WD 2009/ 060053 PCT/ EP2008/ 065104 1 , 2, 3-TRI AZOLE
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desat urase (SCD), conpos@@mmgpn sing said
conmpounds, nethods of synthesrs and uses for such

conmpounds in treating and/or preventing various
di seases, i ncl udi nﬁiﬂwﬂ'@b&@ﬂ&ﬁs@ enzyne,
such as diseases related to elevated lipid |evels,

ThE Hr&l Y RREMEAR re%téaeﬁ‘ﬁ? no%l Q:lpfs%ec;f co%%ﬁhdé’bel%%@ﬁpbé ?nhlbltors of

St MICO RIS (S CORRBS TP o RIS T S48 RaRPoRos, Methods o

syrihegis end uses fresiich sonpeupdoiiuiceation and/ar rsevamingivarious diseases,
|ncllld&@uﬂro§@rrﬁ¢d1@eédt§§'4gcpe@iz'yd%, Sueth sasdidéasbeirgliedSto elevated lipid

|ss%%§gs\%@g¥légglsé%é§en%g&§§§§e Eﬁ p%ﬂ%hé Igs/{'ftﬁglzr?w1g\lskﬂ‘usdlsorders

SU%Tb BIRENBOHRESER F &P 19 Ganfer faPSrrrﬂ‘a%u frepigpent of symptoms
linktidetodhgy prsiuciiansofdhe @mymplagyerfcnemgsAlB@ pé¢mideisuen as Alzheimer’s

diskbBgaahStheYiRé hesi se at least three fatty acid
desaturases of differing chain |length that

specifically catal éze the addition of double bonds at
the delta-9, del PACKCRUNRLR THE INKENTIONS
St ear oyl - CoA desaturases 20 (SCDs) introduce a doubl e

Ac %&atﬁaée‘“@n&ﬂ‘re@%tﬂ% Ih'e%rrﬁ%tloﬁaéftﬂcﬁlb%dbérﬁktlﬁ 8%} H8ds derived

fro (%thefﬁlg[ %bo(iﬁ é}g(?rd; rr"f‘ot g sgpt%resﬁs |r' th%oigﬁel\g rﬁ B S\Xﬂtheﬁlse at least
thr g@ @t@@%@qsg@rp@gsp@qlﬁqr@g@@?qn @@g@ éhpésm mfg}@(ljy catalyze the addition
of abudy befitslat(th8 dila-9r édltzed tandelejta-STpwsitionss @tddrog-CoA desaturases

(S@”Bé‘)ornH%@deUé %ﬁglef @dﬁdymat‘ﬁbd@ ey ﬁd@ﬁanbﬁ s%'t'[mat%)ﬁgtw l%cuds The

oS ol |1 |
PretEr &I oBl e bR 4 PoBy k- Sp 5 At s iZien (180,
whighrg sae¥erisshie nalaitpledybhed. (16:4) aesk alepyeCoA (I herrspectively. The
reduiiting mbeennsitoned fatgmaciad sndySCRh, b&GWRDPlopd if dhy pg@aratlon of
i ' CD1, 2, 3 an

P & R e R R e e B B vl S has been

known in rats and mce since the 1970's (Jeffcoat, R
A eambgr, of rErmE@iian SSH eenas lfavggupen Gmedzt,FOppxarsele;LmQ genes have
be€l€ clbAEd 6B, raR)(SAD RISTDA) BA8Ipur SCD ger€s haVe bebn iBflated from mice
(S(g§$ EQQ)and '4> Fﬁggﬁleotﬂbﬁmagﬁocﬁ&hlehéﬁ??&es gf‘ é% Iluys Peen I&S)wn in rats

rmlTcate u S pLocesses.
an gﬁge slgepHine 32@8‘?‘5 Qﬂ%ral? Egﬁ'er‘?[ Isvder $p! ﬁéag&%s&l“ ipp- 85-112;
ded%aﬁcenobeRaIJ iLpidBEORMR).i \l.e28, aNg. AP 286ZIVA. it Aas @otynwcently been

dirbétiyam pitdd i Hupam ditasbepivcesient i fied, and 35 because
it bears little sequence honol ogy to known nDuse or

rat isoforns it has been naned human SCD5 or

SCD5 _ _
A 2@ 02 Betsngy SO INge Gesp chirsIntered dn k%mt?@anécw is described in
Bravirdier sf, a/j WO 91168604 htA $drandimimdni $COnsabrm has dekenvddntified, and

be&useGPoedrs I“Y‘tle%bq‘?a@ﬂcé)ﬁoMé%gy t® kAGRH INRILBE QraBdiseforhs $@has been
na H mgcﬁj BC&/%@ ¥S| i pidema, 40

Wﬁgogmﬁﬂ po?) m-a pefrbetal i poprotei nem a,

hyper chol est er oI em a hypertriglyceridem a, fam i al
Whilgpestatistieg tceseobaumideby thegryniajs theodte thea inhifdtial efdhe activity of SCD

in \'/l§<9 B@rﬁb@useosttoré?#élord'fé( Qﬁé‘lbgfr@ét dn@foglrrr?r% t@gseases such 25 dyslipidemia,

scl erosis |
R RO tefRaT - r oA RAERORY PR i | nadipgeholesterolemia,
hypestrighsEridenaign taniias hY@FWéia'eétQFQﬂfFfb’@a%Qﬂnar isghereias eardiag ischemia,
striM@, 20234 D O 3rcREH,/ HHRA 068410615 10esity, Type | diabetes, Type Il diabetes,

insulin resistance, hyperinsulinaemia, metabolic syndrome; other cardiovascular diseases
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e.g. peripheral vascul ar di sease, reperfusion injury,
angi opl astic restenosis, hypertension, vascular
wa@eomploswas i ons of di abetes, thronbosis; hepatiBCT/EP2008/065104
st eat osi S, g@n-,lcoholic st eat ohe ati}is FNASH),and ,
©-Jo PREPNEHRIJBSSHRT F1RG35E P PEBUSINL IHHIY-HIARIASHC [SiNeSis; fypertension,
vasduiar | icomplicaiong SCDliageiesait darodiboeias ehapatic osthiatasisn  abs-alcoholic
stelafthepstas (RASHS ahdl6theP HispRdesUBIBRIIUD abasndiatidryof lipik th the liver.
(PUFA) disorder, or a skin disorder, including but not
limted to eczemn, acne, psoriasis, keloid scar
AntRfr e gdined disgpes, eh eprslifiongalse whides @ dperger gf polyunsaturated fatty
acigr (HUeY) | disorder, seca ekinodisorder, dntlndiog usit metrbinailedstp eerema, acne,

pséHasORABIRSREMofh 86| GHordveRtibd Sis4B¥s RH4tEY B prdBctioR®r secretions
ol S FTRHRL 4 Rt ORORILIAPRRT .y otr.anc o he
(UPRRP6/QA0841 al. W eR@OF/0RGSR8] WQ?@P6404ﬁ%%o§@§sha§ kaed shewn to play
a gbyshavgicdi asy b hetwlestebl hohwostkiar ahd ethibeds, novo  biosynthesis of
UL S AP RIG REFLS BRI TR SB b ool
rorgfian E5EHiatetnte BV el B Eotierl B ads nler #in conditions
(Mglwﬁqk@t al. dt of d\utritipnof2O0Rix 131 GQ@,rQ%G@fﬂ?ﬁﬁ; Hgg'@pg)e:[ al. J of Investigative
Dedd&otody 62 07HaeT(6rasoet13ar). J of Investigative

Der mat ol ogy (2007) 127(6), 1309-1317). 15 An

S nedj. at ed.. di sease or..conditiqn, al so includes but is
A Do 0 dsgane ar ContiSEPRodaiies B oL imyies i figease or
conditicnt which ds,ceine eelatedeloptaasera nepplpsignaalignanept meteakess. tumours
(benigio BF S‘mali(;h@rﬁ’tb,géhr@iho@ebgﬂ ddbdtom@8r AN BYLMRS 1 (8S2006/0205713A1,

L, ( / 5 e .
OO ! K g o o
rolg d MUMEBNIUMOF §!l INBYalAndgthreserer @sep@ayqn ASnaR (@rEFancer target
(Mergkh-Leppe elvall 2G07dCarver Besred (Ha390ai380r1 al as an

anti cancer target (Morgan-Lappe et al. 2007 Cancer

It hlgg%'eerqs Zﬁ(%n ﬁ]%?gve#g’%%swlr\t ofré.?%ogI?@gA ﬁgéja%lra%g%(}D} in human cells in
OVEr expr essi on_of erayl - esat urase ( n ,
culiignigRds dp pssheific igreaged thenprodueion Cgﬁ'é‘?: AMYIOId plaqestoeming AB42
peptitet bed poroausHy, dimtoédudtiensim/$OD dctivigdu éuman mwehginAdLB42 leads to
a FecihBRiccRse ANTAnE QRRICHS] Yi ABBAL TRAEFL. I DS ihMbiRFEP may also be

ct i Vi in human cells in culture [eads to a specific. .
sl It alegerind. S BoCHisc el & Siiahas" Hicrbfigh HBSGigotetsion of
sympilemsi af a1l ceayitivg isepaement QMEhy Alchaimer s Risease (AR a7Pbrg! amyloid
angibpaton SE@AAf os ydeptentia, assoctitedv with tDuvrpr)gresss DSYf and other
neSYABREHERRE dBdades RENakiVSed BP A FBRtiMet hocumulation of amyloid

Al zheiner's e rebr.al. [ oi d, angi opat hy
PlagSonS OB oS00 DET AL P R &isile o (Do)
and ot her 30 neurodegenerative di seases characteri zed
Wb3005/®E 1667 nedscabesd rceftaib U Piperizinen defivaiys aisdful ploadineiditing SCD
aC@@gprising Al1342 (US2007/0087363A1; Myriad Genetics).
005/ 011657 descri bes certain piperazine derivatives
useful for inhibiting SCD activity. 35 The present
The prasent ioventioowravidesa eompond ¢f toimilar(hidrantibifing 8€D activity:
inhibiting SCD activity: R2 RL N X R3 11 N=N 40
(1) 2 WD 2009/ 060053 PCT/ EP2008/ 065104 wherein: X
represents -CONH-, -NHCO or -,CH2NH;

