatiowsndiaghostapmedteod s and iR pantidulBt for in vivo receptor
mag.hQﬂﬁ{é’&%&ﬁB{; @)%ﬁ%& rﬁéyaﬁ%gseﬁ%iac‘ﬁ d rq.fr%’c?élle%rfﬁrm

ot he'fn ity férﬁi aspegt tbegrmtlpnwﬁwdga1&6@@8@%@%@“@6%ngormula

| consi sting of hydrogen, alkyl, halo, trifluoromethyl,
trifluoromethgxy, cyangr_@lkoxy, hydr oxy, am no,

L/ - (al kyl - car \ sul fapoyl, and oxadi azol yl ;
s~ anaf @ A 4aRyl group sel ect ed
% . 1y a gecond asp tt the

and Y represent
from phenyl Bng
i nventi on provifdes pharpaceut | gdnposi ti ons
conprl sing a tMerapewicalRy effectlve armunt of t he
3-triazole derjivative of the nvenil ?t
I

pharﬁaéé%rFPbSé?l 1§/- d SE%ﬂfakﬂre FHafiiisn 9 ?r&?fszomers, or a
pharmageitically ectéptablel sestheosw, pheremceut i cal | y- accept abl e

car heL ok Ghh YoMhordeaved: fpgm anot her aspect the

i nvention rél se of the 1,2,3- triazole
der i thgtother of Xt ard Xnvepiesents Nr a

phar Rasﬁcf'taq e ﬁirdeebgﬁeeﬁ% 8Pk cidlicr| @préddit HyBRSRAY or 4IRY)
e 2 e R R ePeeent ook sash AIRY, represana swbstitvent

selecd ardravitaei growd aonksusmgeoﬂrhyﬁdrdgsnrd@kylorhalo trifluoromethyl,

trifluofRBElNoh" 6Pdnd. ARER stk i, WL earbghill-amino, suifamoy

and omadiaizatyl;aandof chol i nergi c receptors. I n yet another

aspegt é&%séﬁ‘t‘éel%lﬁwew ﬂg‘éhgﬁ%égﬁ gefedé akaH‘ﬁ”ﬁohenyl and

prevent 1on or I'sor ers or
isoxag@di ti ons of a living ani mal body, |nclud|ng a human,

V\'h' Clh ‘é' SE6SHRS asgééteﬁfee ieridRdpidvities §héﬁﬁ@@élﬁlc‘éﬁ cbﬁlposﬂlons

on of ¢ |c recept o
compligiag # DS ARAUICHIY CBRC AT P 3 atedple| GRigive of the
inventon nad a bhdsmaceutivatlytdeeepiableaddidon selttthe@of together with at least

one sFplREb AT B L By Br bl 2201 o eVl ve of

appaYiented Gorhanpies @spski Meihvientiohgekates to the use of the 1,2,3-
triazole derivative of the invention, or a pharmaceutically-acceptable addition salt
thereof, for the manufacture of pharmaceutical compositions/medicaments for the
treatment, prevention or alleviation of a disease or a disorder or a condition of a
mammal, including a human, which disease, disorder or condition is responsive to
modulation of cholinergic receptors.

In yet another aspect the invention provides a method for treatment,
prevention or alleviation of diseases, disorders or conditions of a living animal body,
including a human, which disorder, disease or condition is responsive to modulation of
cholinergic receptors, and which method comprises the step of administering to such a
living animal body in need thereof a therapeutically effective amount of the 1,2,3-
triazole derivative of the invention.

Ol
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DETAI LED DI SCLOSURE OF THE | NVENTION 1, 2, 3-Tri azol e
wheowee2rs/es In its first aspect the inventi onP@r/aRiod€es0307

1,2,3-triazole derivatives of Fornula | a stereoisoner

thereof or a mixture of its %tereoisoners, or a

phar maceutical l y acceptable salt thereof, wherein

of XOhgipbjects @ FQ%E‘H?@“QE‘ willBe eRBatsng & the p@(SOBrﬁ!F'”ﬁd in the art

from the felRmeng detdileddeseriptioh andrsteppretent | y of each ot her,
represent hydrogen or alkyl; Rl, R2, R3, R4 and R5,

i ndependent|ly of each other, represent a substituent
sel ect ed frBErTAIHeE@rDiSﬁL&SlﬂREIOE@HEfINMEN'ﬂ@Nr, al kyl ,
hal o, thfluoronmethyl, trifluoronethoxy, cyano, alkoxy,
droxy, am no, L/-(alkyl-carbonyl)-am no, sulfanoyl
12373% zola Desivatiyes and Y represents an aryl or
het efroigd st G50&d tﬁehmrérﬂi@nf;rr@mdeb any - tﬂagoreSderr%ﬂwé of Formula
In a nore preferred enbodi nent the 1,2,3-triazole
! derivative is a conpound represent ed by Formula la a
St er eoi somer Rereof o \M xture of its
st ereoi somers, O [;(1 acceptabl e salt
t her eof , wheRei represent@)c and

t he ot her of X Mand repres ,2 R and R
i ndependently R eac kv repre ent hydrogen or
al kyl; Rl, R2, R3 an |ndependently of each ot her,

reprasesrt&rearsymremmeeedf s:rrl et erdthre)morfhetsgrsjrerreorsomers, or a

pharn‘fé’ébﬁ]tr%%ln( Ecé’%pt%% %@Ft’ﬂer@éf%hg@ trifluoromethyl,

fepresents an aryl or
het e@@%rpf/P( gnedxp r§§l‘&§5@néﬁjcf goeh phenyl and i soxazol yl .

R B R R bR T v ent ton s
I az lvativ i nv [ [
73 P rdsaRngany SEaeshP e bap e e By esast or alkyl;
ther Rbe%)rR3aF}’ﬁlaﬁdJRé mﬁe ?ﬁd@r’itl @foc?]mg%rmﬁfpr@sent a substituent
ravaceytica acce ta e t thereo
selec%da fnam % Q(pm Qrsap)édrggera,efelhgl ﬁglgvetrrﬁlwromethyl
trrfluoaomrathorztyn”oymcprelkexy ehlydrokbypdammntt, NVifelkyl-@arBonyl)amoihe, sulfamoyl
and o¥88iasBhi:\dhf the
Y represents an aryl or heteroaryl group selected from phenyl and
isoxazolyl.
In a more preferred embodiment the 1,2,3-triazole derivative is a compound

represented by Formula la
/Q\
T e

a stereoisomer thereof or a mixture of its stereoisomers, or a
pharmaceutically acceptable salt thereof, wherein

one of X’ and X" represents C; and

the other of X’ and X” represents N;

R’ and R”, independently of each other, represent hydrogen or alkyl;

R", R?>, R® and R, independently of each other, represent a substituent
selected from the group consisting of hydrogen, alkyl, halo, trifluoromethyl, cyano,
alkoxy and hydroxy; and

R3



10

15

20

25

30

invention is a conmpound represented by Fornula Ic a
stereoi soner thereof or a mxture of its
waee@peoi2gomer s, or a pharmaceutical ly accept abP@r/BRi008/060307

t her eof mherern R, R, RI, R2, R3, R4, R5 and Y are

as defined above. I'n a prefetred enbodlnent the

1,2,3-triazole derivative of the invention is

corrpXuﬁ%P%ﬁe'ﬁf@r A &yl oy haleppaivhedeuPi sglacied From phenyl and
isoxa26igept abl e salt t hereof, wherein one of X and X'

repr gsent e nd X, .r.epresent s

P e hef i el gl Bt 308 %5 2 PBLERS M Ave of e
inventrerp;rseatt!:nmspdtslndlrrepraenatetntmL byboempteeker red enbodi nent X

represents Nﬁgnd présents C. In another preferred

enbodi nent t l e iyative of the

i nvention i R4a s e , or a

phar maceut i cal agecept abl e her eof , \MJ?ér ein R
and R', indep _ofN.each o eR, represent
hydrogen or alkyl. IR7a méte preferred enbodi ment R

and R’ rstt)ﬂteﬁlsro?@%restﬁBFeRd?y%oge?nn})J(t'ﬂJF]ém%ﬁ‘h‘?t% 'E?éreemsomers or a

ref er repr elseg § y
phamﬂ@p%vttCﬁlly aceeripbler ealt Haseeh wdareinnR’, R'2 K. i BzdRe R and Y are

as deQﬁéd\g@bwe of the invention is a conmpound of For mul a

wher B A BIY 7 wefefiec aRtRaMhaRy oo A28 degivative of the

inventbmeéy a coampoesdrepeesenbst by Fennukelcect ed from t he group
consi sting of hydrogem\—a\ kyl, halo, trifluoronethyl,

t hfl uor omet hoik cya d 10Xy, am no,
L/ - (al kyl - b Q xk and

oxadi azol yI re p eferr odi ment (Iﬂ R2, R3
and R4, |ndep ently oN.each

substi t uent sel ect edRfromR'he group consisting of

&R’ represent a
axdrﬁggq%ee‘g&%ed’ g@b%ec’fr gi;reﬁgprﬂﬁgrpé( ofCYtﬁn%te@oks‘b’Fﬁ(ers or
pharm@?@tﬁﬁ@ @pﬁ%@a@%@@” H‘iﬁﬂ@OfRﬂV @@ln @3 n®R R R R°and Y are

as defindgpepdent | y of each other, represent a subst [ t uent

ﬁ:: g,nt@?dﬁré Er?pg%gpﬁg,r g@%onaﬁéhggﬁgar%&r&r gel&)fﬁge krt/ventron is a
compbepd & Eotrsulzy H iod gepharhmaceutiesiyn actsptablecsatt thedeof, wherein one of
< T LCE Ly o o5 BB Rl oo and

tri fIn@rMmaTetnglerredyembodiaient X repredente,C aadiXiorepresents N.

'-/ (R KNbtheRHRIBY, r)afé?‘F@cP mbod oﬁ]%)éldrr eQé‘rﬁg'r@Za?'d%’-’ represents

I n anot her even re pre erre nt one
C. and R represents hydrogen; and the other of Rl and R2

repr ﬁ?ﬁféﬁo‘théﬂ lmérerre@ncbmtaocmﬁréntcmearr,mtrmm Ct!'erlvatlve of the

N nE%{n I n aCLI[Ed evg nor e remerre a(ﬁ 08 ther £
nven(f3 i 22 pmPalhd 8f ECERUE byt BR M aHAL (GA0) e e Ral thereo
wherein@®R’ Rhdr R riedepdrsd axtly fyeacarodhem reereseciuthadrogen looaikyl.

In a more preferred embodiment R” and R’ both represent hydrogen.

In another more preferred embodiment R’ and R” both represent alkyl.

In a third preferred embodiment the 1,2,3-triazole derivative of the invention
is a compound of Formula |, or a pharmaceutically acceptable salt thereof, wherein R',
R R’, R* and R®, independently of each other, represent a substituent selected from
the group consisting of hydrogen, alkyl, halo, trifluoromethyl, trifluoromethoxy, cyano,
alkoxy, hydroxy, amino, N-(alkyl-carbonyl)-amino, sulfamoyl and oxadiazolyl.
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In a fourth even nore preferred enbodi nent one of Rl

and R2 represents hydrogen; and the other of RL and R2
wo eppesem s hydroxy. In a fifth even nore prefBCT/EP2008/060307

enbodi nrent one of R1L and R2 represents hydrogen; and

the other of Rl and R2 repre'_%ents hal o,

trif]uoronmeth ano, anino
L7 (R Porspiaieed SaadmeaLR aRoyR’ 8nddR adnderanglently of each
other) represéntt & sepstituent eclcaiefroadt ﬂmm@rﬁs@mg of hE»?dlrogen alkyl,
resents E%dro

- “and
nalo, filfiorGrkfl f&RH0; k%Y SBGTvRS 2o rﬁ’ Bip iy Puffbter”
enbobii amstheo nerefprefermadeRbodieperd R htRY, IR/ darsgBh; indapendently of

each totP‘r'?er‘)trﬁﬁrresgfﬁt Bls@de‘{iltt%ﬂt s%%&%&”f@n th] Jrednrpeg%ts‘[&hg dfrhdydrogen

eferre
alkyl, k20, dflearomeinyly ke AN AEratye D8I represents hydimen.
repr ps et evel amere %ref’erfed‘téﬂn@dcﬁﬁre'ﬁw&wé’rcﬁf Rfr&éfl R? represents

enbodi t one o r en dr oge
yaroRE: nAdne SRNGELOHRY SRS 1o RS SRTtS Al UproTae i i ano, alkoxy.
hydrogy eaminey, &/~ kel esarison g jraorneresulifanioy/| of okddianolyR2

reprgs a 2

repr fedtiobel¥Vp it BRIakAT GhBRIHE: She PR ano R? represents
hydrogant anditae othermstR{and & repsaseats alkoxy,narchirepantientan methoxy, or
hydroxy€n mor e preferred enbodi nent one of Rl and R2

epresents hydrogen; and the other of Rl and R2

repr E‘sérﬁhgdsQNqﬂam%l’ﬁ prefereed ﬁmblqdﬁnéﬂbﬁnﬂﬁ?feRplaéfieRr égpresents

hydrogehoéhm oEPfef? opR’ F&hdanﬁre%?eéeﬁﬂé BXyS ahd pgﬂmma'rrrﬁethoxy

t he sen s ,.oxadi azol

par t Pedianth evendMare pecipkizs SBbGH e G Bt Ky GLik B represents
hydrogeanan thee pﬁﬁr@fl%@rﬂrﬁ%rbpm&ntsmdnfxym and R2

repr ﬁsgnﬁfﬁh%%@ rBéFéd gr@fepr%ﬁt ér%%ﬂbgfmé?rﬂl hé: é)f%gd ahl%R? represents

ot her present s I 0X
hydrogepr esdrihe aiper efR1.and B femneseelﬁtmﬁlevtrrﬂunmréethyl cyano, amino,

N(allgfl g%%d &W'sﬁﬁ% gﬂ&@iao‘:ﬁzcﬁﬂd R2 represents hal 0,

rtlcu ar chl e other of Rl,and
repr@s@rﬁ”é armworsrereferr%ﬁmb,qﬂmenheﬂﬁo@efyR and 'ﬁS represents

hydro@@ﬁ][éﬁ@ltﬁéomedroﬂiﬁérandlm r@iregémglnero even more
pre ment

b
bna (e SEvETB RN iors Pee Birelliriei ek SRR ST GF 1nd B Pepresents
hydroggnaand Bre other ed &ltandrRf wpresents mrlfllmromrhyir f I uoro or

CS' o0 an @ qﬁtﬁ'é‘v]eﬁ%BFEE@@ferre@ré%&;ﬁf imeRt gﬁ@:éo R! and ﬁz represents

erre
hydroggas; amd r@ amrmPf @mdegerﬂpremte cyam@ i n parti cuI ar

fl uormaqr.nmhé@é@ maredpicherréd ResbatimBat aRe ¥R’ and R? represents
| ar fluoro or chloro;

hydrogﬁ ! es&ﬂ'&p&@émga%n&llr rrééé’n s amino.

In a tenth even more preferred embodiment one of R' and R® represents
hydrogen; and the other of R" and R® represents N-(alkyl-carbonyl)-amino, and in
particular N-methyl-carbonyl-amino.

In an eleventh even more preferred embodiment one of R' and R?
represents hydrogen; and the other of R' and R? represents sulfamoyl.

In a twelfth even more preferred embodiment one of R' and R? represents
hydrogen; and the other of R' and R’ represents oxadiazolyl, and in particular
[1,3,4]oxadiazol-2-yl.