R
R1/\N)§/X\R3
\
N=N
(1)
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5 Rl represents: -C6-1loaryl (such as phenyl)
optionally substituted by one, two or three groups
w0 pepenodent |y sel ected from (a) -Cl-6al kyl (BUYEP2E8/065104
-CH3, or -CH(CH3)2), -0OCH3, -Cl-6haloal kyl (such as
wh e@l*—"B) - OCl1- 6hal oal kyl (such as - OCF3),
- C3-6¢ycl oal kyl, -0OC3-6c¢cycl oal kyl or hal ogen 10 (such

X rapre€ 6oL OONBIE ONBICW- drl-0|sN-; (b) phenyl optional Iy
substituted by one, two or three groups independently
,selected from halogen (such as chloro, brono or

RUf§RIBIHNS" R2 represents hydrogen or -Cl-6al kyl (such as

-Ce163H8) ;(such5 aR3 phepyle sentipsally- Gebditaetey| by soody aso pherthtee groups

,nd@gé,ﬁdyﬁgygéqeag@%mt uted by one, two or thr ee groups

|QfePEnGnl ly relectod LEAR(D) oGl 08 MR A%s o, -
20 ﬁ%@-\?@ﬂ%) (@)JCh @@@ﬁ/ﬁﬁnﬁseox l)y,lr(xpcasmloalkyl or halogen
(wsm@%Joro(mpmq@ - Co- 6al kyl OH (such as

Qh‘béii"tute@b'& @h@)tgﬁbor thre@%rc@p%'%pendently selected
1
c??dﬁl 9§| (S“(CE&%W‘; %EE?F%’ O 14 shal ol kyl (such

as -OCF3), -C3-6cycloal kyl, -0OC3-6c¢cycloal kyl or
R? hepregpeits f\@liedenas -chgamqyo(subm agreCley); fl uoro); 25 (b)

- Coheteroaryl (such as oxazole); R4 represents

- C6- Io?ryl (such as phenyl); R5 represents -H or

R’ represali yl (such as -CH3); R6 represents -H or
-Cmﬁarylsaisum esubands ontieByllyorsubgtitutgdl Ryl ore. 180 R7 three groups
indep@icRpentSlecttd @bm: C1- 3al kyl (such as -CH3); R$

(g!g: :geréﬁ I ( (9{ asCngégﬁs éf‘%_{a& eag%% (sug#9 as -OCH; or -
repré% 2)35 ° ent ngoﬁ( res,er‘ﬁPE'Z)(@C@?R5 )
and (QHn)ecpeeﬁﬁefscaeewcaH (suohresr-Gieett + @(&H3)OH or -CH(CH3)OH), -
acceao) NHRW-(CHMN =0)RAQOICHY) NRTRP-OT, sdkyiba! -¢ h@aloalkyl
conp

?gﬁ% Sy F }eh M/AS( E‘ﬁ{as 190 SHENGPASY g PFescycioalky
H- 1 @réapewaif&rs%aacelafq@am g UOF@ WD 2009/ 060053

REYT/ EPREIS6QFEE0ch ahdazbe);A N H CF3  N=N
N-[ 2- (5- et hyl - 2-furanyl ) phenyl ] - 1- [ (4- et hyl phenyl ) nme

4tre|>}¥é4én%‘s -%s}da%yl :Eél}cl;lla%zp%leﬁﬁlﬁ' car boxam de, N=N
R®represents -H or -Cygalkyl (such as -CHs);
RS represents -H or -Cq_zalkyl (such as -CHj3) or -C4.3alkylOH;
R represents -H or -Cy_salkyl (such as -CHs);
R®represents -H or -Cqsalkyl (such as -CHa);
R®represents -H or -Csalkyl (such as -CHj);

m represents 1-3;
n represents 0-3;
p represents 0-3; and
g represents 1-3;

or a pharmaceutically acceptable salt thereof;

with the proviso that the compound of formula (1) is not
N-[3,5-bis(trifluoromethyl)phenyl]-1-(phenylmethyl)-1H-1,2,3-triazole-4-carboxamide,
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O/ NON NAN\ I 5 NHor,
N- phenyl - 1- (phenyl net hyl ) -1

WORMIAG®SS ri azol e- 4- car boxanmi de. O N N N=N HCIWOPIh&065104
sai d conpounds have been found to inktbit SCD activity
and may therefore be useful in the Peatnent of
SCD- nedi at ed di seases such as dj' se or conditions

caused by or associ at ed wi t han a al plasma |ipid
profile incl udl
hypoalphallpopr en1a\ h perbetallpoprdtelnen1a

hypercholestero < 15N ertrlglycerlden1a
fam i al y ercholesterolen1a [ i sche
N- Be(?dn%tey'ﬂsef?éwi)@“enygﬂr[b‘k@ethﬂpaealf'gv%thy'] Hf"éf?c@'f‘ré%o'e -4-
car@bkaenidscl er osi s, obesity, Type | diabetes, Type |
di abetes, insulin resistance, hyperinsulinaenia and
nmet abol i ¢ syndrone; other cardi ovascul ar di seases
e.g. peripheral vascular disease, reperfulFh injury,
angi opl astic restenosis, hypg&rtensfon,—Mas Nlar

conpl i cati ons ofdtab th orrb hepat
steatosi s, non cohHI |} St eptoheptati s (NASH) and
ot her di seases ed tho=gccuntll ation of lipids in

the liver; skin dlsorders e.g. eczenmm, acne,
psoriasis, skin ageing, keloid scar formation or

or, hy-ehenyt-i-ophenaimetiolls Had e3-triizaleeticarboxanodect i on or
secretions from nmucous nenbranes; cancer, neopl asia,

mal i gnancy, netastases, tunDurschen|o-!sr mal i gnhant),

car ci nogenesi s, hepatonas and the |ike d cognitive
i mpai rment  (MCl 78 d AD) ,
cerebral anyl oilopa\hy CAA) r depentia
associ ated wi t h\Doy# SynFd¥re ( ) and ot her
neur odegener ati ve di seases characterized by the

formati on or accurul ati on of anyloid pl aques
Thé @H‘BrdoﬁipBGnd%l%/% bdeR 1O RSAMGI Seb édm.ty W&ﬁby%reﬁsre be useful

nts not h c | n
in rQSQ profSSe e_dﬁLTed?lseeislg gHgﬁﬁg sggﬁes or e '&‘{ﬁ g Llked by or
aSﬁQW’é?ﬁl amith XaF‘ep? mes P+ lieidn H'i?@%e#”c'%}ﬁectdyﬂﬂo'dem'a
hygidatphatipapndiememial r epr égparbstaligdpNbieinemia, CH2 NHhypetcMilesterolemia,

;?é?@%(y@@m F’féﬂul%‘?%%@/cﬁ&éét@ﬂolénﬁhao'ag?.ﬁépﬁeﬁen% E&¥Biac ischemia,

ent s phenyl

soplfe ARt Fralgh], e cheHia)Y Sbpse i Gy 4y diabotes.
insulmy. registryee, ( ByReingdinagmm gnd @ﬁ(a@qtgg 2yn romg,{gother cardiovascular

dlseé‘.éeSGBgl @tifsydral sasduladsdisédsd) repedUdion iGjudy, oarldiopladtis uebtenosis,
en%3%7ascu M&llcgﬁnléybf' da%s%ﬁf&b Qéé‘yge&glc steatosis, non-

aIcBﬁgﬁ%?eaé CTe 56@9‘83&89,? 0 hﬁf glae%%gsdﬁlétedttgégg m&JI of lipids in the
livegr skipslisoedase teedl dozemp. helepgenriasiss skin ageinthikstaid spardiegmation or
pre¥entidny @h@)disdaBe@ gl fad rto asp@etio®lor tsBeretiotneeMdinofucddd membranes;

ca C%Pr eﬁ?(?ﬁl%lé’heﬂ¥ll%n%ﬂE' onr"?\Ie tasé ?St L{rﬁgu%j kﬂ ﬂf ?V\Dmallgnant)

carC@Qg%réqs%:w e() {93}%3&@'1 ndepen_ B_Iy Se Cltmep%mt (M AIzhelmers
Dise@de aAR),oedr&lyal asytoid asglorizﬁay (CA@:pr de@iml“aaﬂﬂsyd:lal(eguwth Down
Sy ﬁ&om@%ﬁ?{end Otheh GialRBYEYdrativeAiSe ey ChadkteyikePby the formation or

acORNAHER FEHEMRSiaq Sl Qrfrishgm0r 1 Uoro),

In one aspect of the invention, X represents -CONH-. In another aspect of the invention, X
represents -NHCO-. In another aspect of the invention, X represents -CH,NH-. In another
aspect of the invention, X represents -CONH- or -CH,NH-.
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(b) phenyl optionally substituted by one, two or three
groups selected from hal ogen 15 (such as chloro,
W(M(wam6uos3fl uoro). In another aspect of the |nB@rrEPmn$/065104

R1 re es hen tionally substituted one
In B0 2SPot e ARSI reeaats BRODE SHbsthied g &3 196 or throe
groupa dideasndeDHB selectelifrorB) 2) , - OCH3, - Cl. 6hal oal kyl

((%)Jﬁd‘\]s qil (Q’f(?n)as @@JoerJchaJszJocﬂ%um sA8loalfldiR8dch as -CF3), -OC.

&r%?da JP?'%J% as CS&%} S&Y%llk?/ hen W&)’clolg gleﬁalgééhc@uch as

sub§'i"P'E%P@H“° %rnyé?Ffé) or two groups selected from

ha) ooyl pplmtallpsulksditided by mmentvaor fhirep gmups Iseleatedtfron: halogen

aspedich @k chidfo, bRy b Mibro)RL represents phenyl

optionally substituted by one, two or three groups

i ndependent selected from -Cl.3alkyl (such as -CH3
In @}oth@ﬂs@g)oﬁ/he |nvg’glomrepr6@fnt§|{g\|eag|q@pnqllg@ghstggted by one, two
or th@e3group<IGle3ralcothy soldct¢dfioh: as - OCF3) ,

%7?3 -OGHRYIQ8LdYAs CI-% ele @hs 3l lodro tcméragﬁ% |(§§éﬁ3£'s &F,), -0C4.

no, or ) y
G B Ry % o o s SPIR S poRe eRaRel Ve etppefsuch as
haI@@@ﬁ)Pgwahméboﬁﬁloro bromo or fluoro). 30 In

a(bpbhl@fyl aptimzily glibdtinged by ek vy oRthréee proape seleclederon: halogen
opt gsqjlgﬁ k¥%h Hpsbp ngg,l{)feﬂ] ¥).0ne or  two groups

i nd penge y se ecte rom -Cl.3al kyl (such as -CH3

or 2 ocH3, - Cl _3hal oal kyl (such as -CF3),

In a@zmeraaﬁ@le@w ke Ir(\@umﬂ & repess)ts pheryl ewjienallylsupstituted by one or
two @@gs |m)b@hmitwble@redrfain¢g@1sa(llqwtcéanSastmQrcmcmcagrp) -OCHs, -

¢, Haidd Qdch %E ff Bél85‘|i%{4a su%HbaSs“b E C&% y8B8kyl, -OCs
Ilqr

scyﬁtoaflﬁg Q{r gfﬁgr(é)lc ggc oN Qrﬂgror Bré)%,tor epy]eoptlonalry substituted
by bne entwaogrouiRl saleqiedient kalpdrm(ghicioas choral bpmoudrdiuptojt ed
by one, two or three groups independently sel ected

In %rycﬁﬁgr asg%ct%? H(eylhvérﬁ :dﬁ hRa%Breg_ﬁtsgirheP %Zigllg)su[?%tltuteij by one, two

or §yee &H%HHS indepsadepii %6%9 &roa: - ‘8’11 Q)ﬁrpSCH(CH3)2)
oGl e@tsbdloﬁﬂ(plnqsuﬁalaegé)ﬁs)( sQChsradoattyl ¢suah dr eDOF QI -Csecycloalkyl, -
0d;k&RlRlky I 4 rﬂeﬂo §1%ﬁ §§R@ﬂ‘dr00fbrdrﬁ@ drNHERG), 08k pRdnyl optionally

B e MR Ehah T i o, . oo
flugrelich as -CH3 or -CH(CH3)2) or 5 WD 2009/ 060053

PCT/ EP2008/ 065104 hal ogen (such as chloro, brono or
In érl\d{%roasp@[:t &nﬁ@){r{veﬂﬁ’éd CN'%bﬂés@h’t?%bﬁ%tc%ﬂomly%%stﬂﬁteﬁVB?/ one or

oro,
B S def 5B TREpar oSt e B G PG -OCHs -
Cs. B@ﬂﬁa@@ér(§l$ChpﬁénﬁFsbp@@nﬁﬁlp?lkx‘luffyPhtfiﬁ e@CEy) ofescyealkyl, -OCs.
scydloalkylt b lesto gho(gpsh aﬁdﬁl@ﬁﬂdﬁt@hb)or slab@f,t @hHeh@indptionally substituted
rg_ﬁa 0
oy ¢ ? g% ﬁﬁ\g};&% ésc?#g&t fcgcr)m orlgéei uor o o%@%rﬁe%?r%aépr? iggngl 'y
substituted by one, two or three groups sel ected

In anadigr asae@géthe(lgmloasR Cclepeasentsinheny aptionallysubstituted by one, two
or &eé lyesupl SiR@sen@éntlyngeléd® om0 NC . fBlkyl RRICE SBNCHIRETH(CHs),) or

' I t
hallgﬁ%{ﬁe L b a% (ﬁﬁbk?é rbtﬁ)gg fIFero%%? p@%nyé%ﬁ‘(& %ﬁ@ﬁmﬁed bbglge two or
threg gtoépl%éfllg?t%v’ 8- HQB%(@HC I e8.6RIo%s E‘W{%Pr o U%onp or
fluoro) or phenyl optionally substituted by one or two
In SfQKESaspebesthg |rf\fe?f6n el r@ﬁ@?enﬁt’é %Bnﬁ%pﬁbﬁ?l&%ubbtit@t@@ by one or
0 n C iQn
tw'gr eqp&éé%ek@épeid’énw ose%%lfegﬁa fﬁ asll%){jf( {J %E C9—|ﬁ; OIR1CH(CH3)2) or
15 or three groups |ndependently sel ect ed fron1 -CHB,
-CH(CH3) 2 or hal ogen (such as chloro, brono or
fluoro) or phenyl optionally substituted by one, two
or three groups selected fr@gm halogen (such as
chloro, brono or fluoro).
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I n anot her aspect of the invention, Rl represents
phenyl optionally substituted by one or 20 two groups
wo m!)e/psmd&ent I y selected from -CH3, -CH CH3)2 PCT/EP2008/065104
hal oge su as_chl oro fl uoro r..ph I
nalgge Sa 95 CHRs: botodd Ty i Fpe s g PuPiag cone or two
grdupSﬁelectedlfn@gehaKoge@ tsuab aslehlora brameebfluarof | uoro). In
anot her aspect of the invention, Rl represents phenyl

In ?rlrbqﬁér atsp&?t%f lﬂie ihv\%hti% o,gp% ré%%nt%%%ﬂﬁ%%ﬁpﬁel% sy étﬁmﬁ%& ‘By one, two

or Hyee ﬁ&“pésﬁ%%ﬁene?”ttyh@‘?%%FfPT“onC1 wr¥vt PB@én sfhefA(CHs)2) or
halsgérs {duchtasdchlpyo,cbrgmougy fluowd@pehelrmmbsvorsﬁj/ eulb&mhtéd bynone, two or
thr8ah RABE séIstted fr@ﬁt 68bgER (subh a8nIBFo, bldhes 80 flucd. |

anot her aspect of the i nvention, RI represents phenyl

substi tut ed b phenyl ol:gtl onally substituted
In ﬁ%FPtBﬂe?ﬁp(a%‘éfH adVvERT Yt rSPr(%B”térphteFYJd)pr?”a”Vrﬁuaﬁtﬂt”I‘?érby one or
twagpagts oidepérelently esatacted, frith: r-SpsaieenssciplaenyCH; or -CH(CH3),) or
haI%HQ‘?(éutcHta%dchWo PHBRY! or f%rd)rbr%@ﬁ)hprtl&%?%b@tﬁtutteﬁ%y one or two

by two
orcu 5P 5P YR nRBRY Tt re B REhGETTEP MDY nvent on, R

i's phenyl substituted in the neta position, that is in
In él’ft&hé} ‘g@psdtiaf a1 ingerdion [R' parasepihichdroptiviely substituted bg one, two

hl®n o
GBQHdePé/ndeﬁ{l:}pQ%gc/tg d fom LM adr:t'g ?jor Halo ef’rg tﬁ:h\%Q chloro,

2009 65104 as

rqmghﬂwﬁ? mtgﬂeﬂ"ys%éét e B8N o5 e Slouh Solct
fropslobalpgem(sut:tmas Ch'QFOI Aromer BIopMsi ti on and 5 positi on,

by hal ogen e.g chloro i.e C CI 5 In anot her aspect

In Qrﬁotﬁg’easgﬁxpgﬁthg rhveﬁttort R’ % nts gﬂér&ﬂ% suBgtltEt@@ by one or

n

e, OIS FORRBROPTN Solgelet g SQE'@S >a|cma Ggef (such as chloro,
broamamp ohdooras pe pheoy! adtienallyvarstitotgd R@ onep)fetwengrgups selected from:
halo§dn @k ¥k chibfb, badhed Befuca®pect of the invention, R2

represents -CH3 (nmethyl). 1 n another aspect of the 10

i nvention, R2 represents hydrogen or -Cl_3a
In @ﬁ@thﬁsﬁé%c" off theeinveRiioRt |%nrepF@§eP§pP%%htS§bﬁﬁ'étﬁ9lby two groups
indepéndendy bglestad Fomt hel@rbnliyuahnes, chiawo, flwomotdnifleeroyr oups

i ndependent |y seI ect ed from (a) -Cl_6al kyl (such as

%}_%%é 6a| mVat@pQ lgre(?pxrg e&_écpgt@ %ﬁuted’ by a group
'”dBP@I@PHE@P{QedfO Whlorwre@pwﬁlmoésuch as
- CH2COH, - C(CH3) 20H or CH(CHS)O—D - C(=0) NHRe,

In ar‘éﬁ?@r)ﬁﬂgg(of%gmvengp@)rgb@%a%s phg;}tsﬁﬁstm(tb%y phenyl optlonally

st S0 B P TS B, promtlactiglg Coe) ooy <Yy, (S

hal ogen (such as chloro, bromo or fluoro), 20 (b)
In ar@ﬂi@taepe(aroythe(ismltiora,3?1cr)earzaebm}; phéryl anisdtinged B peatyl.of
the invention, R3 represents phenyl optionally

Y 9@‘%{%5% éﬁié I?\é%ntIO@lR ggpriggent? gﬁgtlwrlldelg)s%&ﬂ@(j E)y on chloro groups.