In a thirteenth even more preferred embodiment one of R' and R?
represents halo, and in particular chloro; and the other of R' and R? represents
hydroxy; and R® represents hydrogen.
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In a third even nore preferred enbodi nent one of R3

and R4 represents halo, and in particular fluoro or
waebkoonm27and t he ot her of R3 and R4 represent SPCT/EP2008/060307

trifluoronmethyl; and R5 represents hydrogen. In a

fourth even nore preferred érbodi ment one of R3 and R4

represents hgdro gen; and the qgther of R3 and R4

repr@s@ht QuIrky Wh e¥RQ mr%aﬁ)'iqf%ru‘?%rerﬁ@?ﬂ\ynentaﬁaeRgf R' and R®
represaﬂemlt?wd‘lmcba?ﬂelmar bﬁlo@oRl;aﬁd lheecytﬁég Gbﬁégﬁdﬂ Erebﬁeédents alkoxy,
n r sent s rogen; an
and if FRigu IR The Mofs e ReiER e nb RIS d e ™ anarn
par t inculear anethky | evemdn&fe rmpfeemtemhtydimeg‘monenoh R® and R*
h I [
repre§ér§t§ h&l ér}%rﬂp it pﬁ’érﬁEﬁI'e elﬂuo%b&d c'ﬁ?dﬂ)ht@p e a&ﬂgrR%f R®> and R*

epen I epres
repregemtsuhap aﬁ‘ndclﬁl QﬁrBCU|6F flueror ormleweepnwﬂuqrﬂm@t@émﬂ R® represents
hydrog¢fn nore preferred embodi rrent R3 R4 and R5,

i nde endet%tly of each other, (g sent hal o @nd ||Q
par t I'cBMAPCE/VEP JNBIE PE?J%”e@r? PnevehR represents
halo, pndfie paetitutarfdrowntchRBoaand Bk bibieh of B raesieRt raﬁﬂe@érﬁs halo, and

oo gETHRATOERIBS Y. el UL 0

i nvelmt adhirt sevenc orgre rafesfed-embaidiment oneaf R® and R represents
halo, %Wﬁcﬁé‘r‘tlbﬁl‘%\' 'ﬁ'ucf?'BCSPt@r%r% SéHqt th&estRef - fv\ﬁer c¥‘l¥‘ represents

represents a het eroaryl "gf oup sel ect e
t”ﬂUOﬂPT@ﬁVW' ang Rsfﬁ&i@%‘?@ﬁ hyﬂfp%?r}mre preferred enbodi nent

fel@f age0tts d%ﬂnmgge bﬁeflég}g)t(lggglbﬁl@lhﬂaarﬁg&feﬁbf Bf and R represents
nydroBggxahdiolier FHEFY R FFaras A catsbil REeUER eyt and R

repreierﬂsihydrogﬂnl e derivative of the invention is a

comppuAds Seﬁgwh@e gref%?re EABLERGEM! 6@IJFR° and R* represents

accep table erein oné o
hydrogepr ee@me oﬂmmﬁ@eranohﬁd represenisalkydf amd impartigalar methyl; and R

re reé@rﬁ’cé Rseral koxy, and in part| cul ar net hoxy; one of
P ﬁ?%llg%}eresents hydr ogen; and the, other of R3

R4 rl@p@é@@h@yeam%e Prg r@ emi%m R r%twi R alﬁeemsndently of
each bﬁm"reﬁe:pfné%mM@m qusuitleruléenhleﬁerﬁrftnf@mmf hy|l and

In parti cu | SOXazo nos e

orool ssfreith S B AaR ptidied BaddRbo OB S8R, independenty
of ead:moﬂfmr; représent halo, and in particular chloro or iodo.

(24 P‘éﬁahﬁ{ 8}/&#‘%‘8 praféfadosdinie i dnd/RY bbth represent
chIorcgqrgJ rQﬂr@SQntﬁé@%xy phenyl )-3-(2-chloro-4-trifluorom
et hyjr RhaBYtth - Brefetred e%b%]dﬁrﬁéﬁt‘)'thé ¥ lastigiole derlvatlve of the
mveanrg )le gﬂéooragoén olf fIJolrJr%PanFt hry a p’%gﬁrﬂgceutlscaw arg:%eptab)(e saﬁ thereof,
wherein Y represents an aryl or heteroaryl group selected from phenyl and isoxazolyl.
In a more preferred embodiment Y represents phenyl.
In another more preferred embodiment Y represents isoxazolyl, and in
particular isoxazol-3-yl.
In a fifth preferred embodiment the 1,2,3-triazole derivative of the invention
is a compound of Formula |, or a pharmaceutically acceptable salt thereof, wherein
one of R' and R® represents hydrogen; and the other of R' and R?
represents alkoxy, and in particular methoxy;
one of R® and R* represents hydrogen; and the other of R’ and R’
represents alkyl, and in particular methyl; and R® represents hydrogen; and
Y represents isoxazolyl, and in particular isoxazol-3-yl.
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[ 1,2,3]thazol -4-yl am ne;
5- (5 ChI or o- 2- et hoxy phenyl) - 3- (2, 4-di chl or o- phenyl) -
W@200b0j9R78 2, 3] t hazol -4- yl am ne; PCT/EP2008/060307
3-(2-Chl oro-4-fluoro- phenyl) 5- (4- met hoxy- phenyl )-3/-/
-[1 ,2,3]thazol -4- yl am ne;
5- 24D|chloro 4- et h h [)-3/-/-[1
2. Sﬁ”t HaZBPsY pr%,ﬂq% gmboélmeﬁ thoexy1 3€’pr|}éz)ole derlv[atlve of the
invenﬁorﬁ% Met hoxy- phenyl ) - 3- (5- et hyl -i soxazol -3-yl)-3/-/-[
1,2 thazol -4-yl amne, 2-[5-Am no- , ,
(2, ﬁ-?(éﬁéﬂ,Cglqupmlf%g-iﬁm?t&oxﬁghenyl}-3H—[1 ,2,3]triazol-4-ylamine;
, 2, 3pH(hadorot2yhéthdxgiphengh) Shehohlprad-teifl | Groamethyl-ghenyl)-3H-
n trlfluoromsthyl phenyl)-1 H[1
1, 23]tg%§f A?/fa%ﬁ -4- chl or o- phenol ;
3-(2 ﬁ?@letcnélttﬂﬂlﬂcpromaifr\aétm;ﬂnybr%ﬁ%metbompmnyl) -3H-
[123]t%a£&>|04£@/farﬁ4h@l-2 yl - phenyl) 3-1- [ 1

( 2- %1(5&%!0@ r’T\{?t‘l 516??9#@9)491 éﬁi,q@rrﬂlorp r%pemyl) 3H-[1,2,3]triazol-4-

ylaming, 3] tri azol -4-yl]- phenylj-acetam de;

|5) ( g;‘b?‘cﬂﬁo%z‘ﬁgﬁ({oﬁ%%&%w}@&;ﬁ}eﬂé&y SRR PEBLRY 3RS 4-
ylamime[S Am no-4-(2-fluoro-4-trifluoronethyl-phenyl)-[1
$g?%ZB|chiorOY6dﬁnL¥@e:§‘&m?ﬁéﬁbéﬁgﬁ%ﬁ?giﬂ 23] I:]azc))/l 4pMIam|ne
nyI )5éﬁM?th9xyfphgpylﬁé’q(ﬁ n@l@ylﬁﬁ&@@ol- -y[l)s hs(,{{l o3liriazol-4-yl
amme(Zquoro4tr|fluororrethyl phenyl)-1 HJ[1

5- (2%5{7’619'8020 Hdg %Pm@bﬁw')aﬁ%ﬁy@ Pltdagol-4rull¥ogyopmahenc;

or nyl)-3H [ 1,2, 3]thazol-4-ylam ne;

L3 ﬁﬁ"azopé-l{-fzyf ﬂqtbgg.gﬁtg’f@sr&hgmwﬂﬁéﬁw PP B¥sihFol-4-yi)-4-
chIor@ph&n%l or o- phenyl ) - 3- (2-f 1 uor o- 4- tri f 1 uor omet hyl - phen

yl) - §-{£21F|Léro»4?at§dddrb%%nyefpﬁwyel\ﬁ g 4]oxad|azoll2 yl-pheny)-3H-

uoro-4-trifluoro 4-trifl uorone
[1 23&"!’1‘%%9' f)ﬂ@W'P? 3/-/- [ 1,2, 3]t hazol 4 yl ami ne;

4- [ 5N [BQA\rhlrrd &(&-ftdjo@diﬂwrmubl‘tﬁﬁe’ﬂhzr éhéh)[l)l-1H-[1 2,3]triazol-4-yl]-
-yl ]-benzonitrile; 4 Am no-1

pheW'f?"%ﬁ%é% 4-trifluoronethyl- phenyl )-1 H[1
, 2, 3pi(4+iAamivlo-pheny] )-3{i2dluoro-4-trifluoromethyl-phenyl)-3H-[1,2,3]triazol-4-

ylamine;

4-[5-Amino-4-(2-fluoro-4-trifluoromethyl-phenyl)-[1,2,3]triazol-1-yl]-
benzenesulfonamide;

3-(2-Fluoro-4-trifluoromethyl-phenyl)-5-(4-methoxy-phenyl)-3H-
[1,2,3]triazol-4-ylamine;

4-[5-Amino-1-(2-fluoro-4-trifluoromethyl-phenyl)-1H-[1,2,3]triazol-4-yl]-
phenol;

5-(2-Fluoro-4-trifluoromethyl-phenyl)-3-(4-methoxy-phenyl)-3H-
[1,2,3]triazol-4-ylamine;

4-[5-Amino-4-(2-fluoro-4-trifluoromethyl-phenyl)-[1,2,3]triazol-1-yl]-phenol;

5-(4-Chloro-phenyl)-3-(2-fluoro-4-trifluoromethyl-phenyl)-3H-[1,2,3]triazol-4-
ylamine;

3-(2-Fluoro-4-trifluoromethyl-phenyl)-5-(4-trifluoromethoxy-phenyl)-3H-
[1,2,3]triazol-4-ylamine;

4-[5-Amino-1-(2,4-dichloro-phenyl)-1H-[1,2,3]triazol-4-yl]-benzonitrile;
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3-(2, 4-D chl or o- 6-i odo- phenyl ) - 5- (4- net hoxy- phenyl ) -3/
-/-[1,2,3]triazol-4- ylam ne;
WG2(040Cor o- 2-tri f 1 uor onet hyl - phenyl ) - 3- (4- NnePCIDER20p$1660307
nyl)-3/-/- [ 1 ,2,3]triazol-4-yl anni ne;
5-(2, 4-Di f | uor o- phenyl ) - 3- (& net hoxy- phenyl ) - 3H[ 1
,2,3]triazol -
5- ( 24P uRROAl- dGBMOﬁhtéﬂypmr@etM RBemdiy o ehylthiazle4-yll-

phendl; , 2, 3] triazol -4- yl am ne;

S (3?%% Ig)lch r>c)r6§md¥@|)1ewl)(§ (EE Xy %%%WI‘))BI-? ,é,_é]tlriazol-4-

ylam|59(4 Chl or o- 2- fl uor o- phenyl ) - 3- (4- net hoxy- phenyl ) - 3H [

l , 2
ok A S|P PLsares Lt
[1.2, 3&6'@69'1‘%'%“@&“ t hereof. Any combination of two or

rmrﬁwfz 4tbﬁlu%'f’6l‘bﬂe C§4dﬁfé@rlidt )e3n-wmg'§zdrtat>ﬂgmme
AN L s MR N A ER
ylamme,presents fluoro, chloro, brolrrE or |odo I'n the
ot Vet PP BVt P BRoSr he BB g BB R amine;
or chain. The hydrocarbon chain preferably contain of

frO'ng HISrc?ggrrﬂJP?(?:E)h%ﬁ ﬁ N AH R0 Phe dr¥|)83ﬁ rp‘?d 3triazol-4-

mor e erre 03|x arb
ylamipg;. e- a kyI | oner al kyl), including pentyl, isopentyl,

neopéntsl/éreots@rﬁérafthelﬁlﬁﬂt )dr, @ewktui’é‘do'fSQBe@éreoiébnﬁ’ers or a
represents a G -4- al kyl

d errb
pharr@??ﬁ}g'ca @Fﬁ%‘?ﬁ eb%ﬁ'&, %%fobutyl secondary butyl, and
t er t Aay ycomiigation of awotaemqmeaffetheeernbnbmbnterdescﬁbed herein is

consi%r%e%l Wmlﬁ'tb%%ggrel {ih %ﬁ?m\/% ﬁo - hyI 3-al I;%/lopslr ogf,

i sopropyl. In the context of thls i nvention an al koxy
Def,ngbﬁ%g{ﬁﬁiﬁgj@t@s an "al kyl -O-" group, wherein alkyl is

npl es of preferred al kox r%ég
of tRetherRpaiRted th'ﬁd”\tﬁiﬂloﬁétat%iﬁ}/prﬁﬁ@n@fh&fgt chi@rg, fpeomo or iodo.
cont W&h@fcdrfﬂeﬂ bﬂ\tﬁﬂ@t irei@nton e %ﬂleylt §réup @fe}éigr@tes a univalent

satur %tge% ﬁgﬁg;p rgqr%gl §8?r‘:pro‘ég¢rﬁ?§n?‘%? %%aroca on chgln preferably

contalmoﬁ(ﬁtml o {d eighseeracaibon-atbmsr (G seabyh| rore Ipreferred of from one

to snPEQFt{IH;fIS\%m%?tH %gﬂ%\?@n lglkﬁgl r@ldmﬁ%&ae?tg |§6p'9e4f?yle neopentyl,
tertianyopentyl, hexyl and isohexyl. In a preferred embodlment aIkyI represents a Cia-
alkyl group, including butyl, isobutyl, secondary butyl, and tertiary butyl. In another
preferred embodiment of this invention alkyl represents a Cqs-alkyl group, which may
in particular be methyl, ethyl, propyl or isopropyl.

In the context of this invention an alkoxy group designates an “alkyl-O-
group, wherein alkyl is as defined above. Examples of preferred alkoxy groups of the
invention include methoxy and ethoxy.

In the context of this invention Y represents an aryl or heteroaryl group
selected from phenyl and isoxazolyl. The isoxazolyl group may in particular be

isoxazol-3-yl, isoxazol-4-yl or isoxazol-5-yl.