- Cl. 6al kenyl, -Cl. 6al koxy (such as -OCH3 or - 25
In ﬁahﬂ%@b@fzhe inv&Xt{an2 R phenly Chidsiiel Rt meta position, that is in

PR o BN e 2 il 6/ h b U o
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C(=O) NHR6, - (CH2) pNHC(=0O R7, -Q CH2) gNR$Ro,
- OCl. 6al kyl OH, -C1.6hal oal kyl (such as -CF3),
WO agY0aias oal kyl (such as - OCF3), - C3_6cycl oal RgI/EP2008/065104
6C cIo Ik or h en h_as chloro, bro
In gr%ggrcﬁ ed !nvggt{p&, %gpryqng/fgﬁgﬂtug%d '8)35% meéza poqut[?pn that is in
thea’hmshtgm mrfemsﬂ@m bhbalpgereagicdtoro R represents phenyl
Clap Q2 substituted by: (i) one group
[ dently selected from-(CH2) nCO2R5 or -C(=0) NHR6
(ii) one, two or three groups independently
sel egfed from 35 (a) -Cl_6al kyl (such as -CH3),
- C1. EernyI , -Cl.6al koxy (such as -OCH3 or -
OC2HACH(CH3) 2), -Q(CH2) nR4, - (CH2) nOC(=0) R4,
-(CH2) nOC(=O R5, -Co- 6al kyl OH (such as - CH2OH,

) pPNHC(=O R7 , -
n a@ﬁﬁcr%@sﬁ%g e’ @&é‘n@‘rgﬁ &%&er{ﬁ% 6hal oal kyl (such as
- OC1. 6ha| oal kyl ~(such as - OCF3),
In or@gas@@yt;q)fdbq; lyention repegssintsalh yoydgenr Im@qﬂ@ﬁaspg@@htr@gnventlon
R’ ¢Bpresénts -80:aldyRTR adbthiel Wep&dt . of thdMavARRH, B60RDrREsents -Czalkyl. In

an(l)gtﬁ'g/ g?;?e)gpg %5$9<? tlogbkz r%ﬂagérﬁg oﬁﬁgl(mgﬁ&ﬁhlnagnc&ger aspect of the

nve
'”VP%%Beﬁfi%eiﬁﬁ‘ iyd r?ﬂ?ﬂ“.%n H%}‘yéubstutut ed by: (i) one
group i ndependently selected from-(CH2) nCO2R5 or

In oftd a@e‘b‘f"&ﬁthénﬂ/eﬂﬁon 334 r(aEr*ekeﬁ’tQ hehy Ito orgaﬂl h;*,Qﬁstltuted by one, two or

thrb L GERBE AR3bLYeRRY) SAE&Eq kb el (such as
R B Ol oy sinse g o
(CHDWH@H%%) Ce@(cﬁabrlﬂf‘tm (Gl'tlb(),hOGGO)RHZO—I-(CHZ)nCOZRS -

SRR e L o oonon.

_G3. éw«bl%apl%y)l OC@@'O@WH%%{I #§/10@fts): thcpgelﬁalwucﬂCawcloalkyl
chl orop haloem (auclo s thioay, bjomd by fluoihet er oaryl (such as

QBRZ b SeterbBryARALNSE oB3BRGL of the invention, R3
repr esent s pl%/eny optionally substituted by: 15 (i)

one group independently selected from - CHZR nCO2R5 or
In ar@(ﬂ&@) 3Rt efribie drventiqn, |F§ repesentaphenyl taptierallyrsybpiduted by one or
twd @@apemdeﬁédosenﬂﬁk@e&te@frbmom (a) Cl 3a| kyl (such as

@B) l—% &‘P% gl 1|5éﬁ (%;3 éy‘ OCH3 or -
Coryl e e oo
C( mwmm)@mm (suo@@qupme( %)2OHOF2@H(CH3)OH)

O CHZ)(gOIRRRRS, NG (a0 RH, O(C%)@mawal R dIBUIORA, as,ghaloalkyl

CFszgsuc’hq;l W@ét%é’oglkéls(g%}] %S}/I A3 haF%cdcloalt(gl Cﬂcggcycloalkyl

chl oPt'SY‘a OB?%F%'CBPSPF'BE% §yomq gy luk®net er oaryl (such as
dkpz eCeleteraaryl (suctnas bzowy.pect of the invention, R3
represents phenyl optionally substituted by: (i) one

In g@?ﬁ%aﬁﬁ%ﬁ%ﬂ%ﬁmén}ﬂof %ﬁr%ér%gerﬁts ?)Fé WO)& %an%%lﬁ)stlﬂﬁed by:

(i) pmﬁj@r@@p,g@ﬁpg@,deggy §§Ip@t§d ]q‘rlom-n(CH2)nC02R5 or - CF O)NHR?® and/or,

(i) one, two or three groups independently selected from:

(@) -Cisalkyl (such as -CHj), -Ciealkenyl, -Csgalkoxy (such as -OCH; or -
OC,H4CH(CHa3),), -O(CH2)mR?, -(CH2)mOC(=0)R*, -(CH,),OC(=0)R® -C,.
salkylOH (such as -CH,OH, -C(CHj3),OH or -CH(CH3)OH), -(CH,),NHC(=0)R’, -
O(CH,)NR®R®, -OC,¢alkylOH, -Cishaloalkyl (such as -CFs3), -OC;ghaloalkyl
(such as -OCF3), -Csecycloalkyl, -OCsscycloalkyl or halogen (such as chloro,
bromo or fluoro),
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(a) -C1.3alkyl (such as -CH3), -Cl. 3al kenyl,
- Cl. 6al koxy (such as -OCH3 or - OC2HACH(CH3) 2),
WO C0TRNAR (CH2) nOC(=0) R4, - (CH2) nOC( =0) R5, PETZEP2008 5104

| C( CH3) 20H - CH( CH3 ,
@]—é?%‘éﬁ%uc h as Oﬂ%ﬁlﬁ) gNR$R)9 O(C):rl 6al (kyl ())—|O_|)

- C1. 3hal oal kyl (such as -CF3), -0OCl.3hal oal kyl (such
In @Foth&dsBeet of e iREanEibe ¥ bresefcPhOGY ©pisHaly butsstituted by:

5l
() S 96D rBG e gﬁ}agﬁké’t@a@gﬂ?m 5 HoEBN R 20405
(i) gpe PRvG Qf\(?léli’ﬁ in ﬁpewnvkiﬁ'%%f@mphenyl optionally
dapstCiastkgt (bych gsi }Clhre -§healkeriyhde@eatioxy | (pusel asct-@€Hs or -
fromod FBHEKBRS avcHA =F\@ = fir@h‘ QO)R“ (I4QHHIE(=OIR®, -C..
or thélﬁﬁoﬁ E’h°' E”Eﬁ_ "dlbhy OB ?EEG:E@QH e, gé NHC(=O)R’, -

-C1. 8

L B W eany' H@cpu(edwyyﬂz)(sucro@@mqw Y ctonty
- ( CH23ubCis= D B8,), -G:GHiR) oy, =aPR5scyelckyl @ahdlydedbHs(istuab chloro,
as - GHaRblor nidefOHB) 20H or - CH( OHB) OF) - ( CH2) pNHO( =O) R7

YT N OC1. 6al kyl OH or hal ogen (such as
c(m o%frﬁz@rg%@ P ﬂ%?)éﬂzc’%é - C5het eroaryl (such as
oxazol e). 8 WO 2009/ 060053 PCT/ EP2008/ 065104 In

In anhdrespeadt petric iofentibe, Rireprsents ph&dyl bplurade stisstinienyy:

() O 4208 deSépéHd%g | bHbedy By gcmz)%@gro@ua%ﬁgf%ﬂ&/g ly

() 3R b 3 5o BIUBS MOk SEPS R FORR t g crorel 1y )

-(@) _3&i-dallyl ((sueth ass C@Hs) meer%l k(érsylkoxy dsu@nlasoxPCHs or -
(Such@sz@@Ba)Qr 0 AR C( O)R5 -Co.

wﬁ%@‘? 5%5% kwﬁm#%ﬁbﬁs A@i (I)cz:;y;

chi or(sychbaoABCES)f F@ocpdloalkyh) -O@shpdetioaroyhal Qgeor(sa@ as chloro,
oxazq}r@},o odfludrd), anot her aspect of the invention,

|y substituted b
5P e aoBERAY Sebipap) Ly substi futed by (1) e

O) NHR6 and/or (| i) one, two or three groups
In :iarrtﬂihaepeausdeattdf mesmkeemme,d? repmse:ﬁta)ohe@l oBtadriaW s(istitiedlsy:
i bup ifdepStddh@ Kbl @f ﬁﬁJdSH O) RS aRd/
(o u1cﬁ,§ P¥electedfroRey %)m%z aRé/or,

(ii)gg%:l% ncfff) éﬂggepe%%ﬂ%) eéedot%q {Eyl O—| such as
@z @@qw fsucf‘c|.z|(sc|_§b-|@,.|) 1.3:{ Qéym(such as “OCH3 or -
(XCHZ)WR&DH;)@& @(fﬂH&%lFﬂ'l O(ICHWJQQ(B@) uctClag,0C(=0)R°, -Co.
chl or,Qky |f©FP cr%£| @95@91 )-|3)9ésﬁzc9| @:4 (&R @'Fstlaéﬂz)pNHC( O)R’, -
ggffgﬁ{gﬂ Y Xﬁ{}ﬁ%lgﬂgy HGE 8 35 IcFs), -0C1shaloalky
i ndef@fdend I'@Cgél e@ieéW'@&”@{h Fycloatip? oHdalagep Aepeis as chloro,
CHZWE fluor@H2CORC2H5, - C(=0) NH2, - C(=0) NHCH3,

?{—&g CH and/or, (ii) one, two or
Eéee groups |§1géepen ently selected from

In another aspect of the invention, R® represents phenyl optionally substituted by:
(i) one group independently selected from -(CH,),CO.R?® or -C(=0)NHR® and/or,
(i) one, two or three groups independently selected from:

(@) -Cisalkyl (such as -CHj), -Cisalkenyl, -Cssalkoxy (such as -OCH; or -
OC;H4CH(CHa3),), -O(CH2)mR*, -(CH2)mOC(=0)R*, -(CH,),0C(=0)R% -Co.
salkylOH (such as -CH,OH, -CH(CH3),OH or -CH(CH;)OH) -(CH,),NHC(=O)R’, -
O(CHz)qNRgRg, -OC.6alkylOH or halogen (such as chloro, bromo or fluoro),

(b) -Csheteroaryl (such as oxazole).
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(a) -CH3, -C(=CH2)CH3, -0OCH3, -OC2HACH(CH3)2, -COCH2R4,
-CH20C(=O R4, - CH20C(=0) CH3, -CH2OH, - C2H40H,
W0 gos®y0H, - C(CH3) 20H, -OH, - 25 CH2NHC( O) OM3T/EP2008/065104