Pharmaceutically Acceptable Salts
The 1,2,3-triazole derivative of the invention may be provided in any form
suitable for the intended administration. Suitable forms include pharmaceutically (i.e.
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suitable for the intended adm ni stration. Suitable
fornms include pharmaceutically (i.e.physiologically)
waewepiam e salts, and pre- or prodrug forns OPCT/RE2008/060307
conmpound of the invention. Exanples of
pharmaceutically acceptable Qddi tion salts include,
without limtatjon, the npon-toxic jnorganic_ and
physiglogiGally) aerePtahie salbh ad PLe-sAc Rrogkug ﬁ%”‘ﬂﬁ/&’ﬂ‘ e cepmrpund of the

inventipg. hydrobrom de, the nitrate, the perchlorate, the

P onataBlas. OF strBARR oy *geibalRuE, iffiadr s fieidds, without
limitab@mz dae enon-texici inoggaatie, andheorganicataejd ta‘ddltmrbcﬁedmsesuch as the
hydroEFﬁ)r%%a%@t ﬁ%drbpf?o gj{égrtﬁ{ehmtrtalﬁf ﬂiéjtp% I8rat e[?hotsh)gate, the

sulphaigdelngt o forTatenct hnceaeifonaths. aeonate, the ascorbate, the
benzé]%ﬁd’!ﬂin%’ﬁ@ the Wepbeaf, eth@%ln\ﬁ%?natéh%é’rﬂlt"ﬁéﬂeattﬁe éﬁh@)onate the

he sor stearate, UCCI
enanfe (b firsdato. e OBTyoRts e ERBRls ol rtateC he iBaieate, the
malorfiteh thal traandelatde tfﬁ@rmdwab}esmmmu;é eshevaldphtihalene @sulphonate

SEri t S of -t | e
deriveff L Brfaidle. i SeliourE ahe Kbl wleePrale, 1€ UeBinare, e
tartrateal the, teluehegssulpbosaldi uandahe bke.a Stehpsaktel Ryt he formed by
proceBHEINERRNEARIHd Ul efah RE 0T oub, Steric | somers

be apprecl ate oi%thoeskllledlnthe art .

t hat Meta sglts 05-& H arbiazoir Apivativesef e 'ﬂh@“ttﬂ%@éwe alkali metal
salts, | JiBNAS Bl BBYIURX isalt dfMa Gohdgupiat ostrey E\thﬁ&ﬁf%bhfalmnP a carboxy

‘forns, includi ng enantioners, diastereoners, as wel
90UP3s geonetric isomers (cis-trans isonmers). The

i nvention includes all such stereoi sonmers and any
Sterldnsé res thereof including racemc mxtures. Racem c

can be resolved into the optical antipodes by

knowtt Wt hedepriegiated Y dhese skiledway the afrte;bfaatathewg 2,3-triazole
derlvét%seiiﬁrt‘ﬁé QRRELAt ‘FrWEP\‘PiHHd&ag' @ﬁlsth ”&ﬁ@F@ﬂtét@F@f '|§omer|c forms,

Intermediates) IS - In ase npound being a
including  gpaniiqraensy @'@@t%?o@ﬁr%pﬁﬁca\rQ"y a&ctge@énﬁﬁPn@O”éﬁfé (cis-trans

isomdri PETIo iingeritiod tHohfdedy apnaidnC star€sigbimeds sildt aRy mixtures thereof
eat nent Wlth an acid. Another nethod for resolving

'”C'thl%%?fﬁ”é'g TXtB®%he optical antipodes is based upon
chr oRategiajbsms ncam bmtresalh/edcmwetheabptlxal Ratipodes by known
a h
meth<r9eSO vegél ntlgﬂ%ﬁe@rﬁ?‘%ﬁ% @)5%"‘1@ thd é‘r?arﬁg)merlc compounds
(Incluﬂmcen@mm@rwmtarme@atesdnsof erthQ)fJaﬁe th @pfrmt@ﬁ being a chiral

acid %U@?'cﬁtﬁ opﬁétSahIB/aﬁ@tWér §|:1'1|r|]rﬁg‘°éﬁﬁ lﬁ%er%fﬁh Sthfa%?ﬁé?éﬁ?hérlc resolved
salt bygﬁ%rlpgﬂgwg ad %g{)ﬂp@rz@qr eg uc\érlhrn % ICG{gaénto the optical

antlpqd“eﬁ&?s desel bj@dnblzhr:b&mlategrabhyC@Inl ah Aptldall\ll\ébﬁre Snatix. Racemic
compw%ﬁgg ﬂﬂggger%eR? ‘(%%\Hgﬁfa% T%él SOIre% NESFinto the‘]lrogstical antipodes,
e.g., by fractional crystallisation of D- or L (tartrates mandelates, or camphor-
sulphonate) salts for example.

Additional methods for the resolving the optical isomers are known in the
art. Such methods include those described by Jaques J, Collet A, & Wilen S in
“‘Enantiomers, Racemates, and Resolutions”, John Wiley and Sons, New York (1981).

Optical active compounds can also be prepared from optically active
starting materials or intermediates.
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Optical active conmpounds can al so be prepared from
optically active starting materials or

wo pdoenmed at es. Met hods of Producing 1, 2, 3- Tri ar©i/8P2008/060307
Derivatives The 1,2,3-triazqgl e derivative of the
inventi on may be prepared broonventi onal methods for

nth ose described in the
MethﬂQ? Iﬂf g g'ﬁﬁ@‘%’(‘%h‘%rﬁ@ ti¥gSerial s for the
pr OCER&eq, zissmaz@ed denivatiee poesBBt inEtiopatrhay Bee prepared by

convet BRAH SatBits IBRbRlIER, rDalEasd REH Retdbey, iy the working
examples. cohpoatadting miaderialy efari mecanmcbe_semmdr@edtm the present
appllc%'?lghhgfe ‘Rﬁlﬁ%ﬂuap n% rgﬁ? Sx)“‘b%”%e?éré‘&' c‘c‘)ﬂwﬁﬁgr{a‘?r}ﬁéthods from

en baug react’1 ons descr
comnigseigily araijalie Ch@tﬂl%ﬂ'éd by conventional techniques,

e. g. ARy éhd é&ﬁbb@rﬁ’d oFfH@h@bhﬂl&ﬂbé@Be cdnvbitbd 8 afBther compound
raph etc. Bi oh@gl cal Activity The present

to
of the; 'H\’/%'?qubﬂgf‘g C&é\‘f%’i‘%’%‘ &€tA9%r ovi si on novel nodul ators
of tTike rermbbrcbduct$ eﬁethborr@ctlmhs cleserided dterem afay be isolated by

converlf'ﬁ%‘;n#!e egén Hgs ?)@F?C@@@S?§®§ta?|§?gloﬁorglg{lﬁatlon chroma-

tograplay,tdétcul ar t he ni cotl ni c acetyl choline receptor
(NAChR). Preferred conpounds of the invention show a
pronounced nicotinic acetylcholine cc7 receptor

BiologigalAveivity ectivity. Due to their pharnacol ogical

pr OfThé ;{ré@erﬁtqm@mﬁtﬁﬁ |soﬁe%t@dlt6Vtﬂ@tﬂ>r©0|sﬁfﬂV nb@eluﬁléﬁulators of the
he,treat men

nlcotlgg {qﬁ?géor,sew\gy o) mgdylﬁg)rgh%rq Naf [Jﬁ?ﬁ) )}g@ dl v {dlseases or
disoraarst lrelbtewrtmoube sghodlimerficNSeceptoes, panidplier atartrwtaromse nicotinic

acetyﬁ%g) i r(eF> ﬂﬁ@ﬁﬁ S Ij?éfeque%o Csz‘iiﬁﬁeosoJn‘aojs""to?dthteo ||’?\}591?|5H show a

clé con rac ndocr ses or di sordetrs,
pronaginsed geotinic acetyichetine od| r&ceﬂtor subbypecsalegdityr at i on,

di 36%8% %elplr)ﬁgfrﬁﬁé(ﬁggl%b%r%ﬂg @e dgﬂwmé mheﬁﬁ‘véhtlon may be

dr awa cause term nation

User!aBQrs@eo?re%m@ﬁtcfa‘l d'§9%%‘¥$aﬁ&@é§°r¢ﬁr§ E%r%Wﬁasa%FhQﬂ@ere|ated to the
chonnemguensysmmmy tabs@e@tealuaefvdusagysieﬁgmgm)c the érl[:m”eral nervous

syste%(%\ig cﬂgﬁ %P%fdl%arq\é?%tapgeggt'&a nos rgwgglte con?r’ac?on endocrine
diseatesor «ﬂusrmgem;g)d,lsmestdlreysomlyersbeelameidta meurabdgderdration, diseases

or dlsg)%&ge élﬁgd t8r|§’ﬂatln?né3ho‘?1r 1 & gﬂlfﬁg %y&ﬁgf?)ms &aH%ed by the

or cohditi’on ¢ ccor

terminafiarhel abwusernflichemisalBUsEIEES ve t o rmdul ation of

n| COThé”c% 's‘-“dfothbﬂﬁvérﬁﬁﬁp Salbé R¥$&LY as diagnostic tools or
nitive disorder,. a |earnin

e iC
monGERG GOENG My ST HRGROS) DIAMhaRS Ak Al UGuI BB T receptor
imagifdgfheiroimaginghtaranthégfray bem@drlawbeﬂleﬁyormrﬂ@béi@‘d form.

Par ki $pg%f?eér% e@BSmrA'é tthg%tlse%s% gis%%‘éc'r or ég%o Bgll]t%mplated

Late
according to the invention, and responsive to modulation of nicotinic acetylcholine

receptors is anxiety, a cognitive disorder, a learning deficit, a memory deficit or
dysfunction, Alzheimer’'s disease, attention deficit, attention deficit hyperactivity
disorder, Parkinson’s disease, Huntington’s disease, Amyotrophic Lateral Sclerosis,
Gilles de la Tourette’s syndrome, depression, mania, manic depression, psychosis,
schizophrenia, obsessive compulsive disorders (OCD), panic disorders, an eating
disorder including anorexia nervosa, bulimia and obesity, narcolepsy, nociception,
AIDS-dementia, senile dementia, periferic neuropathy, autism, dyslexia, tardive
dyskinesia, hyperkinesia, epilepsy, post-traumatic syndrome, social phobia, a sleeping
disorder, pseudo dementia, Ganser’s syndrome, pre-menstrual syndrome, late luteal
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Glles de la Tourette's syndronme, depression, nania,

mani ¢ depressi on, psychosis, schizophrenia, obsessive
wa@epiers/e di sorders (OCD), panic di sorders, BOT/ER100$1050307

di sorder including anorexia nervosa, bulima and

obesity, narcol epsy, noci ceﬂﬂi on, Al DS- derrenti a,

senil e denentia, perijferic neuropathy,

phaseyy sYROME. 1 HIPVIE J?@H%eﬁ%ﬂroﬁ]f?perrwtﬂ%& at”CBBF”Ik%!B@@'a jet-lag,

hyperi@rssion,r 6ardidd erdythihiiagEa Soobed nmiune a:on&aeh@emumder including
seudo.denenti a

C°”‘“ﬂ?'¥e nﬂ,ﬁem 81 NG POy 8“?’[]?@5? p\%ﬁ%“sﬁﬂaw&ﬁﬁ’”s diarrhoea,
asthnmqrezmlepsy abrdjue dygkidesiae hypertkirsrgia, tpreotadtiel ¢jacalatian and erectile

d'ﬁ'Cdngg a8, RYRBLHFES gpsteﬁﬁ"‘rdﬂg‘c‘)r ¢ %ROTY hgﬂﬂ&t( iBosis  and

| & contracti on sorder I nc ud Ing con uls
pheO@]erQﬂ:ézfma,aﬁg nﬂ@rqsi@@eaef%wepd iseedary én¢|u6|@9r transient anoxia and

mducé@rh‘éldﬂréid%@%neﬁﬁt%hr Bagamifs trid@era®Pbl 88%re path dhdGe (é)aln chronic

sk|n5|a hyper ki nesi a, pre re ejaculation an
pain, Y35t B ot D a Ay ARk ShGSTahE DRl el By migraine,

postoperdtivai paint binaotooxilietts pairgntbupbpaibio pain: whesric eeadache, central
pain, BEH 8506 FdatE MAGRERY: LRSIk RARLFAN G Beripneral
nerveoinjusgven énfleanmatery wisorgear, inclodingnare infleinmmatssy iskist disorder, acne,
rosacbﬁcuéﬁfdﬂs CB%"eﬁgéerlnﬂé‘ﬁlMé%Bﬁ; hcbcﬁNéﬁa'd”s?é@ nu%ﬁgﬁ% b¥litis and

ost ope rative

dlarth@@, @p@iﬁw r @gsAciatag Wﬁth'HEifaH/@héym@&mﬁ aaaU§g¢ rby teamipation of
use bl é&l@dtn‘?@ diupsahtss nﬁh’él@i@mbh}h|cétmeOQﬁﬁhcﬂﬁéWa@p§yﬁ1b€oms opioid

neur a | a,or ra nerve. 1 nj
withdf i1 SRR meBicied e Run L qokging ATl | mafhing , henzadiazepine
withdréivead syemptome riegluding i odiEdzepimeslile degseand aitbhofat or y

bowe S t] | n "

di so'rndgér @ggegc tf%rﬁéc%%%%o&& oﬁrt %? glsgb%n@?{o%%@dorbycond'tlon
respongivei isamoginlaiionugfenieptinigdicatylerolinensrcemters, isimepguaiting disorder,
psycH?is%Ots'ch%o)ﬁ/hF %\“@ER%%P”B opi oi d wi t hdr avval

tons | ncludin erol n, cocai ne and norphine,

benz%?‘ﬁ?t@ﬁf rﬁ@zor\ﬁl @Eﬁ%ler@%ﬂif'@% |$161'%ﬁﬁ91$g disorder or condition
respoP€eo e anedurreiohi ke riltotgsic ansktplchol rebépt@réml%eassomated with
r ef err%ﬂ enmhodi. nent Ih[s sease, ,di so:(f ¢
Mool N FUSCEh FULFBAO Se TG %‘?3&% SO BHiSEe %069???1 cangina  pectoris,
premaicie¢ ylabbat,i nenv@smscrd;arrhoaa,cc@ﬁnmayeepﬂie@eyddardlve dyskinesia,
hypeHRr“rbé%'{bofd maﬁ?rg ei%@ﬁéﬁ?&% Q{]& H’é%ﬁ‘ﬁélﬂf‘y I'n anot her

i Sease,” 'di sorder or
condint iShiH ﬁ@@%ﬁsmet@r%@@d aemb@dwnermti dbe i disease, disorder or

condﬁé#?é‘éﬁcﬂ%ﬁd@ﬁ) ﬁ]%@@%&l@h%f'h%&%ﬁé&&/%%%é FeePR&rishs related to the
nmuscl e contr act i ncl udi ng convul sive di sorders,

endogiiis fusieBe BYeh 8 ?Wrg}péqqgsg anghpleoChremARY e,
di arrhoea, aaﬁmbﬁamowl bl%lﬁélyedtelmww@mslth@ednsease, disorder or

conaifRe PSS L FBhUER 37 ol feERblng crmcsmiers ' o
neurqdbgedemuee dldosiardencludlngontranisientr@smpa'r?asi @pdt dnduced neuro-

dege Hbation of nicotinic acetylcholine receptors is
ated to the endocrine system such as

t hyr bt axXvidbei mose drefeacshebrodimetehe disgase, fispnder or condition
respofB@ #F RicRILTRBnesbARLIRR addifcHbRR $€celbROIsdeAinOlincluding mild,

moderate or even severe pain of acute, chronic or recurrent character, as well as pain
caused by migraine, postoperative pain, and phantom limb pain. The pain may in
particular be neuropathic pain, chronic headache, central pain, pain related to diabetic
neuropathy, to post therapeutic neuralgia, or to peripheral nerve injury.

In a further more preferred embodiment the disease, disorder or condition
responsive to modulation of nicotinic acetylcholine receptors is an inflammatory skin
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condition responsive to nodul ation of nicotinic
acetylcholine receptors is a neurodegenerative
wale@ondrrs i ncl udi ng transi ent anoxi a and i hducedI/EP2008/060307
neur odegeneration. In a further nore preferred
enbodi nent the disease, di sdfder or condition
resgﬂ53|ve to nodul ation of nicotinic aceﬂélcholine

disorqeicaibRs 2@ ANH, FOSAES AT REPTTS [USeanseldn FArBMGHOry RRwel disease,
ulcerame%@nsaamqfar&mgae chronic or recurrent character,

pal n mngﬁ%ﬁ%ﬁ%ﬁ%%ﬁgof%pdng%l ”eg]qﬁ’(o ;ff%?ﬁﬁ‘tfby ﬁ1e treatment of
abus¢)duab|ll¢3ulaa|d W&hdmwaimmmtomacausmbgartemhwdactbfeuse of addictive
substﬁﬁ&%é ucﬂ?badlcﬂ% '%ub@fal‘%@g n'i&ug% Ehk?(%tln% ﬁ@rﬂéfﬁﬁ’rﬁtp}’odl}c‘i’s such as

euti c neura
tobacr:ﬂ; gpgolda Rlgh fasr herin. rﬁS}Cé“rlﬁ enernhéte enfoanrekis, thnzodiazepines

and U@n%@éfa%ep%‘eslﬂ(ed@rfuggr aﬁ@rﬁﬂédhd?nWﬁh‘éjPéWél' ffémt &ddictive substances is
ation of nicotinic %idbne recept or s

in 9ol dniRTaHc BrAgT St ePag ravas pod deisialion, anger,
anme@}jrdﬁﬂcmsljués i?reae@ce_ntra‘tinggr?tmss?]@wm%@bﬁﬁl@eahrt rate and increased
cerat i itis, and diarrhoea. Finally the
appet@tg@gﬁ\&é@ﬁgﬁghe i nvention may be useful for the
t r eabmtinis contexb (iseatmertii coversaneatmartdprenentiey.nptopmylactics and
aIIev@l%fﬁ@fj\gﬁﬁdFa@ﬁéﬂéﬁipt@ﬁls%n&%sﬁ r%@désCWeMeasst‘r'Qéth?é?ﬁ%sultmg in a

ni cotine cont ai
VOlunEﬁ‘rb@ijtrES@ﬁjc'ﬁt%@ Qfdﬁﬁ(?(,d@'CtWQI%i%?rlﬂ?Ch as heroin,

cocalne mor phi ne and cannabi s, benzodi azepi nes and

Ph benzo !zgsl ne- Ihke drugs, and al cohol. Wt hdrawal
armaggy 83 YHBOBances is in general a traumatic
expein elanetrrdnarasneﬂtl stad binventioret yramdesr usdvelt | pimgrmaceutical

comprgglgﬁﬁs cgﬂﬁi a%&f g‘ég {;}él ?ffébt?/gr}aqﬁgﬁﬁtaéf' 19:3 triazole derivative

. essn HBCTEE rate and i ncreased
of theadppentiars and wei ght gain. In this context "treatnent"

COVepriler £t Zf?ﬁhazﬂse‘d’é‘rﬂﬁdn% ofRﬁ@WWérﬁfthf%? udBdn therapy may be

all eviation

r ana ons. and_abst i nence
admingglere¢dn the kRt th%é@)ﬂt%ﬁfgngda I8 RrgfeIFsd & Hﬁ'tFﬁdéJr?@dthe active

mgrediléhﬁk@pﬂf)nélhﬁ idddhet ifaren subséapn swl?i@;@dm(l%ﬂcepﬂible salt in a
ano i nvention provi

pharnﬁ%%%catgqrﬂgegﬁi) éQQQESWé) r?eoﬂgn]% varqés ex0|p|ents carriers,
buffershdilagraat amdlbr ptha‘rfoestomarym’rmnmaceﬂtldal au3iliarieazol e

deri N]atévg) é’l%rrjeﬁe dNES e?ﬁ’ i | |ﬁvé\1tilor}2hérot\/ﬁde%zobr%brmaceutlcal

deri vativ i nvention for use
COMpQgHPAS s cepudising t e f b2m-tifazole ﬂQW%tM@pijfnd el tlnYQﬂtlon or a

pharrﬁé&i&kbﬁﬁf d@eptifl @ Bihe of eerRalild ahbRBTe tdgdther with one or more

pharSaiautealy Pomsianie oaTier Belala Fos Soyenaby aihen tnerapeutic
and/oprarophylactie inghedients,sknex canmd esed, inca’fd laetr sthebehfrigrs) must be
“acoeflghiET 4T a8 o e, Byrioing SormER ol Wk B MM A nretispts of the
formupaten ales nphbanmefokint theakecipenidiséteobns conprl sing the

1, 2, $nd 'drafRlaBe 36 V@nh pésitin bhehd MHRMbAMMa b administered by
any convenient route, which suits the desired therapy. Preferred routes of
administration include oral administration, in particular in tablet, in capsule, in drage,
in powder, or in liquid form, and parenteral administration, in particular cutaneous,
subcutaneous, intramuscular, or intravenous injection. The pharmaceutical
composition of the invention can be manufactured by the skilled person by use of
standard methods and conventional techniques appropriate to the desired formulation.
When desired, compositions adapted to give sustained release of the active
ingredient may be employed.
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pharmaceutically acceptable salt or derivative
thereof, together with one or nore pharmaceutically
waewepiamm e carriers therefore, and, optional | pCT/BP1v68/060307

t herapeutic and/ or prophylactic ingredi ent s, know and

used in the art. The carri eﬂ@s) nmust be "acceptabl e”

in the sense of being conpatible with the other

i ngr Editeer SekHIst o t?%ﬂ i"8h AR RAdnRAMInigirgtin may be
foundruﬂCthéll@t@tst edicion of Re'Fﬁlaqtlﬁ% Phefibcadticat Sereveti(Maaek Publishing
Co.. r?t%ﬁi t| on may be adm nistered by any conveni ent

Py, |ch suits the desired therapy. Preferred
r out ke aictuzd aonage depends iondhedatunesncaskuatity bf tite dinease being

treatédn aﬂarlg'vﬁmlﬁ‘ih% Blsﬁc?%‘o%[ of fh'é L& rﬂd1 anya&? vahi8d by titration of

are
the daaa@ent@,tthgtnashculah crsaumstamcgs o,fp hhaﬁwerw@tloe UBcRiogkes fbe desired

therabéﬁt{@aﬁ%! gg(lawgf/er* ggtlf @?’ggﬁg‘éntlﬂl @6h’de@rﬁblaf5'@ie that pharmaceutlcal
compRafiane conaiing, St Berppitea-hist aoethy08ced o iR dasrdient per
individ®s | hdste, airdferably esft fromadbdechito geat a00rmgr radse prefetred of from

abouSELEEG L T, 34 a3 FEPLAHe FRMREAL O

i ngr €oé estivenngredieatrplayyeel adninisiered at ané or saveral doses per day.
A satF?ﬂBM%ﬁHe%n w?"ch!aﬁ‘mt 'n%fbr%%g E@Htﬁélﬁb& &t PBoSEYe B8 low as 0.1

ug/kgphaeracueikgar- osIh@rw@egr bﬂvﬂeczmh@a@sa% rai@pea@ pregaRfveonsidered

to bepéﬁoutT’ﬂF i&'v %aag@o Q%oOPré@ﬁeﬂaﬁam%saé\@ from about 0.1
i.sease eln rea

nokarfatput pehokatey iR hhaiant gk Hout 100 iy ioay po.

titration of the dosage to the partlcul ar

' s of this invention to produce the desired
Meth?ﬁéﬁg@eﬁgéﬁeffect However, it is presently

cont &hplla? ddrianale qsivaiiues of theaprasenpwiention@re valuable nicotinic
recepfH AR 'ﬂl!eﬁSrSOfarfd ﬁﬁ(ﬁr@ﬁﬁé’t é%fl% 132 tﬁ@oﬂﬂéa%t'@’ eraﬁﬁqé'd‘feallments

i,ngre |ent per vi d dose, prefer

invOIigh GHOHNGTS i SYBIINGHON 175 Wﬁﬂsas Br afj disordgrsniesBgnsive to the
actiorlot PAGARUhod0Iatars. are suitable for ther apeutic

treat ment ﬁ‘geé'The ac t redl ent be adm n| st ¢ ¢
i n_ ol APTigs, aFaFcly eé%%} 'OHa;WOVA %44 98 ryor eatment,
preveodian arnalidteinnol asdiseasses or lzedisbtdarnarda atonditbosanea Ia/ssng animal

body, ?WtLﬁ(’g @ 4 REhSE. Iwrich a&\geﬂsérgfjﬁgrcﬁ’er or Téber@{fb(?'? s Ife8bbnsive to

oSage rahge 1s consi dere
modutasiont oﬁ@hﬁlg;le(glq repepé(mg B0Q w@;qk‘grrptbod p}og_smms;e@dadmlnlsterlng to

such é@l’i}%@sarﬂﬁ%l boa |ﬁ€®%'ﬂnlgoa huPRHK 9n heedlReteol 8n "@‘fé’éﬂ(/é’ @Yhount of a
rom about kg to about 100 ng/ kg/d

1,2,345187015, BHYEL P PRI e 1 5, 3o iri arale der tvarlves
of tIme tipes eornéxti b ehisi Mveatien vtanleuaebhe “reathémt’ ccovers treatment,

prevep Ry 2" PEndle Aiton Fd, e 1WER. 1 dins) Biugrg: dinesses,
diseadgs fdisedieshand cantitioas relatethipethefdiskass ileguestionponsi ve

Lo tHfe JrLfABIGNIRAGHTR ERtENIAES-according to the invention are those
stated above.

It is at present contemplated that suitable dosage ranges are 0.1 to 1000
milligrams daily, 10-500 milligrams daily, and especially 30-100 milligrams daily,
dependent as usual upon the exact mode of administration, form in which
administered, the indication toward which the administration is directed, the subject
involved and the body weight of the subject involved, and further the preference and
experience of the physician or veterinarian in charge.
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I n anot her aspect the invention provides a nethod for

the treatnent, prevention or alleviation of a disease
w@eooa/0thi2gor der or a condition of a Iiving ani netT/BPIYS/060307

i ncluding a human, which di sease, disorder or

condition is responsive to Afdul ation of cholinergic

receptors, and whi ch nethod conprises adm nisterin

g to
such asqtqsf,qql;,%ryarﬁsHﬁmqg@@,certﬁa Wiglanses. ReriHained aferdosage as

low akh®065fmeamgeiv. exid B 1amguy pd. Ehel ugpdr timitagfolne dosage range is
ntion. ont ext off

deri vative of i nv In the c this
abouf’ ThBkgnFy-mend el M, e phetelstl 8RBpE Hradiam 4Bout 0.001 to
aboutpt engékg i.eranpfrophgbhaxits1 to abbliteld atg/kmp.cand the term
"di sease" covers ill nesses, diseases, disorders and
conditions related to the di sease in question. The

preferred i ndBREH BRSCGRIRTIONIQR EHELR N@& to the

invention are those stated above. It is at present
cont | at ed t hat itabl e dogage ra are 0.1 to
000 RE I s BUETUO 165 SHOTIEN 11GHEIRd adt o felaisice 1o the
accorapareyldhgl dnawatlg, 1ir0vhieH |F|‘Oi|g$.amA dad |18 shepenidenhodslatory effect of
t rati )
Comifieh, LM P LN P Ee T lieRl ey b2 Srazol-+-
ylamineyiamdskigst 2énand 28 skeaw dde naodulgtohy efect ofvobmpduadB (i.e. 3-(2-
. ) " ; : £t .
Chlor Py 2 R4 T8 g B B (1, 2 Sttt Plamine) o
acetylcboling fHFERIS INAUEPRNyRARNERT £gcapieisyexnsasad ifarenqrys oocytes:
gegggign 1A‘k3§m¢§?wrl"éﬁt Ctlfélcfésnﬁ‘%@bdabﬁgﬁw%msaéeﬁy}mﬁt@line in the
. i.v. an . . e er lim
absenie g Mgyt ass 8l 001 d3:H6 o Befegoiod™Eng 100
ny/ kBigp. tB $heierthedcorcandatianactpomsaabrelatiofsBipl farothe positive

o4 o Ky s BB OB Sk, B 1 1.

g p.o
modui&t'@@eﬂ{) coniveinys.dagils] {Mp+ hee dalculstedat€80paluefiedchedl and the
maxirhl rtnBaH@.%ﬁga@wbe&y@h%maeesﬁdhs\éhs%@1%;98; 1A and 1B

show_t he nodul atory”etffect of Conpound 1 (i.e. .

3- (2F1g. RA oG SHERDE Yiranes,inericRExDY pHEh MM - aggtylgholing in the
abserldg arg 0 thé-prebencene) 0.0and Fi.gaM 8FCanpolBdd)emdt he

m)du}r:at 0§ ffectt of Corgo und 3 gl.e. Bfaﬁ hi it

chi of B: 2% rSHGIR rBRe MRS BRERYITFSBOSE FRENBRIMBN BTy fhe positive
modudtionl of 21 &) tul aaadtyldhglireriragyormesadetudedhbyi Gempound 3; i.e. %

e L ndu ' R r [

mod fdE01 BonPEl e dob ToM "TRE eRaiel BCBONEIETE 117w and the
maxirggl modulatipa®éthe aeetylcheling respongsde 8% nd in the

presence of 0.01 to 3 1.6 mM of Conpound 1; Fig. 1B

shows the concentration- relati onship for the

positive nodul ati on of ﬁgiwi-}&tyl chol i ne responses

i nduced by Conpound 1; i.e. % nodul ati on of control

VS. Jel (M., T cal ed. FCH0- val ' 9.

ana 108 iEacbls sl oSt Eh E e S tdfoh okl exampes,
whichr esp ot éntiendsg 1todpe in any way limiting to the scope of the invention as
claimed.

Example 1
Preparatory Example
General experimental procedure

Chemical synthesis of the 1,2,3-triazole derivatives of the invention is
envisioned by the use of suitably-substituted arylazides. These were prepared via
nucleophilic aromatic substitution from the correspondent commercial amines, through
the adduct formation of the azido ion on the diazonium salt intermediates and the
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Fig. 2A shows current traces induced by 100 mM
acetylcholine in the absence and in the presence of
w@20%010278 1.6 mM of Conpound 3; and Fig. 2B sSPOWEP100€060307
concentration-response relationship for the positive
rmdul atl on of 100 nmM acetyl dRol i ne responses i nduced
ound 3; i.e. % nmpdul ati on of control vs

fO"O\A’["é; C@I\lﬁpsqmi g adfustewitRdoss el NEragens %%Nh'%@ﬂ('%éldes finally
undewlamasmélgge@nam felyospeelfit! @bﬁhem@troensmmseg)roger activated

methygi PEPEPURES 15 (PSP ol b Flartial e g tonitrites. In
presence af methglegtheos biestitmerzi(s), amerldeavtagag‘oliwss heoacmid noicleophilic

subst@hlzonr%ﬂgﬁ&é PRWAS aEiAdFEH 1ribrdAlgL e 1 Preparatory

neral experi nental procedure Chem cal
synthesis of the 1,2,3-triazole derivatives of the

3-(2,4-DV(§Pﬂk§rio°£5hérE/I)?ﬂ‘(hﬁﬁ@tﬁ@ﬁv%hehb‘ﬁ-%ﬂ PRBItriazol-4-ylamine (1)
Sul subs

Via iaahdesmorled adatred THKEs P dEaRe-PrsAichIAD-benzene (0.400

g, 1 quvendsqmrdertﬁatnlq¢m¢eqh0kyx{phenyn@;etdmwrm1gj1376@, alcmeq) in ethanol (3
e . JO . . S )

i g e Bfeier. Bt ol TR BB R P26 S pplinetnanol 2

ml) iswadded deap-wisen(tdr lﬂi@j'e)nAfﬂeeim iaddgioar hearéatsionfixélreyis allowed to

reachURSHEh 98nfh %?efoﬁ)b"ﬁ gnﬂeﬁirgﬁggg'ﬁwbﬁ continued overnight at

condensat on Wi t Iva
room dempeAHEES- Theeresﬁ'lglﬂgs'felalCU@@dm?ﬂ’urﬂﬁ )j”@i@ﬁ’ﬁﬁm& IeHT‘yl acetate (25 ml),

washed e Qﬁé@éro i 254 @8l), dfedioRer @E et QVépcﬁ*bhéi‘f to dryness. The

yellovy a7 He e P50, o R i ed oy el ZRier i 2 mixure of
dichldromettariedand hexane (1 : 1), to afford the title compound as white solid (0.315
9,44%-2&%'??1_;]@ dlhll4%r?185e7n&|) 5- (4- et hoxy- phenyl )-3/-/- p

ylam'ne' (1 ) To an ice-cool ed and
stirred m xture of 1-azido-2,4-dichloro-benzene (0.400

5-(5- @hloﬂo-@%eﬁ%si PR -8 -chloro-4.triflygromethyl-phenyl)-3#-[1.2 3ltriazol-

Xy- y :
Yo d | (3 rH) kept under nltrogen a sol ution of

SOdI TIJUI ?m?id@m&éd (dhdL sfiPed miktUreasf) 1 Jalzloeiﬁgﬂ?iro(éﬂtrlﬂubromethyl-
ition

penzdie, K Bt Xt b o Soolfisilinl, (reclardr St ehen|Pacetonitrie
(0.492 goritaaqpinsethanold(4sini)rkept gindsr hhegeco atsofuten efsadnirgmethoxide
(0. 18§b| gge;ghmrgﬁ{at%v fmlg[é ?&@éidrq‘@uée mg%t Hngﬁ K‘trtﬁF H{{aaa‘ition the
reactiop mlxggems)allqwchtp RaGh fpteaneraivep spanieaepysly and stirring is
then @bﬁﬂﬁ?@d o-Ué?nl)gf;ﬁ |aQV\fo‘b?rm t%ﬁ{déﬂatru?é' CI'%@ f@su?t Gatffon mixture is

dilutefl it v AaRAE ZaHeAsRed Witk Wiyl (4 § £ Pl ciragkover MgSO;
and tvapsratsehmoudd/messwWiitie yi;blbmd dolid3desidge @AY i@l @ .purified by

erystafiisiopTorf o 5Xlue, 85 ichiosameshane ang heapae 41 ¢ s o the tite

compeuing las p¥tetey$9lia3(0-450 g, S@%3ylielkiazdlp. 152.8-153.3°C.