OH or. h | ogen (spch
In %F%{I%L%Ct OEFI%BV%‘F'O'? %%)PB'BGSGWB)O 6%281"5‘?‘ g%%ﬂ'&’f“ﬁg
(i) ersperotp fdeperdently selette frora-(CBpPFERARI tos -BIFENNHR® and/or,
(||)©ﬁé|of)ﬂrﬂi @rbuwhawéddb flectédfrém) one group

%ﬂ;g&%ﬁ& (¥u el ect fr%m 31K CCQ ﬁuﬁéa%z'_'éCHs or -
e @%u@@iﬂlscwzxqommmdq e ..3(%@%«-% <o
gr oupalkyI@die(Becldeathiz@lél €¥ Cele) @ Hoom -CH&GHs)OH3, -(CH2),NHC(=O)R’, -

SR%@ 5 %I@%uch %ﬂ&%; bromo or fluoro),
1z e

] a"yH(S 35 CH2NHC( O)CH3
NHC( O)CH3 OCZH4N(CH3)2 OCZH40H or hal ogen (such as
In arldtioeraspéat @frthednvenitionrRY) replelednte yham)l eptidnallpasatidtierted by:

(i) @r%’&r%h ﬂfdeb@ﬁ‘dénﬂy 8oLERA froRa-(CﬁBr@Wto? @%RG and/or,

() GPe BB t%e%ﬁa%andtgeg%%%ﬂwe'?ﬁtsd RTent Lo
ri@pr eSesdllyl fRety|assubblek t realkeyl. orfer @WOKMSUCfCI-@O—pCHs or -
01 OUIBC,HICME2D09/ cm@%wmmﬂm(e@mm (CHABTERS, -Co
aSpecélkﬁth gﬁcﬁ Bé’e@H'@Iﬂ d:c’éHs)SOHr@n?tlH é t %ﬁg NI[I‘C( O)R’, -

the @EZ%ZPD@ épgd E%; Eg'l' Ar Bﬂ%%ﬁsu%]sﬁ% |or8f rtomé) or Fuoro)

|( vemxpane. Rl is phenyl substituted in the neta
position, that is in the 3 position and the para

Ilu{r aggecttcﬁf#e |h\§enlt|8n t@e?re@@ﬁ%bh@ﬁ&l 0 ﬂ(or@}'@&gét&utgd
ai\ﬁec &8\/ Nt o (é?&%es n CH. -
(') Bﬂ%rﬁ’y‘i’“pslﬁ‘ﬂg‘?‘?rldﬁf‘ ?Ce , %4 92 3
CH.60ebuHs01%(= QMH@p@(&ﬁéNH@I—bh@ﬁ?@)NH@nI—bne Cé(s@é\ilthm4Otl-|1@d/or
(u)lonaetm/bldaﬁhre8§rdu99rmgaﬁ@enhydé@gt@a frohfd anot her aspect
Jabe nrt 2!%‘(%*2% e Pan GEHR' - CHOC(-ONR', -
- C1_3414HEONG s, 15CHHH he102'd 'éct Cdi(cﬂﬁ)é% nv&ﬁ@ﬁarpH% OH,
repr éﬁ-&Nﬂ-tC( =QHE:, (BHBYAHQ)CHan- @@MN(&(BH;&)@p@&HI@th}@angen (such

I nvenkichro, Brorh8BF AsRB), S - CH3 (nethyl). In one aspect
@)t h? |c%r|1vent| on, R6 represents hydrogen. |In another
ect o

‘the invention, R6 represents -ClL.3alkyl. In
anot her aspect of the i nvent | on, R6 represents -C2H5
In 4redtingrlaspedtof thaOnamtibimer® rapesents @hem eplionatiy tutestifutéBby:

(i) bRO'FR ndepdrddniys e&llé}%ttlebj frdgn @@?H heto @?Beféo@‘ HEL, N®H,CO,CHs,, -
LN SIS RSO G B e 1 A o o,
(ii) one onbysegroupy inderendgoibniglested My epr esent s hydr ogen.

I(g) anOHQeFC@'@QmHgof -0 e, | FOCHM,CBIICH;)25-GCHRPr €380C%=0)R", -

%?”%H%Hasﬁ,%ﬁtoﬁf I cHSt | @eHBon, -oH,
' epr %ﬁ—?m—ﬁ:( 6 dCH, ~OC,HiN(GHa),, -OC,H:OH or halogen (such as
chloro, bromo or fluoro),
(b) oxazole.

In another aspect of the invention, R® represents phenyl optionally substituted by one or
two -CH,OH groups.

In another aspect of the invention, R® represents phenyl substituted by one or two -
CH,OH groups.
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In one aspect of the invention, R3 represents
hydrogen. | n another aspect of the invention, R$
WO eppee®ss s - Cl. 3al kyl . I n another aspect of tPEI/EP2008/065104

I e 3BRe AL et RVEREROR. FharebTBSIA yBF Gistn box on. that s i

thea’h@mdwépoats(p“ew -oH.®@Héei nvention, RO represents

I n anot her aspect of the inventi on, RO
Herr $ 4 -CH3 (nethyl). In one aspect of the

[ mrepresents 1 or 2. In another aspect of
the invgntion, m represents 2. In another aspect of
the invention, mrepresents 1. 35 10 WD 2009/ 060053
PCT{{g°Z008/ 065104 I n one aspect of the invention, n
represents 0, 1 or 2. In another aspect of the
invention, n represents 3. In another aspect of the

In amviedrtdspBet di the pvestnt R' & pﬂdmyamnshmteoampﬁ@tneqﬁ pbdion, that is in

the'sn &nﬁdnoe{hd the Sr%r&%ﬁu%sthét is | h@&%d"sﬁton p‘Pi . he
epresen S n one as th
|‘|q)nve D represents O, 1 or 2. In anot her aspect

ention, p represents 2. In another aspect
wention, p represents 1. In another aspect of
invention, p represents 0. In one aspect of the

H@ention, q represents 1 or 2. |In another aspect of

the invention, q 10 represents 2. In another aspect

of the invention, q represents 1. Each of the aspects
In gFothesaspest@hthednventian; dép@ﬁ@'étﬁtph@'i‘ﬂ' sglstiftted by-CH,OH.

ot herwi se. Nevertheless the skilled person wll
h1&ﬂ9§#%EQQQhéPﬁémﬁh|R“Rﬁw&ﬁ%&ﬂﬁ@%ypns of the aspects of

described are within the scope of the invention. Thus

it is to be understood that the 15 present invention
In ersyasreckefithe wbntieas Rofepregensudagges, Incanarariaspect ahthe invention,
R® e¥gapdiits i-€dsatyb Up ainothes Gispdxe cbf hies @iventidroIR°excpragksts 10nzalkyl. In
an?’tﬂ@r g ftof trﬁ.dv{%mﬂ o, Fé%\éhge%z Eﬁﬁzu@d@ther aspect of the

of mu r rep esents -
inveRigne Fﬁ@ Se@F%C?'EgF’te - compounds of formula (1) may

exi st in stereoisoneric forns (e.g. they may contain
In 8k SHPRCOST thd [MeRNTRE tdprEschid RIfoddn0 MBanothdt@spect of the invention,

R®Y Wé%’én@ %ﬁéglk)?r I‘?Péd%i’r!@ ra§Pec9 %ﬁptte' ﬁ\%rtltcﬁn qﬁ@reﬁreﬁsents -C,Hs (ethyl). In

anginehpsPacha’ fcolpuerdiont ﬁe "BRresenit -CHad@gtYbn/n ’?’Pfeher aspect of the
invemticen R seprasends eXiehyll©H.dn @onther aspdcbnbitheiisamtios, RT represents -
c.a@wounds of formula (1) and any geonetric (cis
and/or trans) isonmers of said conmpounds. Likew se, it
under st ood that conpounds of formula (1) may exi st
In W? WECLIMEPS Bveriians Roferspsantialiydregan- tsarsqttaﬁmspwtoﬁee invention,
R’ fepresdnts dhdalkyicsanather asmssot bitbé irvedtion, RAirepresents aiipgmethyl).
of the present invention. It will be appreciated t hat
sf Qr mu tianal
i oRCEReELS IR Bt R A et iy Sy 288! the invention.
R® repsesants &salhﬂyln@@ﬁ%hﬁwﬁcrf of the inyeriinmIN sereasasys -Gty (methyl).
standard net hods known in the art. For exanple, a

In 5r?e°§§ﬁe€t &Qﬁ@w%oﬁ# RP R4, g?'é’ée‘”?"lté H;?dr dtt?ecr%ls dPhe invention,
gC I ral tive HPL E( % I—?
R e Seaubise b bieneer ssnsshel b niandsh. B raPBE T tmetny

pol ynor phs, and m xtures thereof, are within the

In m@a@e@lf ot the ipre@d@ntm répregenton.or 35In¢°§ndtl$e$(é§b@¢teif fhe ihldgntion, m
t e

rmﬁ&%ﬂ%%%ﬂﬁgho% Fﬁ eéh%gW%EP%F%n ?ﬁ%p§£§glpled nunber of

carbon at ons. For exanpl e, C1_6alkyl means a strai ght

or branched al kyl contai ni ng at | east 1, and at nost

6, carbon atons. Exanples of "alkyl"™ as used herein

i nclude, but are not limted do met hyl , ethyl,

n- propyl, n-butyl, n-pentyl,
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40 hexyl, isobutyl, isopropyl, t-butyl and