3-(2-Chloro-4-trifluoromethyl-phenyl)-5-(4-methoxy-phenyl)-3H-[1,2,3]triazol-4-ylamine
3)

To an ice-cooled and stirred mixture of 1-azido-2-chloro-4-trifluoromethyl-
benzene (1.00 g, 1 eq) and commercial (4-methoxy-phenyl)-acetonitrile (0.797 g, 1.2
eq) in ethanol (10 ml) kept under nitrogen, a solution of sodium methoxide (0.366 g,
1.5 eq) in ethanol (10 ml) is added drop-wise (20 min). After the addition, the reaction
mixture is allowed to reach room temperature spontaneously and stirring is then
continued overnight at room temperature. The resulting reaction mixture is diluted with
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4-ylamne (2) To an ice-cooled and stirred m xture of
1-azi do-2-chloro-4-trifluoronethyl benzene (0.500 g, 1
weeovand7Eonmer ci al PCT/EP2008/060307
(5-chl or o- 2- et hoxy- phenyl ) -acetonitrile (0.492 g, 1.2
eq) in ethanol (4 m) kept dRder nitrogen, a solution
of sodiumnethoxide (0.1 83 g, 1.5 eq) in ethanol (2
ethyl Ageiste 4i0ica)drépsiac vt 2Rt R XaBOemik ndriedi¥aroNgSOs and
evapc{rbtied Gt@;:tl'rymés@i XT 1hes eyé||©|\mlsldu36d?é_i@ueeeac20r{g)ﬁns purified by flash
erature s eously.and stirring.is the :
chrom ARS8 g D TRESH SRR afhabd e Wit Paz, pirwippetate in
hexanes dotaffond thextile eompodint wetseal whiitehsadidh(Pl32cgt 20% yi@F). M.p. 130.0-
130.7%F) , washed with water (2 x 25 ml), dried over MySO4
“and evaporated to dryness. The yellow solid residue
(0.61 0 g) is purified by crystallization froma

5-(5-@@|§F&Qem@fhosil/fdﬂeﬁwrmtmreﬁcrﬂaﬁmd%bﬁéﬁ\nF—I3H-r11 ,2,3]}Lbiazolt41vlag/nine (4)
f,li e|o g _atnr,\]ﬁ%-Tclotgbeg%ﬁ) @r%_g @ﬂ)%ture Io% ?-asz?dé-g,i—gich?ogogdenfsz(e)noe (0.9,
1 eq)3-a6d- Edvinatevcidt (5idhlarorDmasthonty-phermyl)-hedtob#rie{hodygphe2 eq) in

ethand) 110 BT kepPunder THEB3E0] 3 SoXlBR R%olaitim HRefiBxide (0388 g, 1.5 eq)

in ethanak (1dbd)- is i dsied- droprwie (30 anin) Hitdretheeaddition, th@eeagtion mixture
; ' = h =0 - i 11l ;
is allc(ﬁ)g%d]3§q8?8%6@q§éméérea@tEr‘eanggdrztQg&)ﬁ% f@g%ﬂ?uwggrs fhen cc?ntlnued
overnllghtr:@)tgg:}qm degwenaiuse: bhe Je8HIIRONESATERN d@')@l@%%d@:’te@ with ethyl
aceta’%fqgm Pr;l ,th@ddI@d _dt \_(vitHst{tbb (2 X altjﬁﬂ)j d?_re@lltoovérﬂ_ﬂgsefl;? eﬁ“idn%vatporated to
addi t.i on, action mxture is, all.o o .
dryneSsnihe valnf solitceaiur 40 &25rakis duuled B dvapnRaliah Tioch & mixure
of didwllmommmmwd loanedr ma ght: Bt to méf_fnlru ethget'rtﬁ ﬁor?ﬁolmhe as white solid
A D { I futed w e
(0.48%?2??@'(3%%%?&%."%@ﬁ’é&%\ﬁ IhSWater (2 x 50 m 3/ dried

over MgSO4 and evaporated to dryness. The yellow solid

3-(2-C /sl dord-phéPy@)5-{ £ nRitkd:l - iY)-8 a8 D ST &BUQALARRY (5

usmg - TTica gel and el uti ng. W 0
et hy Tt e:Co0leq anghalimed Taixipe Pft hazidor2-ehibpsulivero-benzene
(0.30?59,817\&g2:temds@d)rinﬁhe(r@iaB%n@ethaﬁ)%phéﬁillwacewrmril91@.309 g, 1.2 eq) in
ethansl (5 gt snser oiTRGET. Aralyin 9L RuTUTEuR (4490 1 5 ea) in
ethandl {3 ) is adadd kaapivige Y1@minge Aflr thie amiditiore -toe oeacticenahixture is
aIIow%é’ 'tgfr %ﬁaﬁéﬁ@g%%ﬁgﬁbd%&éh%&a&oé'% .kéefi%‘?g.n‘?s .(tﬂeﬁ cc?ntinued
overnightcafl gram Aempernatkiye.pheeayiepulivgt waiction |raixture isodilgfed with ethyl
acetafe @), WasHdPRRh atdf (IT%)25 RS, diRdesve M§SEEBndeevaporated to

crynea2n LB S ST FRURCA (a0 SBD.41oh Hlsgbd by s Raromatosraohy
usingt 6@ 12ddheslomsilicahgelr et elutingmvith A0S isshyhtetatsl it bekeaehto afford
the i EETRS 55 4 R8O TBHR: BaTevishl M brie SelieiGig
reaction mxture is diluted wwth ethyl acetate (40
24Dloh| SR8 eh¥nyd-3H.11.2 8800 Glarftbe (8
(0. 850 &) icescqnled pndctisedempdur of 3=azidm4fmeioxy-benzene (0.750
g, 1 e4)ydnyd @omfm&b%m|(@,ﬂ°d\’§hl6?@9héﬁ&%%%éﬁﬂﬁtri_(e 1219, 1.2t&y) in ethanol
(10 rf) 1T S hitrbSes CaP O NHoR SHr EhdiSm® NeltiSoxide (0.408 g, 1.5 eq) in
ethanol (10 ml) is added drop-wise (25 min). After the addition, the reaction mixture is
allowed to reach room temperature spontaneously and stirring is then continued
overnight at room temperature. The resulting reaction mixture is diluted with ethyl
acetate (40 ml), washed with water (2 x 50 ml), dried over MgSO, and evaporated to

dryness. The yellow semisolid residue (0.842 g) is purified by flash chromatography
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(0.480 g, 28%yield). Mp. 153.5-1 54.7C
3-(2-Chl oro-4-fluoro-phenyl)-5-(4-net hoxy-phenyl)-3/-/

WO 2009/029234t hazol - 4-yl am ne (5) To an i ce-cool eRCERP2008/060307
stirred m xture of 1-azido-2-chloro-4-fluoro-benzene
(0.300 g, 1 eq) and conmer cildl

(4- nethox pheny acetonjtrile (O 309 1.2 eqg) in
US'nge@QT&ﬁglm? rﬂ")cak@%ha”ﬂw&&t'”ﬁu WiB glexyo %ﬁhﬂgP%ttaF%H“ gﬁxa”e to afford
the titkepebrpoord Bexi Whité 8olld20.928 1, 54%1)ueld) Rt.bared .6 {(1B39)C

is added drop-wise ( 15 mn). After the addition, the

reaction mxture is allowed to reach roomterrperature
5-(4-Meihnox thedhylrisdxazol-S-yl e H-[d gh Bltnazal-4ovieami

3|t | L?8gé‘n E?Q%rof%d"{aﬁd sﬂ"r’ég fnﬁ‘.?gldé ﬁ;ﬁ% 5%38@ grétﬁgp %éﬂf{io’les(o 59,1
eq) apd cormergial, (%meﬁwweﬂwtaﬁkﬁﬂév@pﬁ%ged 2 q) in ethanol (10
ml) kébtym}&fé‘r m’fFB@erYeé lsewitRANbBSddidm! eetiiigdd g@ 300Q AN 5'éq) in ethanol

e e 1 10 e o

to redutxooen tempefefton'ellspdjrﬁahebMy conipstiridgds teemiabhtinged odlernight at

room gé’@e P, TR ot g@le)a%!?? yhiafd 6%94%1?82‘@”} ethyl acefate (40 mi)

washe@ V@it meate (nyfﬁ@nrmlmedl( &) over MgHOe-andobeaparatedsta drywess. The
yeIIovV‘sgﬁﬂécﬂloolfesi‘dL{%Z%WQ(% @? %‘gﬁMfe’cﬁBﬁq h(&rgmt%ra%h g)sl ing 60-120

conmer ci a acetoni
mesh_ gipicg, gal. andgglu |ﬂgew|iq}3n%(pA>( egm/laﬁgta pt hexgee. to afford the title
compauhdeg@whﬂe%@h@w qaoq 1996l 1618)TRE. pOXBBIS- 1401498 g9, 1.5

eq) in ethanol i s added drop-wise (25 mn).

After the addltlon the reaction mxture is allowed to
2-[5-Aramoh! 4(2dnditkelopepatcnyi@-1$H00P Siteiansi-4-yErd cklora-phegol 8)

t hen o ti g L5t r -

7608 sHHEA. QBRTHNI Yy 3L(5L A6 IThR M-@%}ﬂ%-@A-dlchloro-

resul gnr eaction m xtur uted

phemeltéHaIﬂeZ oaza4- ykaarsuneo(pm\tmuwtdascc@ed & Gampound 44 (0.3 g, 1
eq) |rPY1 Wn?é“tﬁaﬁé“f(g%gt %gofe@l @M"@%ﬁwd Ef’rﬁtr%?{arl\ 9w, a solution of

[esi ur|

borory josRicsy (G phyTbihgaben B Bbohech dishioreEele ey added drop-wise.

Stlrrlr@ u{i lcfb@tmuédil ﬂ;E% ertdmyl @tcet@t &nd Nnorieexue, att ﬁbcﬂf]ftewbérbwre The
compoun 8 e soli E) 428 s 24/ch 3
resultmgpm|>i’t§4e S] 520%|§ 9%g;aln h'ah 7244t bain*4%d She reagent |s gcomposed

upon Sreadmigbt oty mettreanyd| ) (63m()Sfoitewvkdl| by swaterz (8 mi) yThe 2frgdnic layer is

wash@? 'aéag%\tnﬁr’hhg?%lg o%fer %‘ﬁe@ dp\fe%)l\@$ﬁ?%nld§éélx z%t‘ég |@ gcuo to give a
crudelscé@)reéwec(mﬁh%ﬁ%ghwh(dn igeuidivg Q)'hféﬁﬁh 9hre6at@graphwuemg 60-120

meshglg{h?% %enlgané 8Iuﬁﬁé; wngeimnekhWaé&aﬂ@ In l‘?%Q(tangncléraffcirdsthe title
compigt 28 Rl B RAIC O 5037 Vielab i g %ég@ 5 mn).

After the addition, the reaction mxture is allowed to

{1 |- [ tifilorormethvEpnenyviC1 L2 STirids r4 ﬁ%éﬁorophenol
resultlng reaction mxture IS dlluted W|th efhyl

acetq 4Qtrpe sYREBRA tEﬁ Bﬂ@hﬁfrofzznifehﬁ&ﬁﬁen )'3?§ chloro-4-

over 04 an eva orat e ness
trifluoseme Pﬁeﬂlé'é'l?’é'b[@ 3@'9@@ ‘b‘Y'qrﬁ'nﬁurl Py IBiply | asthescribed  as

Compiﬁfn@l'@t(ggi g g}ﬁe?@ &ghlbtrc?rﬂeﬂ?ﬂéh(gl rgl)C@ocﬂéb t&08C and a nitrogen
flow, & 3G, i beran Kbramias (6Bt & g8 ¥t Danbor dRogGhbragietnane is
added gropAise 3-Stirdngd .i@&ontinued for 1 hour at 0°C and one hour at room
temperature. The resulting mixture is cooled again in an ice-salt bath and the reagent
is decomposed upon treatment with methanol (5 ml) followed by water (5 ml). The
organic layer is washed again with (8 ml) water, dried over MgSO, and evaporated in
vacuo, to give a crude solid residue (~0.200 g) which is purified by crystallization from
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2-[5-Am no-1 -(2.4-dichloro-phenyl)-1 HH
, 2. 31t hazol - 4-yl 1- 4-chl or o- phenol (8) To a stirred
WG odoaniam of PCT/EP2008/060307
5- (5- Chl or o- 2- met hoxy- phenyl% 3-(2, 4-di chl orophenyl ) -
3H—[1 2, 3]tr|azol 4-yl ami nd (previously descrlbed as
rrpoud4) (0 %e_le) in dry dichl orongethane o

dichlqgpynethang. 4@ aford tee 4ie rﬂFPQLFng@ﬁ & Pyip'e §0§%l(910i7§r9 37 % yield).
M.p. ooy .67¢Cbronmide (0.1 5 mM, 2 eq) in 5 nm of dry

di chl or onet hane i s added drop-vvi se. Stirring is

continued for 1 hour at O C and one hour at room
3-(2-Fleammed dtifuerometiey! rpfeunivt) 5réd i1 Stdjoxadiszal 6byeph -BHE n

€ and the reagent is deconposed upon
1.2.3¥ab66a SRIHinBR10 thanol (5 m) followed by water

n ) . Toteesredusing icayeopladsolttiae @f gggium methoxlslerdo)158 g, 2.9252
mmow«?@ gﬁeth@hBSgZQ\fﬁﬁ b@gﬁﬂeéaaﬂ 26138@03 atc%d.dtov@cm)hewuaceton.trne
043814 LA LI AL ek et Bopp-nis mehykbenzene (0400 g,
1.950di hied) grel adﬂufij ahdlfnhagltmgdm dthiosphleye.arred edartion mixture is kept at

° ane I e a [ | .
0°C B Tofeant 80, Floted o bltpin"sBOTBEEREE ToBH, BirdogBiyg qemiant.
The rgaztionl ovidure tisi coneandratedhy edgrenyiajerl (3¢ ml), and extracted with
ethylasco%l’t%’t%it(g'nﬁi?b e ombiicLorarnlayed arkPdfedblér RESO., filtered
and eyapgrated . dPRMRrdd pivk\EobedRyi4) 9.32(%2-reasopalance). The crude residue
is puriflddf by esIarRT Eroniiegd hy%w}ek &ilica. éﬂl uwngbwﬁed{)aaluﬂﬁg with 50%

dC

ethyl%fexgat\é: |8uh$e|6 desct hgrquaq?qt@nn%ggtq %rg{)gur@ %ﬁoa geﬁgw solid (0.280

g, 3786 tyielgRnMip. om346 88.0tC 0hCEESbBIRMSt ofi [M-ekf]+dsh0@s13%1.0927 Da.