1,1-di methyl propyl. However, when a noiety is defined
weowh/06des: al kyl bears a substituent it will bRCYERWO8/065104

to the Skl | ed erson fromthe context that al k
In pngepsngst it h?/l‘rl%(ﬁ tiory grerigserit & gt 2Df‘é’ﬂ@ € e§pac) Sthe ifvention, n
remewtse&eln(anoquemec) ohthg ipyespigh ermeeqreaetﬂwtzwoyher agpect of the
inv¥RicA0R 96816863 1 IR BINBINEPAEHL6611A4 invaatidis Adehies&its0. t he

term"al kyl OH' refers to straight or branched

h drocar bon chains containing the specified nunber  of

echeldhe INYRYIoR: RYBRTERSNS Br bap? Ir@nolbgnagnest ot tge invention, p

repﬁieﬂdntd DHnemather aspeat af tietinvantion.am odpeeseatk | Inconthar Repagt of the
invahtidnep¥épréserdd)d. at nost 6, carbon atoms and OH 5 In

one aspect of the invention, the term"alkyl OH" refers

to strai ght hydrocarbon chal ns containing the
In gnreasrackal hgnbantin. ¢ @FeIENia bivs 2aluarethsrdrseryl ofheifpyention, g
redresenesx2rnpheotheGispectaitikey/ in@htivran sepgesdintsal .ght  al kyl

cont ai ning at least 1, and at nost 6, carbon atons and

. one as f the j nventi.on
Eadts ofg Ty oeRE P oo (G  BY %P”l@r%%ﬂq@fﬁp%@ ufiess rlEed blhenvise.
Newttt%ﬁ&m @stﬂlh@l @fp“é@n ) illetndgsianst that alctae mermutations efribe aspects of
dedtyided e withirothze séspeusfethehiaveition. Thas titeisnto” lbd kiedgrstood that the

prers@hte hverltiBn %(/é’r’sgﬂtco birltiBRS Btegh %B%‘ g h%qre?? Qh@%?empllfled groups

de%&“g Con[?grl gt‘g’ﬁt’JFe'%Bﬁg%pﬁgn@? '”ti%F'O” 1%‘"0\53%%%& gompound of
formgla (Baheseip X repeassnia -SONAI-ghe RireyesenihieetHal kyl

containing at least 1, and at nost 6, carbon atons and

Ceﬂgln &%ﬁ@%uﬁé‘sﬁoﬁf;m& Q’Fﬁ% ex@(lﬂr&’é ﬁ '5;_@ en@ﬂgt’rﬁ?@ ﬁe;‘y mre\y contain

onq Ohﬁtq’i?/ PRYRBRYIC, caa?og Pmﬁl e Iée |n§ gls WOISO@GI‘%EHF@Hi)/q)meI‘S and
diagtepearedry] and-pixhtresyof ,th@separg émpjuded3witin ik - copat efnfhle present
inveAtio?r: MEeaYdntior BisBexttnad thesribratibRa idhdRs oRbdAEMInds of formula

M ggﬁ térﬁ/ Pgorﬁetﬁ{;l (éfs%ﬂd@r tr%tsﬁq%gﬁgrsat%fkéjgfé' c% ﬁnds Lllgerse it is

car bon
U”%@(ﬁ‘i‘?ﬁﬂé a (?P”‘EP&PR%(?‘C feeaHle @ gy §?<'§h't” t@t'tonl?t“ﬁrf%'}’?&jo"her than that
sh@/lnkurxyhegrfonmmlacmﬁathesagarataIS@amrtIudbd witdin athe nesipe 60f the present
invemddaon atons. Exanpl es of "al koxy" as used herein
|ncI ude, but are not limted to, nethoxy, ethoxy,
r opoxy, prop-2- oxy, butoxy, but-2-oxy, 2-nethyl
It Vfﬂ“ o8- apprqu@d that regamwie ﬁp@,ﬁogn@ng fopayla d;)yn%ge optionally resolved
intdn&hejrl individual Zpaiitengrel 1Suclhfesalutians magtcomegnidrelyde ddeemplished by

staﬂ?ié(rﬂetﬂet%dscl@fo@\ﬁﬁr\n MOk, PSr éié%l@%rr%b&mctd&ﬁ}ﬂoﬁh@bf formula (1) may
ets to a fluorine (fluoro)

begfﬁo&vlelgﬁ)é( CPEﬂ'l %?Qﬁrat'veﬁgj ne (brono) or i od| ne (i odo)
atom 30 As used herein, the term "hal oal kyl" refers
It WlIDaIaO balabptec@tmmat@mmnd@ ef e invehBorc@hibl Bxisbapdyraoghs, and

REBided alSAfin FRSDNEKORERALAMIdERP! aced with a

al ogen atom or exa or onet hyl group and

the like. As used here| n, the term"cycloal kyl" refers
Astused Berein dhedety clalky!” gnetﬂn@ te ostraddhti ergb@nelaeds hy@®carbon chains
coritaihPrhé Bﬁ@:lf&idmbelﬁ&ﬁmlbm atoRfsl Ude eRatfiplePC ARyl means a straight

or 5@%%&@1'00%% rf@/gt &fpﬁy%nd ‘aA§mU§teéj claﬁfo?t'aﬂo gh%xétﬁEI& of “alkyl”

eter oar an arofmati c B/ %
as uge Et?fﬁtrh'ac'édet%“ftﬁ PPt Eniteddpsmethyh ethyl, - Prapys nfpive m-pentyl, n-
hexyl.eisbiedtyr dsoptapyh trbutid pendd éritdimetbgloeplyed Havever, when a moiety is
defiiddr Q@R thatoNM@DaarNg sEbdtiamt |t8Wtﬂ| beh@edrafahd lsﬁﬂled person from the

coftbRr h%f U1 %%{ﬁ%”ﬁlkgerg%f SREA n*ﬂrhc % kg CHz), ethylene (-
C%H@é%‘? p@pa'ﬁae &ﬂCé'ﬂZ@ peH>}i ng syst ens and b| cyclic
structures at |east a portl on of which is aromatic and

the other part is saturated, partially or fully
unsat ur at ed. 11
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12 WO 2009/ 060053 PCT/ EP2008/ 065104 As used herein,
the term aryl' means an aronatic car bocyclic noiety.
wab@ogefoshi tion includes both nonocyclic and PCTERI008/065104

S 5P Rt MinloOH UK ‘A IoH QLRI By cfagarbon chains
corﬁamlmlgah@dpeqmdtmmbey obearbon btpmsravalt alhydrexy! groErarmel example, -Ci.
sallRflOBITE@EIs! £ straght! ordratpSdiangl bsteaiRimphit Mdst 128ddBYMost 6, carbon
atﬂ]semﬂryl i ndanyl, indenyl, 5 azulenyl, azul anyl,

uorenyl, phenyl and napt hyl , and nore speC|f|caIIy

phenyl . Exanpl es of heteroaryl groups include: furyl,
In bhe esgect opyhra ovghtionpiher e rigkylOHY rdfezotoy straiglixaeodopthon chains
corﬁtBﬂn%Qhé’ %pedlf@ddﬁl?rﬂiey bf cabRERME andpé’ﬁy?%ﬂ'@iyl be'up For example, -C;.
Galk Bﬁd%g ryﬁ as rgghthal%lcox amn?%gfjle%t yé d attr%I szo c}érbon atoms and

pyrl

I—byr NPes rﬂf’lpeCtp9 ih8 ARMen |gru| \rh@| al,lﬁw chq_@ 'f‘et@a%'b!"?ﬂ" is a straight
hydrocabomydhainazatainipl, the xgpeeified ylumbeni gizegpbory lafoms and a hydroxyl

cQ,lpazepl nyl and thiazolinyl, benzimdazolyl,

benzoxazol yl, im dazopyridinyl, benzoxazinyl,

benzot hi azi n%/ , benzot hi ophenyl oxazol opyri di nyl
Aspiend beigim i termualkenl rgers (Quatianb Pl W@pchqg{qhawfaydwmrbon chains
cortthinindr thguspaaitied inayber loeBzmiohi @@t ynd @t bahiome double bonds. For
erﬁﬂéo (?J ‘@Hyi m@g%gg{régﬁtpdrrwancpbaQ%Véonteﬁﬁ]g at least 1, and at most

) I nven

SERTEAL oy O e SRR pShy SRt i 2 used horei
lan’dﬁt auhiargy net flimitgd doorthenyl, A-pethgletienwihincepyheene, 2-propenyl, 3-
bute@yle?-ouRhINE-peRRApeBhentehy!, Seharfledté®imor Bihkxgrgen,

oxygen and sul phur and the renaining ring- atorrs are

car oxaz 20 As used her
s SR Bt R P A BPY (oS SR O DIAMCREq AlsORGgHaHP containing
thes sipesifiedurumnbeasr of carbat iatamemt $or rexbmplsl €dalypeemeahs a straight or
brahdRSd bikbky gldupeon@intld svesktunlag st @idaes WaBors hdhRd. Examples of

aIIqug Eé‘ﬁ%@c{’ﬁ’%\gﬁﬂﬁ&ucﬁ’é b%‘t)%Fét nottllprﬁte'dq%% hggﬁ%%(}?nﬁljo}goxy prop-2-

OXys PURY e BUFEONY-a2- MAHEROBT -BYs §T"E)‘?tBy'€rl9l952t‘P>fyu SRDOXY aRgshexyloxy.
The pbist bﬁajtanhmemaya)bbe oh e ®agen or catbérf atoant . 25 As used
herein, the term "pharnaceutically acceptable" nmeans a

<SG 0 ol L A PSP 6Bl e e
bromgpe (@@“Phorﬁ@@lr‘%('ﬁ@ a’??t@“t hose wherein 30 the

counterion is pharnmaceutically acceptable. However,
As3Rbl hehayihg t&ﬁﬂ“haﬁﬁ’éﬂ( MReRM ’[océﬂ laV( Q;E’thﬁmwﬁ one or more carbon

count eri ons are hi e the sco en
AR, AR MRS o e B RO o0 asrepr?[cs? iy Achelogep atom, for
exarn@e@rtéfﬂimravefbml Qiﬁumﬂmféihedlbﬁpounds of fornula (1) and
their phar maceutically acceptable salts. 35 Suitable

ASQE%% éérw BR33! Sl ga.@gm %E’ga'(i:rlﬁn 310 8
car aa.“wa i, B mBlse o qyﬁ%PFP&e/GgmLf%oe gad gyqohexyl.

hydrochl oric, hydrobromc, sulfuric, n|tr|c or
As 368 pBeYin, Qh@@érﬁh ‘BMheR §ANl eefaQ td%n%rlmaﬁ(ﬂ@y‘dllﬁlgeoup containing 5
to %lrﬁflg atomw 'f '3 %qugll {Nﬁrchaeﬁgtﬂe?erof SRS lifde ggbéﬁrﬁlp] lected from