3%9)6 f y di chl oronet hane i s added
Cale. gp(?gvm Se. Ib (?er\m %gps continued for 1 hour at 0 C and

one hour at roomtenperature. The resulting mxture is

L O ) USRS i !
Abld by wat er (5 rH) The organlc | ayer is washed

agai novd tthirr(ea auhd i¥@cebleddsdiatom \edr d@é@drrawh butOX|de (0.432 g,
ve a cru

3656?"%5) st Ed gﬁgl thlg ?ql)edcgvn&qr%a{ ﬁCQEmNngHenylaceton|tr|Ie
(0.5096 quIQcﬂ%dr mmoll)aaread t-azigbt Difldotdré-ttifltdrenedhyenerreas €0.500 g,

2.4372u %?é éii Q Btz&erga r%ﬁ’ ﬁ&l] eétﬁ?os F%R% é éeﬁea’%ﬁon mixture is
oro tr|f uor one

alloweg tq ﬁ@@@tangoyswprmfmtgmgpratur%( h) and flnaIIy refluxed for 6 h.
The rlés%{t?njgt e8I 4?&{[%8‘ %ecéﬁ@énr%ﬂ—éle?hgay:déﬂe?/a?é}d and extracted with
ethylaz:_eg@t Z(%Ifﬁgp§ mlﬁ 'htq ﬁ%’ﬁ‘@!n g@pnfc Iagg;ﬁ@r,ecé)réqd Qve[zrglvlg§o4 filtered
and e,vépérgmé@dolaaﬁdrd 2-Jdrk pheny ldunerel onaterinl ©.900 4397% mass balance).

. nd.. .

The Gudd b5l 15, BDfiac by clima AVRYRIGAREN VeSSl ge! (230400
meshl.. @60g it 50%;@hak&@etﬁtemﬂaetr&leurm iethgrn tabbtadptfee gtle compound
as a Tﬁﬁt S/@th\ﬁ/'s%‘idn%(?(ﬁ 5%, '@%gﬁadﬁeou@] 99% & 916 58, L@”ES| HRMS of

room tenperat
[M+Hpv showg RBO. RS Q%a@@'icoﬁS il4844é Das nc?eﬁppat ed, added
water (30 m), and extracted with ethyl acetate (3 X

5-(4-5&}@0%@?9})@ n MTFS ﬁé P%Ircr)] %dtn%g?onrlngthlv%eér?vl?gﬁl Hré gﬂrlazcﬁ 4-ylamine
(12)

To a stirred and ice-cooled solution of potassium tert-butoxide (1.728 g,
14.626 mmol) in tert-butanol (50 ml), commercial 4-aminophenylacetonitrile (1.418 g,
10.7258 mmol) and 1-azido-2-fluoro-4-trifluoromethyl-benzene (2.000 g, 9.7507 mmol)
are added under a nitrogen atmosphere and the reaction mixture is allowed to attain




and evaporated, to afford a pink solid (0.74 g, 97%
mass bal ance). The crude residue is purified by colum
wa@ kooooe2egyr aphy over silica gel (230-400 mesh)pPCEEP100$1050307
with 50% 15 et hyl acetate in getrol eum et her, to obtain
the title conpound as a yeII w solid (0. 280 g 37%
yi el dg Mp. 184.6-1 86.1 0C. LC-ESI-HRMS o
Spo”@ﬂ%% I orponp dempegature (¢ h)sﬁﬂd fb@%bﬂéefba(eddw 6 *ﬁ) §he resulting
reactibRNmixtire! - conddmitiated, added water, and extracted with ethylacetate (3 x

100 mlézgle Pp@meoﬁ@ﬁ%n?@h&% Ié‘?’e grge(i g\ge Mlgﬁ;d( Htere]doalad evaporated,

to affetd ar éairkabmbwrcgutmmj/ gdateobl{(3.289 ], mﬁ)%smasm balance). The crude

reSIdLEfstnPgwéB(ng% r%gg&giéﬁ@ﬁﬁv@ |I|b5‘ ?Q%Bd’%@r}ﬂesﬁ) eluting

with 29%56 Ieg:et@tegmsgetm{gum &ilger, to obtaln the t|tIe compound as a light
yeIIovJ- é&ﬂdd@o 206' gonaes é}héldﬁ' Mpbori\%tsfafheeweerm@eﬁmm of [M+H]+

shows g0, 20981 CAIC.Pab d CPELA RS BT tal

spont aneousl y roomterrperature ( 1 h) and finally
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beﬂ]ﬂgﬂlﬁgﬂ_@@ﬂgﬁ(ﬁ_ﬁ X 100 m) The conbi ned orgam c layers

a;fe fg'?%éiﬂ’é%r %H@%&co&eo‘ §6I%ﬂoﬁ'§\‘ ?g@gg%ﬂt(?ﬁfbuﬁremethsyl) phenyl

acetopETIgHALINE G287 b dBTPULA A7 0eNAqTABUEgABIa{D 500 g, 4.0362
mmom;h.ﬁ ometmbaqba iAWersodiunm Orﬁew@lxudeZ%’@séw éoewb)mmol) is added
%ethlac e trol eum et her | q
port'OGb“t"éﬁr?q}dn ethﬁ Wesous tasa E?'” %H’P t%\%&&”%??@“ta”eousy an
stirred Ofct7 @ddglitiod@%o 24 ehadurs Mitp.thisl4efpkrditre C.THeC-fiedktibiRVBixture is

concegﬁ(%te@,;\gléteg gfnd"?nlff?soa&dé@én@%xtrgé{e%- with Serly1 Ledthte B8x 80 mi). The

combgigciorganicd apersraie)washezl withibrioe 416 mi,| driacoonarig Sphefiltered and
concér?trzﬁéh b a%fo?&t n' 6ﬁ%mfb %mﬁgﬁm 3p.Ado), Téadag$t7% Jﬁﬂ? at HPLC).

I ce-cool e tion of S|umtert
M.p. T858 (55 4% 06 Epic RN of FCi sanss 40806AD Da. Caic. 402.064783

Da, deen®ef pp. 4- am nophenyl acetonitrile ( 1 .41 8 g,

10. 7258 mmol ) and

1-azido-2-fluoro-4-trifluoronethyl-benzene (2.000 g,
3-(2-Bu@sRZ-trithwo rpneatiey| autdeg | ebriemeathaxy-pbeeyl )-8t-hidshBHriezalrdylamine
(14) the reaction mxture is allowed to attai nspontaneously

roomtenperature ( 1 hP and finally refluxed for 6 h.

The Fe&ustimedandaes-coaledisalutian pksadiwpemeinaxide (laeeeg, 30.7146
mmoj}%(éﬁ’fethé\ﬁtﬂ %trﬁlf}cﬁf-%‘i’et%hr/brﬁid?/yeée@&ﬁl#ﬂ@ (8. 3’28%%:1 5747 mmol) and
G-

1-azida poiede-GouBaperaLbat=es W 70 s, 204168 withiheis,aged porton
wise aRd ehé ahix{ude 282llgwed Gittaimassmbinarerajure Bpeontansdrisly and refluxed
overngit| THE JeRuRHE LEL Pl eGSR0 3 SRS, and extractec
with etlbonpfercetate 108 mpkj. r Bhe wometied organiodayéns areedtieéd loyer MgSO.,

f|Itere8°£ﬁHD%BHRfﬁtréeé géfidfgé %V%\@Hﬂsh%@ﬂp}_@ﬁgena? (E‘)@p g. 82% mass

balangﬁbv\g%@;;gUQe gesidug. iscRvEfieddy Qolomzzhma@e\vaphm oger silica gel
(230- ﬂJOGJnmesh) eIutan with 15% ethylacetate in hexane to obtain the title compound

as a gr§y3sgAH145§|2401 ytp{uyle?d)d' trH’:tJfolrtljr%E)Sr ity |S¥Iat&§1ang c)naracterlzed is 5-
(4-methoxy-phenyl)-3-(2-methoxy-4-trifluoromethyl-phenyl)-3H-[1,2,3]triazol-4-ylamine
(2.400 g, ~33% yield).
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benzenesul fonam de (13) To a stirred and ice-cool ed

solution of 2-fluoro-4-(trifluoronethyl) phenyl
waewbomtsile ( 1 .066 g, 5.2471 nmol) and PCT/EP2008/060307

4- azi do- benzenesul f onam de &O 800 g, 4.0362 nmol) in

met hanol (50 m), sodium ne

Roxi de (0.3271 g, 6.0543

f or ’adOb tsttu@r@al scﬂétldiwtdfs&ﬂz fltJbrthtﬁﬂ@@foaﬁeihyaphTém) 5 (4 methoxy-

phend EREb ealistEEy el 8T K PAL 11460 o851 £134, Tl yf - annyarous

dichlorometitarts (25 mlr)gaooledl tay ef& Caprd warstezda witrdgdar rflnw (a $6lution of
d I d t t

boror™ t%lbrcgﬁlo% o(ﬁvsfm e so 5' n?ler?géig n‘frﬂgg;)rﬁrgl 31‘* gd;f gphydrous

dICthfgﬁ@tfﬁnqqp§C)addmp drqg—gwge 1 dw ixture: 551 a ofo reach room

tempéﬁéﬂ!’d?'b”s;ﬁﬁﬁé\ﬁed%y QR3fhifat ak@liCis thHeh E8slé8dah iklav ice-salt bath

and tﬁe (@(Cﬁgﬁcﬂfothﬁ EROENLET GREPRPPSHH RPN dEP WisseRfdND fHe10 Ml of
methamol)ardy 10 mipof, Watét.t Aterob rdinystianngiel (% Sodium ehysiroxide Golution (10

ml) Sng%‘g‘glﬁ@gwﬁ% S| o8 1 Rlers %mrﬁréﬁa?a‘{ébd s adiai® with 10%

hydrmhlmmhwqmwmoraeedmttaut@d (wath7 elslogpforn . (874 70 mhplThe combined
organ"i’é‘paé/%rélékéjerlgd i 9rl\f1)g§gt i C}EFéboé \/ﬁbfﬁ@@é@%ﬁoﬁo‘lawd residue

(0. 35&19& dihés jss pfifi %ﬁlvmnncmr@mﬁt@@rm@éw&\tﬂreﬂlIca gel (60-120 mesh)

eluting PRI ar@e@@hw gawslateeinl HERSheOV®N BO ANt 40 hFeligSM.bi 163.5-165.2°C.

Le-Eg kPR 2aPur HiF Shode SRS HRS05 Cats” ﬂ3§%8¢ﬁé§9ﬂrd"eefeq47ppm

or gani c Iayers are dried over MySO4, flltered and

(230T6%Ch m%sﬁaole&'éé‘iut% Wﬁ*bﬂ&d%%@ﬁoﬁ?%‘z@néflo 0450 g, 3.0171
hexane, to obtain the ti npoun
mmol) gng gpramencialogJiuerass- (tr)ilq%?@pthw,)‘g@pnyg,m%tg il c(oa7r§§ g, 3.6205
mmolﬁ;hﬁfﬂ@écﬁutbzéthanﬁl -"'(‘IO zclg and under a nitrogen flow, sodium methoxide

(0.244 §)g 3%%%%?1%@%] Shedit e y]aghl iy En'é)f uoromét Pag-Rs and the

resultingemijture rsbalkowetb td atta @ fdono tempetature spontaneously overnight. The

reactleé r‘g%{i il azg?d Eg%gw‘%enorf %TES residue is dissolyed in dichioromethane

(80 mg¥and the organic solutlon is washed with water (60 ml), brine (60 ml), dried over

MgS@ G‘ﬁelféd@rﬁ@eéabéﬂaftédiP*-Pg?t'hﬁé cRiRMEsld tfé(s“p Fé@iody/é‘l?/@fblllzatlon

fom § bty o iR RIa0e 21 RERPISWER Fies. (51T Te. il sgmpound

as a yallow 86lidol. 5UOC§2r5%rvléld¢gﬂrp f162M6- 1@5@@&@&'%%% [M+H]+

shows o5 0% B CalecAporGree e B BTk op-w s, The.

m xture is allowed to reach roomtenperature

decohpd® &iregoseluion-ali >62-Auara- A JFiflgpromte Ayl enyl)-3-(4-methoxy-

phen}VT)“—BPﬁMOQ 3pASzdIU-Planfihe W1 6Y - (0“450”95 2774t ififioNd. in 1@Xhydrous
m h xi de sol ytio

dlchlorome%aneyg{g mISj cooleg to n78(C and under a nitrogen flow, a solution of
boron ftribromide (2.240 g, ~0.84 ml, 89418 mmol) in 5 ml of anhydrous
dichloromethane is added drop-wise. The mixture is allowed to reach room
temperature spontaneously overnight and it is then cooled again in an ice-salt bath
and the excess of the reagent is decomposed upon drop-wise addition of 10 ml of
methanol and 10 ml of water. After 10 min stirring, 10% sodium hydroxide solution (15
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m) is added and the aqueous | ayer, once separated, is
acidified with 10% hydrochloric acid solution and
wexdmwackesl with chloroform (3 x 70 m). The cop®i/REI08/060307
organic layers are dried over MySH, filtered and
evaporated to afford a sol i ¢1r esi due (0.350 9). ThIS
urified by colunm chromat ography over silica

ml) '%6@3(19@03'&%3“)9 AHEONS @Neh 1¥%eetSePRraled: d?eap'ﬁ'f'ed with  10%
hydrohﬁboai@eaéla Sol tbrg and W%titictddl withMetilorolfédn %3 1x 89. &0. The combined

organé%@_ygé%g Méﬁgd og/g(/wlgﬁé ?lﬁ%;ﬁos ang evaporate(ﬁ‘o afford a solid residue
(0.386-g, B&% ugpeld; 8% F1%| pureoate HRALG)pMepy 1Y 632-( 47 138€h &S EFREIRMS of
M+HW S Lﬂov?ié pég 0Boadhe ]d%é‘lézﬂig Q§E§§§"P"ée de¥bla 4 DA

solu ret’hoxy-
(0. 450 g, 3.01 7 1 mmol) and commerci a

5-(4- (?hlBFdi henyh-Gt LA LR IRTUYSHE heAgI§IPR| 1.2 i3 tfiaf8-43fmine
3. EZUS mm:) i N absol ut e e% ﬁanol § tIU %I) nd_under

(18) a nitrogen fl ow, sodi um nmet hoxide (0.2445 g, 4 5257
mol Toianstiped landeiceticoaleal sélbtion Jof ispdachl ecetbridewi0szo6 g, 5.4848

rof I8 S G5t Gt ChBHER A, EA 8B, [£BD o, 40222
mmoljri antcurieazido A+Bponoad -4vifl uordmeitiey | dsinizane edl. do@ d,s3.6565 mmol) are
adde&“d;ftﬁ%t‘{ efiskn 'ﬁdeﬁnggéﬁﬁfﬁtrﬁ‘&ﬂﬁe(lgog% é‘”t‘é Yé‘aecho é%é‘@ temperature

tron 1s was
spontgneaus!y@rermgetu conggnteated Anua@ia @&%wqte& )d eﬁnagted with

ethylétfe‘t)@t@ (Bexs '80Urﬂl)l FheWonhbired *@)Yg@lﬁlli?ré)%rbla?étdr{@r? Mérnlvlgsm filtered
m e e

I
and epaiied o ANofd & TegrauanacsDed DAl G THG ey Balghel, This crude
materss % yueifiddl .byMeg@umbcdnroniat6grapBy d»@r%ﬁilc—al-WE{ZGO 400+-Hiesh) eluting

with @P‘@hﬁgg’etﬁteo%spa?ole%l gt‘ne?qg optIRRE R ccg'ﬁﬁfourq)d 4s an off-white

solid 40@0Am mH%- yigld)l ddipo- 169.91110udiCo meCHyS-DRAY | 9f- fM+H]+ shows
357.0({)5]36335.*@&@! 397 08881 PR eky(Uponho @ stirred sol ution

5-(2-fluoro-4-trifluoronethyl-phenyl)-3-(4-net hoxyphen
3-(2-Bllidro- $1tnﬂudrbme2hﬁ1ﬂmw544 yifarsromeltidiy- rﬂﬁbr'%m/gv[; 2,3ltriazol-4-

lamife 4 mol ) 1 n anhydrous dichloronmethane ( 15
ya_e to -78C and under a nitrogen flow, a solution
of bbo@nstinrédaori ide-dodlet¥Solgtion @f 8éddm nBethdti@eni®i?96 g, 5.4848

mmolgﬂ] %emargl (%Wﬂqc‘&ﬁﬁngﬁcﬁﬁo ﬁf@é@ﬂ{é?hb%g@ﬁgﬁﬂaceton|tr|Ie (0.809 g,

4. 022t2elwmsﬂhaud d -sgdatZfeeigstyriiuaspriegm -tengene (Pg'50h@n3.6565 mmol)
are 28664 %rﬁ&@'\/\ﬂsé NTRE réﬁ@no?ﬁmlxtﬁ?é hs %ﬂgwbaeco%%ﬁsroef’n Eélﬁperature

ea t IS Osedu W Sse |t|0n0
SPONG G H AR B GRSl S0t SHIEED WS <311 frgeted with
ethylddgtateq@i XJBOhMt}r Tk anssihed Idbglarﬁlclé'vyér)s dre dribdiedvernidgBian, filtered

and ORBER R B A PP SOR v (PPl GfpifnbSs Bafbnce). This

crudechniaterdsl o8 ppufiBed HOcotiumn Theorsatography oveyasilica igal €230-400 mesh)

elutlngr\/ﬁtﬁjg%egthgré%%t ] e?@éetr%{édfr@%g%rafaj%@‘éﬁpf?{eaﬁt%dg&ago nd as an off-

white sefig (Q49Ar8.G33%Nigld).- Mep- 43¢ 21349y 6LeES] H%Pésdﬁ ['V|+H]+ shows

407 0¥t GIevs02094 985 6Dy Cabpm. 339. 086898 Da, dev.
4 ppm
5 (4 Chl or o- phenyl )-3-(2-fluoro-4-trifluoronethyl -phen

4-[5-Arhino31 42 4-gichidr&bhbayl 1Ay P Bitrineol-4-yl]-benzonitrile (20)

To a stirred and ice-cooled solution of sodium methoxide (0.388 g, 7.1802
mmol) in methanol (30 ml), 4-cyanophenylacetonitrile (0.817 g, 5.7442 mmol) and 1-
azido-2,4-dichloro-benzene (0.900 g, 4.7868 mmol) are added portion wise under a
nitrogen atmosphere. The reaction mixture is allowed to attain room temperature
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(18) To a stirred and ice-cool ed solution of sodium

nmet hoxi de (0.296 g, 5.4848 mmol) in nethanol (25 m),
waeeommieral 4-chl orobenzyl cyanide (0.61 0 g, BECODEER08/060307

mml ) and 1-azido-2-fluoro-4-trifluoronethyl-benzene

(0.750 g, 3.6565 mol) are ddded portion w se. The

reaction mxture is allowed to reach roomtenperature

SPoNtgpBAYSiHeRNRININGy EPRSIHEATed oifc ¥REY Gt A0S Walen Anch@xtracted with

ethylal@itzﬁé (3ami0(exmy Meedomtriede@@ah&ﬁ@yatsear(e%n@ceevm MgSQ,, filtered
ers are r.l, e

and ldPoftER A Hive PRl B sNio 8¢ (2425 4 60% woags palance).

This ¢rutle. a@denipl 1929anfeess by atcunme) chrﬁmaiognaphw oredresilicd ges (230-400

mesh?%% Hgoglthbcﬁélé’ﬂﬁn??%ﬂé% EQ% u}‘r% % b&% IarfSPd @& title compound

as a yrltovopelit@¢hirg, 2950 dHﬁ'd) G- E@HHRM& @foﬁhvﬂfUﬂMdeHsN%ﬁ% 0319 Da.

Calc. <3f3t) owstz% I§é’|dlé3l/ (107 pMh.9, 26%yield). Mp. 169.9-1
C. ESI - HRVB of [ MrH + shows 357.051 6 Da.

Calc 357 05301 1 Da, dev. -4 ppm
4-[5-Anind- H(2:ehipré-4-triffubvometist-birbnyind k[ 1), 2 3itlidzdlr4 1] uwdienoe (21)

ot r Fol Set b o SR RE Lo b fapneiihag ta fethoxy-
phenyIp3£hi6 .3y 3]t6az@4Bylanting i(3) mét.BBAOIG, (25719, nveteriei @nhydrous
dichlojbg%%afr{rﬁig% 'Fﬁlg,geédlbaht%nyf@@ebﬁa'drfdérea (fir&h 9ow, a solution of

borony tebrogride - (1149 9.t 38 Ponde APR3pETRehan( 30750 gf anhydrous

dichlctofleéfarigToik) a@ﬁ@dat‘dﬁéﬁ-vﬂ@é“m Wns@ureThe BREWEH O reach room
to.reach roomte

tempd s ashaaneo L PO TSR AR tnePeESqIS iy In 2gqicg-salt bath
and thatexcesaraf tbet reageatl |9N|dtabompbyda@axpjoat erop3wise8additipn of 10 ml of

i [ r . .
meth%rﬁﬁta(eh(rag@ g)fg\z/ag%grﬁg a)()er{n gtirﬁog '18‘9 ér)o(\gv\%ms xide solution (20
ml) isestided and trwsfacweogls%aws Qrmear&e@)arated; slScrag@ea‘led with 10%
hydro@ﬁFo‘?l"c' d's%lmﬂiHH fah&%%ﬁéécf&i With &hb@f@ﬁnﬁ’gfs@?% e e'“I'he combined

['ica LHSH 400 nesh) elutlngvvlth % et hyl acet at e
Orgaﬂ'% l3ysrs cﬁré e ﬁé?r Mgﬁ‘afbtﬂﬁﬁﬁaq R dt@‘fqp@r@@ﬁ’p@uﬁﬁ%’saaﬁp“d grey
residud (0\80(09 8abi die(d) 90478, puse %t LT, M. M 061-482.2CL LC-ESI-HRMS

ol o T

-(2, 4-di chl or o- phenyl) 1 HH

802-]}&@ §t|rr¢d ﬁ@ﬂ h@@rgpol@g(;squon of 2- aZ|do 1,5d|chloro '3- |odo benzene
(0.508- g?yﬁ@QQBerﬂm@p%henAIrﬁéthsx&& |a7ce%m’@'n|8 %22 |1)91mﬂ mmol) in

Oro enze
absoliies Shaoh i i o Roem I Tgh Hr o ra%nﬁewﬁrw 9 g, 2.3892
mmoI)l'he absaluité Gthanolt @r enl) & aUHeMobM|aéta1mth@mture is allowed to

reach, SR Blie SRR BBREFole By SUPLRM) TRECRRDIEB. fackBp gricture is
evaporateg antl) theTgemayresidde of0geti @, | H% smase kehlaree)oisepurified by
CO|UHW§%I‘T]J’[6¢%I%B9%V%PQAI é@%@ %(50?;0%% Vﬁ?utﬂwch\?ﬁthpbf S ethyl acetate

mass
in heéarmjetomtam the fide ﬁemmuaé &Y ackyiowih selitt ¢y 8ot aHMo yield). M.p.
72.5-P3 8PCSILI0-EBI-9IME280{MPP+ shows 460.9425 Da. Calc. 460.943317 Da,

dev. -1.8 ppm.

5-(4-Chloro-2-trifluoromethyl-phenyl)-3-(4-methoxy-phenyl)-3H-[1,2 3]triazol-4-ylamine
(23)

To a stirred and ice-cooled solution of 1-azido-4-methoxy-benzene (0.500
g, 3.3523 mmol) and 4-chloro-2-(trifluoromethyl)phenylacetonitriie (1.104 g, 5.0284
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mesh) eluting with 20% et hyl acetate in petrol eum
ether, to afford the title conpound as a yellow solid
W@ 000450208 29% yi el d). LC ESI-HRVMS of [ MtH] + SPOIVMEP2008/060307
330.031 9 Da. Calc. 330.031_326 Da, dev. 1.7 ppm
4-[5-Am no-1 (2 chl oro- 4- t|2|3fluororrethyl phenyl)-1
HH A6 2, 31t hazol - g/l 1-phenol (21 ) Tg a stirred
mmolg #) gbeq}Hteoethanol (15 ml), ‘an ice-cooled solution of sodium methoxide (0.217

g, 4. (12262rnﬁ’fdlplhoatﬂedlmteféth§|r@1r(8t m)lis plaeed! Jrop-viide Wh@@ésllﬂh@@ reaction
azo

mixtuly s eviorAecaitl M fidie 1t SPiNed I ohethyenfyorrids 4 washed
with water, 18D eadded mver I\@S\(Dx rfitigesd Bhdwvaposadiedito afort ~b@Sanof crude

materﬁ% % Baﬂﬁﬁiﬁﬁ %H& PAR erlaﬁIr |§?)Hmled S/ érg%t%ﬁ zgﬂBh)frdrﬁ‘ methylene

rous ororre ane i
chlorigie @ng mtm4eum§taen é@\/@btal@th%%ﬁcﬁﬁwmmr@tﬂm@“d (1.05g, 83%
yield)SRQTY. anseusi g0 ouer NCIBS|-MRMSt of MR SROVEd3ERBY M i Da. Calc.
%2 é salt %géh and the excess of the reagent is
369.0, 8%’3@5 P ®p-wi se addition of 10 m of
met hanol and 10 nl of water. After 10 mn stlrrlng

5- (2,&@%?&?@@%5\92&%* ng% f
hydr bard etiired aacnoUIc@ectonle@rsob,ﬁ@neaft ﬂazcdm4wneﬂhoxy benzene (1.000

g, 6. 7@‘1’69@ @déﬁo@ 44di @%’? br?erﬂ{‘%rcggimﬁ' ?g‘v ?g't(g(?fiaﬁﬁ?ﬁcﬁ) in absolute
ethangf {2} H")a anbiCeropies spluisipR @k SPQ'%@On@thOB'ﬁ%(Qrﬁél?dg 10.0569 mmol)

in ab§8|ufe7°étlﬁ’élrﬁ<ﬂ (31'[0 Hﬁ}s-@ -addeRl. didb-Wisel 6Pnd Geslifin SﬂeaUﬁiB@ mixture is

evapciraéc{[\)%ﬁ% the res uel dlssolveé)a in mc%ylene c%lor|d7e3a4nd waeheg with water,

brine 3diied 4vEr didS0Q-fitared @ndhevagdorated( - aﬁbr’dox:;’/gob’eowd)e Bterial as

browmgh sghg’lﬁgg %tefayl %ﬂ%é@fég@%lﬁzaﬁ rfrr&q rﬂ@ﬁ‘uylene chloride and

i ce-cool e ron

petrolesmigtiter oioootainoihe- titeneemeoynd sstrgwnis@iand . gl #84nyield). M.p.
152- 1%6@@%@@@whWWqWH]hesK&v§%og 10]469I1:)a1‘bdm°h®3 185742 Da,

absol ute ethanol (6 m), "an ice-cool ed solution of
dev. -SHPRMr met hoxi de (0.1 29 g, 2.3892 nmol) in absol ute
et hanol (4 rr1) i s added drop-wi se and the m xture is

L 3PS ﬁrlazoly4 ylamine (25)
evapﬁoa&* etirraddartdwmegmuigd rsetutnmeof( 0-azib-4; m&thb%y-rmazene (1.000

6. Mb%ﬁ‘r’c}l) %ﬁ? ?Eqé%ﬁ f@éﬁé} %'hgﬂp 5&&8%@3"1 %F@/g OYﬁgfoseg mmol) in

silic W th

absolatﬁeet@aaol d nekane, Iceﬁoe@aaﬁqhuttcneoi sadiemcpaexite €5435 g, 8.0455
mmol?r@%sél‘aké @tr{a(ho@z?o Shnl) 350%’Qié{é@|d@'6p Wik Tﬁ@r@su?t%&%actlon mixture

is evma%gm 7t 9ar s&@.@ Ts S%% eﬁlpm me%hylene cﬁlorlde and washed with

waterb tritreCliriedoovert MdS@grfieédydndoleeapbnatéd (16-aredrdox¥.2pgeof crude

matert s Biio sPO; TR oreiel il BBt oy Silicolip o etnyiene

chlorigie .a@Dpetrolaugbedenntol dbtaindthe title compound as yellowish solid (1.42 g,

66% i %‘?} WM P %ggtgyé h%?fEEBég Hi}{i‘g [ﬁ@ﬂ@] %M\Aéé %1@ 01745 Da. Calc.

319. 0i7§é93%éﬁ &@Vs?-8tIPBR of sodi um net hoxi de (0.21 7 g,
4.0228 mol ) |n absol ute ethanol (8 nm) is added

5-(3. £ D S ShenyEa (EHethbRg phER%) 51 2 3ltriazol-4-ylamine (26)

To a stirred and ice-cooled solution of 1-azido-4-methoxy-benzene (2.000
g, 13.4090 mmol) and 3,4-dichlorophenylacetonitrilie (2.994 g, 16.0909 mmol) in
absolute ethanol (30 ml), an ice-cooled solution of sodium methoxide (1.087 g,
20.1136 mmol) in absolute ethanol (20 ml) is added drop-wise. The resulting reaction
mixture is evaporated and the residue is dissolved in methylene chloride and
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m xture is evaporated and the residue is dissolved in

nmet hyl ene chl ori de and washed with water, brine, dried
wo@@p/o0MEM, filtered and evaporated to affor dPET/EPRBS/ap0307

of crude material as brownish solid. This material is

purified by crystallization 28 om et hyl ene chl ori de

and petroleumether, to obtain . the title conpound

washggd M‘ﬁ‘ walier goying, drigd gveghlgSHe filfpredapd evggorated dg afford ~4.59
of crife mdtemsl aé*lﬂk@/vﬁfsh[édﬂk!l Trasonatedal i plrite®dy Ebeallization from

methger(m% cﬁ?oﬂd?al qﬂﬂ Begﬂlghlm ?3?0 f ) %t@ﬁbw tbt}?eﬁglmpogpg‘af reddish solid

(1.536 23, BLh ivied0). -M-py 1 189,91 90 2L TE-ESEHRMEdofaihdiH]+ shows 335.0483

R T R e e

acetonitrile ( 1 .27 g, 8.0455 nmol) in absolute
5-(4-ChIBARNOLA RS- dﬁehvl)ﬁglm ﬁfé‘tﬁ&@) Seers)-9HL [ SftrisAfidglamine (27)

R e s R L

g, 13M09Qmemob an@pmmn@cuahmmh&)roezsﬂm piserdil sscateritrilen(2.729 g,
t

16,0985, Bo YRl  BHankT SO0 aMh; " Bpoidh 3Butigho B soaium

methexidel d 1 r@@t7eg| 20.1486bnowi) shaksdluie. ethainsl (20 erl) & aflded drop-wise.

The r@é‘%lhﬁ%‘? #ﬁbn%m 'i%'e?/%bbgﬁea raﬂ@‘tﬁétrgé’ipﬁg% Grélserv’g@% methylene

CthFIQe@m y@phég @It%t wgtprg bringoslgied oyer Ma3Ps, fgt@?qu ggdoryaporated to
afford—C4F33b iR def mbbértdl tass bawmisi® Solid 0FRisDerudeapodudd® purified by

coluniy A GRAY [ K B a5 % St st hewaRp: ip.0ftajn the ttle
compeund , & 3lybkawl satidy (Gidt0eg, (35}5%'0_/Ield$t M.ped4a19d149.5°C. LC-ESI-
HRM%ZWQP’@?@&%%'S*"(F‘%@%% GBI P10 TR PR SRR 8o
acetonitrile ( 1 .758 g, 10.0569 mmol) in absolute
@anol ( 15 nl), an ice-cooled solution of sodium

met hoxi de (0.435 g, 8.0455 mol ) in absol ute ethanol (
B'°'°9!?ailr’r°‘)° V&Y added drop-w se. The resulting reaction

m ﬂ] W Bid éx@?ﬂgl@om@tmﬁtutaMmﬁhglarn@?mfumld -Bypei nscscohRQgi kgteptors by
ne e C or| sned w Il
comeffiod*} 6B T o B Shel R0 R £ 4785 “2pid 26y v ftermined

usingofAChR @& neeeptorshetesologouslystxpsessedl mDhempmt/eewaloacytes.

pur i i’h %Efn&ély%?énlt tﬁﬁhgﬁqhérﬂ@ﬁﬁ@tﬁ Fﬁgﬁn& fu,é’g hﬁje%sured using

e title co
convqrépna{,\,t\gcpreﬁgtrqgie(vqtagqazclgmpsg%l YA RAR . a7|vp@rrer1t;s5wgre activated by

apply?@ §L@sei‘r6f %bnlﬂ%n%mh?@ﬂl%oﬁh@% BePAGHR 2 DBxpledkihg oocyte.