, CcItr tar be Cc, .benzene

N9y (ML ?’Eﬂu Kos p*H’ét ﬁaﬂeﬁlﬂ frsmaw'nget gsaomst e ccypon. e
bemzpptiopreingih ésiolvi onthiergti dhis @effimitiod cludes both monocyclic and bicyclic

rln@@Vsth'ﬁardﬁaQ%%h&@thurag &€ Ra8Ph PoRBhIST whidh is Aféthate8nd the other
pawsa?‘ﬁﬁ%%egém% or“?@@q](?w@tulreﬂeé he isolation of

conpo andare included within the
scope of this invention. Reference is nmade to Berge
et al. J. Pharm Sci., 1977, 66, 1-19. 13 WO

2009/ 060053 PCT/ EP2008/ 065104
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Certain of the conmpounds of formula (1) may form acid

addition salts with one or nore equivalents of the
wW@ei0d/o60Dhe present invention includes wthin | PGI/BRIPE065104

all possible stojchjionmetric and non-stoichi ongtri _
AstsersherRiay &t terg) goyly qieaes gn ?rﬁg‘aEBrFﬁthﬂ%@'CoWO\egf rfﬂeadef'”'t'on
includps eth suinpaydis afd biegclisaling systemb eandobipyrlindsirugfures at least a
poittieh e whichlis aﬂ{rﬁatic@ddulﬁéd)tmrtd'éirtﬂ_s shRrse@Pnsar®ilytdieully unsaturated.

, n ) , ¥ "o,

ExPhpEe e ?*oo%“f'gbé% o5y O HEBAh, a5, SEERNAD) Ky, indeny.
azyenyl.pzyignyk Buqrenyltieayl andeiaeityh and msaseeairaly PRl a

(1) or a salt thereof) and a solvent. Such 10
Exérabnégn&fShétefoam?EQWSOMd@f fid)e thiRM@ANtoyABIyMEyyridflyl,  imidazolyl,

a

oxkNFIEES, i ot 8, 8L09155locB Vbl ASpB: Bracioco
triazphyf, t Bpdiaroliva P¥iaNYleR¥iidil| E’yrid@Fiﬁﬂnoﬂ’y’riﬁﬂ@i”ﬂc qraziggbi gulfolanyl,
tetlamolgne triezpgtt aakpibyle oxazepinyion thidtepirg| \darepingle dands thiazolinyl,
berpi?rﬁrd%ﬁ&?lﬁf/ie%@bi&aﬁgﬂgpt BRLSZRHYRNL - bBnARARAT  aB@RSkhiazinyl,

of .t.h tion, . sol vept “used . i ter and the. .
e T W PR APV B5 PGP o QURORY N giRaZofiy! duinoxalinyl,
dihggroguinazolipyl. dgnphinadylohihelimifoa henrofurangl bgngodiazepinyl, indolyl
andisiolngblye for use in medicine are those wherein the

sol vent is pharmaceutically acceptable. However,

sol vat es hayi ng non- pharpaceutically acceptabl e . :
in 38¢ vinea: o Bervdliian, RERElERmEY of 4 1ne MerDetAL Srontatic cyclic group
containimgtd Bng-atoors 1.ekemploé whichrare detesg-alomseinentindeelity saiected from

nitroén,Wxeger aid Quphair add ey reerRimey s atosf ¢ aailban (d.g. 0xd@ole.
and their pharnaceutically acceptable salts. Prodrugs

Asified Beisie 07 oS ruble ToRrviarporiuigEwils Haggmed Substivent or
suteditusints, multiple: degreeefedbsigutionszeing allopedpioless otilerneike stated.
Foft VAo cavof Rbtbtt B teRAtihdeBertienBYy’ M¥sHOINAS WhetembRethan one
su%ﬁiﬂﬂeﬂt is %ﬁe%té(ff?orﬁ%tﬁu\(ﬁqgr%r gbgs}f@é sH@s%itJE%fjé, seesfuéﬁgtt]énts may be
armaceutical [y acceptab prodrugs are’described in
thersamg grudifredind V. Stella, Prodrugs as Novel Delivery
Systens, Vol. 14 of the A C S Synposium Series, and
Asi iscBINRER, Bhe téﬂ‘?lcﬂﬁlerrﬁégeheuti@élﬁr&:;éébﬁlbfégs%é@fsre{; %ﬁnpks)gnd which is
. i gn i can armacCeuti ca soci ati on
Su'ga:?gegf Efﬁ@aar%gﬁe%gs’e. 1987 and in D. Fleishner, S. Ranobn
and H. Barba "Inproved oral drug delivery: solubility
Salts ofl doaigonngs offerncudad ) vrich laee sigitabtef fop uwinungedicinAdreathoswherein

theDr BSUnt&RIni VR YpiZemae¥ichhO98dcebBitd. Hawd3P: ENRATMdMg  non-
oval eFa{PI&E{v bonded carr

hare an%ﬁ ; |ter§hthat rﬁjI ease fﬁ tion. f
PhABIAGHLNE"H AP SRUERTOPS @Fe YItUB WharPe L 'Sk s i g vegtion. for
exgpapienios tise ¢ intgrmedipigsiiepe pRPatation £f ither gemmorngs, of formula (1)
and trefragohacm dneutredliy fagtergablegsitd. onal  groups in a way such

35 that the nodification is cleaved in vivo yielding

rent conpound.  Prodrugs. may include, for. ..

sulghS R cs ian e atatn Lt ERrapoRramn s BPse Alecbioyhe art and
inctide gliet iexagpleupsid sadditioh gvadte dotnaedamith gnergpnichaaids @dge rhydrochloric,
hydgBiiofiS tiifedt, tritria. op PhiogtioricCdcRR\RE dr@anioraids g htdemicy maleic,
mafl€, matadi€, &feﬂb',ﬁ‘ﬁm iabbﬁutaﬁ%orlaec%?,néit?itc,' téﬂ & ,QJERE&&, t§gnzenesulfonic,

Fodr U s,lnclue(aut,ar not Jimte £ , ,
p'tng%%ep"H PRiE-eMet2Pg &, elaaesiiionics oy frarhinalpresylenipacid.  Other
nontehawecevigslly fachsmlalds ysalis @.g. Afxakaté s endyu be tusedafor grxampte in the
isoRftioh B c6APRMHRAST fFOMUIL(INMBh® akd ihclubE® $RRIANAE 8Sope of this invention.

t. e d t be, active in
Re B S BT BB O PE R R R ZaB < fhder 1 vivo
conditions in the human body. Suitable 14 WO
2009/ 060053 PCT/ EP2008/ 065104 pharmaceutically
acceptable in vivo hydrol ysabl e ester groups include
those which break down readjdy in the human body to
| eave the parent acid or its salt. A phosphonate is
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formed by reaction with phosphorous (phosphonic) acid,
by nethods well known in the art. For exanpl e,
Wphb@spboant es nay be derivatives such as RP(O) RCRER208310h5104

the like. A5 acetate n ester of acetic acid, A
Colia ASINE comPa et lo B LD To S e ay Sk 207oR Shle Wih one or more
eqivalerimeafethesacikh eldeepresentciavdtioncinglofles withinoite sagpseet! possible

stofthidnhrid SvERdr-eBichidRTeid forri deidgded a conpound, or a
phar maceutically acceptable salt thereof, wherein the

npound is selected fromthe group consi st i ngf of : 10
SoIMat[eg of thg §?’ﬁﬁ?msd3f>f?rﬁﬂ’éﬁ‘1w ]an(i SPI(\/g lep of the salts of the compounds of
forinutar (OEme mgludee wiith ] th& somteflthe drebertt iveBtion.i azol e- 4-

car boxamn de,

As '}%LS’ he ?] ﬁgnﬁrﬁy%ﬁ\@f% prje?ery H ior[nélgx %F Qgpa%%e&wc?w 'PA/ f(lrmed by

a splufg 4n ﬁ;\rsolﬁm@ﬁyzp }:%pqaﬂnd] Qfgf,orﬁ:g@ahg Jora saIt thereof) and a solvent. Such
solixerdtd £dr (ipdhpurpbsediitit Jroepiigpheay ht-idteHerds, idiiHBthe hicagid at adtivity of the

soltife. CERQﬁﬁI@é’”o@%wtable soIvents include, but are not I|m|ted to, water methanol
Iuoropheny

ot ST AR S0 158 phiedl oT o, Ve (P GRoveRt ed s a
pharnfacgutimaliyy ﬁ@(ﬁﬁ@éﬂﬁw seheiyin]antheseRpect 4 the. inyentien ethﬁ;ﬂolvent used
is vizatbyandotkg lsplvatayrhay dlstibéd refeled td @z@hgdrdte. car boxam de,

20 1-[(4- Brormphenyl ) met hyl ] - 5- net hyI

So@%% (&M&Jﬂ c}/m)ufaxef; &’/ﬂ.cﬂ re swtable fc?r S’set |rnI r%eglcme are those

Whgtelwmﬂrg/Isoweobhﬁémjﬁamqwthallw gaepiaplee nyowarehy B9lvates graving non-
ha’l’n}acéuti'(tall %c@epﬁébl@é@lventé -ar6 ayithiX &8 Skdpe of the present invention, for

Ty 2SR A R im0
g a@?‘@#&ic%yﬁ% ﬁ@?ﬁ? Hevet hyl ] - 5- met hyl - N-{4-[ (3-m
et hyl butyl ) oxy] phenyl }-1 H1,2,3- triazol e-4-ca rboxam

Prddi€gs of the compounds of formula (1) are mcluded within the scope of the present
iy t hyl - N-{4-[ (3-net hyl butyl ) oxy] phenyl } - 1- [ (4- net hyl
p?wenyl)rrethyl] 1 H1,2,3-triazol e-4- carboxam de, 30

5-Met hyl - N-{4-[ ( 3- met hyI but yl ) oxy] phenyl }-1-{[ 4- (1- net

As hysledt ey éih ptrenterh nptduyld”-rhebrls, 2, @mpoundadiier &- canvelied avithin the
bodyfl€e.gNb %yﬁrcﬁﬂ/sﬁi 'Fﬂ?ttﬂé”t%ﬁﬁ) nﬁ'l%nb(é ]atﬁvem?érm’lthal has medical effects.