In br@f( §hﬁ BPE}ﬁtleér &’eﬁﬁeﬁgﬂ"Fds n 4gnﬁW6Q'99pﬁBﬁmer%/a'7d r gontinuously
superfusedilivitiaznl Odeyte Ringer (BR) sdlatian $ontdieilgB0dmM &ra@10? dmM KCl,

2.5 mif G M fidte 280 5 aRLARRES ATt 19 7 e s oggytes were
clampggd 26 -0Q08Vrangd ruirentsbwerea: ieduwseldabylapP®0ngr20, s gulses of 100 uM
acetyEc‘ém%hﬁ%%(g@é%h?ﬁ%'cﬂ@ %Fﬁﬂf@rb‘ ano{ﬂ@?lﬂdﬁe( é'etgl%ﬁél Jge applications

bsolute et
were dr dpinytese during weigh the@acytast were washed W|th OR. The first three

applications were control applications to insure a constant response level of 100 uM
acetylcholine. For the subsequent 8 test applications, increasing concentrations
(0.01-31.6 pM) of either Compound 1 or Compound 3 was applied 30 s before and
during the acetylcholine (100 uM) application, which caused a robust increase in the
acetylcholine-induced current amplitude.

The positive modulation in the presence of Compound 1 and Compound 3
was calculated as (test-control)/control x 100% and the concentration response curve



m xture is evaporated and the residue is dissolved in
nmet hyl ene chl ori de andwashed with water, brine, dried
wo@p/o0MEM, filtered and evaporated to affor dPEHEB20g8/060307
of crude material as bromnish solid. This material is
purified by crystallization 5ron1nethy|ene chloride
etroleumether, to obtain the title conpound
for thpe%e?g\fe gr@gqu&pt(orlwagg‘gte@ tosthg, §|gg]q4gal Imlﬁtlc B99ayon: b— Imax /(1 +
(EC5OAC&Q§OUMT} Sleé?é/SmgI rédfeb&mssﬂ@w%aﬂwlﬂa% of the control

respoiSea G & 015 SPTGONR Lo 909 % Rell LGP JRERGRSE g 1 is the
slope-aoeffi@er@81t hazol - 4-yl anine (27) To a stirred and

i ce- g@'ﬁf&@ﬁ%gﬁo@@o Q/Fa ulasaféP h%dm{d”?@ﬁdb@{%%%nd 3 are 4.9 uM

and {Z g, oﬁe@}pQCWQJbr Whﬁl’%ﬂh?ylﬂ)e dﬁz@t‘(ﬁww ifpe maximad rgodulgtion of the
contchJ6 r88§S6hg80 ke | BeAYS OAnd esE3Raney @&Qpﬁhhd an and Compound 3,
e- cooled sol ution of sodi um nethoxide ( 1 7 0,

respeg valy136 mmol) in absolute ethanol (20 ni) is added
drop-wi se. The resulting reaction mxture is
evaporated and the residue is dissolved in nethylene
chloride and washed with water, brine, dried over
MySO4, filtered and evaporated to afford -4.3 g of
crude material as brownish solid. This crude product
is purified by 15 col unm chromat ography eluting with
25-35% et hyl acetate in hexane, to obtain the title
conpound as a yellow solid (0.1 40 g, 3.25%yield).
Mp. 147.9-1 49.5C. LC ESI HRMS of [ MtH] + shows 3
19.0779 Da. Calc. 3 19.0761 92 Da, dev. 5.4 ppm
Exanpl e 2 20 Biological Activity In this exanple the
positive nodul ation of wild-type nAChR a7 receptors by
Conmpound 1 (Figs. 1A and 1B) and Conpound 3 (Figs. 2A
and 2B) was determ ned using nAChR a7 receptors
het er ol ogously expressed in Xenopus | aevis oocytes.
The el ectrical current through the nAChR a7 channe
was measured using 25 conventional two-el ectrode
vol tage clanp and nAChR a7 currents were activated by
appl yi ng pul ses of agoni st-containing solution onto
t he nAChR a7 expressing oocyte. In brief, the oocytes
were placed in a recordi ng chanbers and conti nuously
superfused with an Cocyte Ringer (OR) solution
containing 90 MM NaCl, 2.5 nMKCl, 2.5 mMCaCl 2, 1 nM
MyCl 2 and 5 mM HEPES (pH adjusted to 7.4). The oocytes
were 30 clanped at -60 nV and currents were induced by
appl ying 20 s pul ses of 100 mM acetyl chol i ne di ssol ved
in OR The intervals between the acetyl choline
applications were 5 mnutes, during which the oocytes
were washed with OR The first three applications were
control applications to insure a constant response
| evel of 100 nM acetyl choline. For the subsequent 8
test applications, increasing concentrations 35
(0.01-31 .6 MM of either Conpound 1 or Conpound 3 was
applied 30 s before and
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during the acetylcholine ( 100 mM application, which
caused a robust increase in the acetyl choline-induced
waeeowen27anpl i tude. The positive nodul ati on i nPCTEP2008/060307
presence of Conpound 1 and Cgnpound 3 was cal cul at ed
as (test-control )/control £6100% and t he
ncentrati on response curvefor this positive

CLA"ﬁ%dul ation was fitted to the signoidal |ogistic

equation: I = Ilmax /(1 + (EC50/[connpound])n) , where

| max, rgpr nts the maxi mal modul atiopn of the control

r eopbriSd £ ahpeels GerlBln EenrBraticBPCEativg a ha t

maxi mal response, and n is the slope coefficient. The

cal cul ated ECRD val uesNfad Conpound 1 and Conpound 3

are 4.9 nmM and L. (v e¥pect rve y.1 whereas the

| max-val ues §s ' o d Ui %f t he 08 trol

responses are b and (563% gonpound 1Vand

Conpound 3, respectivel)N.CLAI M5™1. RA 1,2,3-triazole

derivative representéd by Rornula | a stereoi soner

thereof or a mxture of its stereoisoners, or a

pharmaceutically acceptable salt thereof, wherein one

of X8 SiRrerisomnyr doermaf @ ahdMiKeret KEr itsf Steregigpmers, or a
pharm &6EaRaN éc@b;ftBbleaéait Reredfn@epANAent |y of each other,

represent hydrogen or alkyl; RlL, R2, R3, R4 and R5,

i ndependent|ly of each other, represent a substituent

sel echeof X and KieegresgptcGnandt i ng of hydrogen, al kyl,

hal othet&%p&rgngﬁéwy(l,,r?érrqls%%o,(lorret hoxy, cyano, al koxy,

hydr oXy, am no, L/ -(al'kyl-carbonyl)-am no, sulfanoyl

and oxadi azolyl; and Y represents an aryl or

het ego IR | .

2 Ry R oL} B e D Tapre il g RIgHRbualkyl

stereoi sonmer thereof or a mxture of its

st er ROi RYIRT, R* and R® phdepasderitiycal dacraotrep! @preésertld substituent

h rfeof, Wherein one of . X apd X/ re rese ts C]; apdr
selecl(f Fole (M8 ool Snsisuigy, BLehieyorfRs B, Shato, “iuorometny,
trifluotorpethoxyj ayahe alkoxyabydrexyf amirtd)e-(alkgl-cdrbohygl)+aenihe 2 sulfamoyl
and o§?afa§5%ia§ﬂmr thereof or a mxture of its

stereor'sonmers, or a pharmaceutically acceptable salt

thereof, wherein R and R', independently of each

ot hey, résRE88BNanNYRYI0@R Nheferdaiy | grofip: séfRted from phenyl and
, 1,2, 3-triazole derivative of any one of clains 1-3, a
isoxago¥l eoi somer thereof or a mixture of its

stereoi soners, or a pharmaceutically acceptable salt

of - c2olst s e cditivelive eIl Ay 2 SEERERARF dhgreot or

mixturehof disosipreisynets, my afphlaynirogeticallyl &sdeptatde salt thereof, wherein
p RO i f f 'éE H
one df M BHINCTEL e G HBIOTBIRR L C e sl .

I oxy, Kk

3. The 1,2,3-triazole derivative of either one of claims 1-2, a sterecisomer
thereof or a mixture of its stereoisomers, or a pharmaceutically acceptable salt
thereof, wherein R" and R”, independently of each other, represent hydrogen or alkyl.

4. The 1,2,3-triazole derivative of any one of claims 1-3, a stereoisomer
thereof or a mixture of its stereoisomers, or a pharmaceutically acceptable salt
thereof, wherein R', R?, R®, R* and R’ independently of each other, represent a
substituent selected from the group consisting of hydrogen, alkyl, halo, trifluoromethyl,



10

15

20

25

30

35

and oxadiazolyl. 5 . The 1,2,3-triazole derivative of

any one of clains 1-4, a stereoi soner thereof or a
worRoovnIe7of its stereoi soners, or a phar maceut PCEEP2008/060307

acceptabl e salt thereof, wherein Y represents an aryl

or heteroaryl group sel ect ed/from phenyl and

i soxazolyl. 6 . The 1,2 3-triazole derivative of cla
trifluofom@ioxy; cyano, alkoxy, hydroxy, amino, N-(alkyl-carbonyl)- amlno sulfamoyl

and o&aﬂ%,zé}yn chl or o- phenyl) - 5- (4- met hoxy- phenyl )-3/-/-[1
2, 3] thazol - 4-yl am ne;

5 (5 Chl or o- 2- et hoxy- phenyl )-3-(2-chloro-4-trifl uorom
et hy5 ﬂThen‘yIZ)Ii Blazole terizadje lodzvly- dng lcdndlaies 1-4, a stereoisomer

thereg‘F Bf( o; %sﬁé}%[&ﬁ’r@f% Wegybﬁa%éc‘éu'ﬁﬁélﬁp)%ceﬁt%ble salt

thereg?, (HhetRing e@rmn’ﬁ@@n pwéw|hetguxa2yl4gr@u1@rﬁeie@egﬁé¢m|ghenyl and

isoxa2dlvl.-[1 , 2, 3]thazol -4- yl am ne;
3- YZ Chloro 4- quoro phenyl) - 5- (4- met hoxy- phenyl ) -3/ -/

-[1 ,2,3]thazol -4- yl am ne;
52( %6 :mﬁzb am,smzlami_ermyelri)/asve( éf cretrhaxwhidreiy| ) - 3/-/-[ 1
zal 1.4- ne; . .
- avRera ke Ban (S ristomprrereaUab U2 pliaagicg-yiamine
1 , 2545iCliewm-24methoayripheny)-3-&-gnorm4dtrifluoromethyl-phenyl)-3H-
henyl)-1 H[1
1, 23]tg§§f ﬁg%lﬂ%o p}l ezyczﬂ or o- |[ohenol 2-[ 5- Am
#HeSroun- {’frtf' yerepstey HNeyheim4-matheky- mhenyl) -3H-
[1 23£taa§a>lwyaa?¢ﬁuhe4 yl']-4- chloro-phenol;
) 4§3 é§ﬁ|ggoogtrr@'eg/b‘égr ﬁwg)‘%gz%‘ d”L[yh@ro phenyIE3H-[1,2 ltriazol-4-

ylamlné,, 3]t hazol -4-ylam ne; L/-{4-[5-Anm no-1

% (P ot grfh{o'fb‘%gﬂ‘i %Y (4 RIS Herﬁ'ﬂ)L%H-m 2 3]triazol-4-

t'riazo ACSt amYd
ylam|5e(4 Am no- phenyl ) - 3- ( 2- fI uoro 4-tri fI uor onet hyl - pheny

| ) 35 ,&md @)loh?or%lﬁﬂ"éi‘ﬁﬂ)' 3- §4 trr?(e%tﬁﬁ%}gﬁhen 3412, 3]tn§rI |Z jl irlayrlnlne

* S hadenon- W?Py|)*§e§5z@}$§%1'$@{@%gieaéf¥ 3PS
am|ne’3 (2-Fluoro-4-trifluoromnethyl - phenyl)-5-(4-met hoxy- phe

") 3 ok 112 AT RDAEHU RT3 31 8e SR henioo-heno
32{[Mmho41- -2 hloptrdnmifluoromethyl-phenyl)-1H-[1,2,3]triazol-4-yl]- 4-
chIoro-phenoI;
3-(2-Fluoro-4-trifluoromethyl-phenyl)-5-(4-[1,3,4]Joxadiazol-2-yl-phenyl)-3H-
[1,2,3]triazol-4-ylamine;
N-{4-[5-Amino-1-(2-fluoro-4-trifluoromethyl-phenyl)-1H-[1,2,3]triazol-4-yl]-
phenyl}-acetamide;
5-(4-Amino-phenyl)-3-(2-fluoro-4-trifluoromethyl-phenyl)-3H-[1,2,3]triazol-4-
ylamine;
4-[5-Amino-4-(2-fluoro-4-trifluoromethyl-phenyl)-[1,2,3]triazol-1-yl]-
benzenesulfonamide;
3-(2-Fluoro-4-trifluoromethyl-phenyl)-5-(4-methoxy-phenyl)-3H-
[1,2,3]triazol-4-ylamine;
4-[5-Amino-1-(2-fluoro-4-trifluoromethyl-phenyl)-1H-[1,2,3]triazol-4-yl]-
phenol;
5-(2-Fluoro-4-trifluoromethyl-phenyl)-3-(4-methoxy-phenyl)-3H-
[1,2,3]triazol-4-ylamine;
4-[5-Amino-4-(2-fluoro-4-trifluoromethyl-phenyl)-[1,2,3]triazol-1-yl]-phenol;



10

15

20

25

30

35

5-(2-Fluoro-4-trifluoronethyl - phenyl) - 3- (4-met hoxy- phe
nyl)-3H [ 1 ,2,3]thazol -4-yl am ne;
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é%g%zelfrug)rq lpﬂ@ﬂgl'?%-goﬁ] thoxy, %he 3 ;W#ﬁezﬁg]tn? ol-4ylamine;
[1 94243hlpyaa4 dluoko- pppawq)&e? t[ﬁ@r 81‘37(94 -4-

ylamige M xture of its stereoisoners, or a pharmaceutically
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8. Use of a 1,2,3-triazole derivative of any one of claims 1-6, or a
pharmaceutically-acceptable addition salt thereof, for the manufacture of a
pharmaceutical composition for the treatment, prevention or alleviation of a disease or
a disorder or a condition of a mammal, including a human, which disease, disorder or
condition is responsive to modulation of nicotinic acetylcholine receptors.

9. The use according to claim 8, wherein the disease, disorder or condition
responsive to modulation of nicotinic acetylcholine receptors is anxiety, a cognitive
disorder, a learning deficit, a memory deficit or dysfunction, Alzheimer’s disease,
attention deficit, attention deficit hyperactivity disorder, Parkinson’s disease,
Huntington’s disease, Amyotrophic Lateral Sclerosis, Gilles de la Tourette's
syndrome, depression, mania, manic depression, psychosis, schizophrenia, obsessive
compulsive disorders (OCD), panic disorders, an eating disorder including anorexia
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