l,az

Ph%r[n(aé:gnﬁ(gﬁn%ggcepta/ble n}e l}/gs are descrfbed ?n li'r ngugnl ané V. Stella, Prodrugs

as fqvel @P'b/ﬁéh§y§f13m§t Yol 114 1f e .G s BMBPesii® Serisaeald jn Bdward B.
Ronted, beydl. .- Bidrebersinl; BatriersainoDgDesiin, dandvisaaPhdemaceutical Association
an(!N‘Pﬂa aﬁ‘ncﬁ’! |5;(el§§t Jf%'?%%) .Hft@rmé 1shr"r'erl § ARbhBR AR B ABRIYved oral

dng] %’ iery: SpRll; @gﬁ%mr)%mm Bl s g o erporuas: Adggngsd Drug
Deb\reszyVI?wﬁéi@ﬂfSJ) (2 115936. Prodiussiase a0y eavalenthFored carriers that
reléas[e(§ dbnipouht oﬁospdmetmyé Xneih havd wiNeh dsuchystodg niet dunhipisteeed to a

t] Pr%d éd 8¢ th&rifing ¥n GRHBOKR a way such
l&e Anogl Fl?fihik (j‘”{: e &ngaﬁg ;]Elgmyi%?garﬁ farompou?}c)jﬂ)ﬁrod%ugs may

Inctyd(en@r leyaoRke) b@rn@@mde of 1igs \Wer@OWDEBDSIBydroxyl or amine groups are
bofel toR2Q Q86 a04vhen administered to a patient, cleaves to form the hydroxy or

am4n4 %r%ués Q'h%Q E \'gjve) Hﬁnﬁw 4 fSp%EFJ&lm(%de?’(bu gr%trl&}flllﬂuted to)

car bonyl
phospho ate, carba tate, formate and benzoate derivatives of hydroxy and

amine functional groups of the compounds of formula (I).

Phosphonates, acetates, benzoates and carbamates may be active in their own right
and/or be hydrolysable under in vivo conditions in the human body. Suitable

14
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triazol e-4-ca rboxami de,
1-[1(3, 4-Dichl orophenyl)met hyl ] -5-nmet hyl - N-{4-[ (net hyl a
worewopersbonyl | phenyl }-1 H 1, 2, 3- triazol e- 4- cCBCTBR2A8/065104

ph%"[%?ﬂt"{ai'%gﬁce@t% 5 GpmBYTPlySRRiS §3ipT groves fRAlude those which break
down Teailg-in thenngman-bogl Jte dedysntpk) raremoddik nz datselt. A phosphonate is
fO”NBB% (r8&Bib MATTIpRBS FHPELS bhdsdh63|c)4ra(§idj oyl rasRpReRyIl kiavin i the art.

%m | tgﬁ ph%né'{fe% rﬁ e;gbya@rvg% s 4su %a%%)‘?i?g%@%zf and the like. A

aceptjati;gsr?é\t?ﬁ} r olaqq_tlg a§|d3ﬁt e, ee|34an g@ercgfr boxyllg acid. A
carbafn@®; i4 -abiestdr of oqrbaarmpla)onht hyl]-N-[ 3- (hydr oxyrret hyI )-2-
net hyl phenyl ] -5-nethyl -1 H 1, 2, 3- triazol e-4-carboxam

In fﬂ (agpict of meolrngerﬁg)rr]] ﬁhjere %9 ﬂVIdﬁ_ Préq(y%re?h%r]a)rmﬁceutlcally

qu%S?ertPHSﬂOf yvhﬁreln 1ECOMACHHB ises Ct% OB AREOQED Gaasisting of:
N -[BREthiy(me3h i Xy IeHeh B]-4- @i-Htuok aphepilgmethyliveningth 1-15+- i@ 13htyib zdle-4-
carbodamida- t ri azol - 4-yl } carbonyl ) am no] -

N e SRR G rme P sy P - gy
canbexdyid®phenyl ] -5-met hyl -1 H 1, 2, 3- triazol e- 4- car boxam
1-[{4eBrontdphghyl)methyl]-5-methyl-N-{4- [(phenylmethyl)oxy]phenyl} 1H-1,2,3-triazole-4-

Ca,{agxg,g{jg [ (3,4-dichlorophenyl)nmethyl]-5-nethyl- 1
tri

{%%E%"PBB‘?M )?n}ﬁqyll}% Wﬁ&;ﬂ,N}{gé@pg?%me%pwl]phenyl} 1H-1,2,3-triazole-4-
carpoxqmide] ( 3, 4- di chl or ophenyl ) met hyl ] - 5-met hyl - 1
1-[H- mu&oghéﬁyl)aMyi]éB mb}r@amt{mwmatnylboﬂw)oxy]phenyl} 1H-1,2,3-triazole-4-

carbo y oxy) benzoat e,
et g sl g e S e

carpoxgdidexybenzoat e, 25 Met hyl

5-MethyI{1t [aﬁﬁmétﬂ?l)ﬂ\h LDI:’( §mydthyRikiMphdmyb=1ret Iyd-tribzole-4-
CaIH-O @d -triazol car bonyl )am no] phenyl } acet at e,

chl or ophenyl ?]rret h N- ( 3- hydroxyphenyl ) -5-m
5-NigtyN-f4- Kﬁﬂeihﬁbltw' X¥phenvt &q}eaamw %)e N/E?P

carbokqrfiie] ( 3, 4- di chl or ophenyl ) met hyl ] - 5- net hyl - 1

1- [(Zi th%ré’lﬂtfbh%ﬁﬂ%r)ﬁle%klﬁ Sah&ANN X@[{B%thyl&ﬁyl)oxy]phenyl} 1H-1,2,3-

E ‘P a,&sr?)gcr;ég?bon (et h}/l oxy?}phen [ (3 ch
S-Nejpy &TWW@W"}")%ﬂ%?W}I 1-[(4-rpgt yIphenyI)methy] 1H- 1 2, 3 trlazole 4-
carbp®aridey i azol e- 4- car boxam de, Met hyl

5- I\ﬁetﬁ?ll\92@§§ n{étr{ﬂbl[t&l)%xﬂp%w QE[@RHLWM&E Iwehylﬁn&ﬁ%{gYH 1,2,3-

¢ }car bonyl ) am 'no] benzoa
”aﬁgl{sh ?arf) a[n( (3, 4 d| chl or ophenyl ) net h%/ H] 5- met hyl -
N-[B.41Bis(nmethylp @]en&l.]-@rr}]@taylbb[(%n)%hwmyl)me hyl]-1H-1,2,3- trlazole 4-

carbokarmidhy| oxy) phenyl ] acet at e, Met hyl

1- (§'E{|r§f{e%§lglﬁ€btﬁyl)dlkl qghq{ﬁcarﬁ@o r)}(%ﬁ)ﬁ%lﬁ?ﬂné f"%[mq I?M 2 %3 triazole-4-

triazol

Carﬁ’oﬁ"ﬂ'g?obenzoat e,

N- [&,4[ @ls(nrr@thyl@wmnmm1)[mﬁwoqhe@ylm@emylﬂ 1H-1,2,3-triazole-4-carboxamide,
1-[{B-4- gmrmmwymw] BtrdetRylN-{4- q1azok&oi424yapsmvy@m4dez 3-thfzole-4-
catokdnigy dr oxyrret hyI ) phenyl ] - 5- net hyl

1- [qq_, %cﬁﬂwy%qn%gag % W jl:lk[% (ﬁﬂrg@r%%wg}@pﬁyl}ggh%?%m 1,2,3-triazole-4-
carboxghidayl net hyl )-1 H 1, 2, 3-tri azol e-4- carboxam de, 16

Methyl 4-[({1 -[(3,4-dichIorophenyl)methyl]-5-methyl-1 H-1,2,3-triazol-4-yl}carbonyl)amino]-
3-(methyloxy)benzoate,

azole 4-
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WD 2009/ 060053 PCT/ EP2008/ 065104
1-[1(3,5-Di chl orophenyl ) net hyl ] - N-[ 3- (hydr oxynet hyl ) phe
wogiopososet hyl -1 H 1, 2, 3-tri azol e- 4 car boxan BET/EP2008/065104

1 [&?A&B}éh@ri)éh%gxl&gtﬁylip?ré% )Agm’f L? Zg)rnlnor}XéJoonyl]nﬁterb%} it123-

triagolerfecahOxanyidibenzoat e,

1-[{B;4-Oehorépreh I%@ﬂﬁ?lﬂiﬁyhétﬁﬁimyéi ﬂ(méltr{y%n{nhb')dér@&b(mhbr)@}l})ﬂ-?—ﬂ 2,3-
&gk%&%ﬁ&%i - et hyl - 2,3- triazol e-4-ca rboxam

Ethy $3{ Rl W%{HP%)VHE’@HW]%W@}W\ 0.4 ¢-H1a70lt-c hi or ophen
yl}sdrhorat)ayinoldenaedtay| - 1 H- 1, - triazol e-4-carboxam

N-[B48cetylamino)phenyl]-1-[(3,4- dlchloro hen methyl]-5-methyl-1H-1,2,3-triazole-4-
Ca[lsq L4 Di ():Fl)’ﬂ o?c])ph[(enyl) I%Oyl ]y) N-[3 y]( 1- hy roxyet hy )p

eny met hyl - 3tr|azole4 10 carboxam d

N- [m:(ﬁqetvﬂﬁmwf@n(/wd%‘k?ﬁ’@bfﬂﬂh}%pﬂwwll gmethy-4 Hql %ﬁrtaa@dﬁ -4-
cadbemlhl)jmst hyl]-5-nmethyl- 1 H1,2,3- triazole-4-carboxam
dF@dHéYu&/l)methP/l] N-[3- (hydroxymethyq -2- methylphenP/I] -5-methyl-1H-1,2,3-

( or ophenyl )net hyl ] -5
tr'aﬁp'% gentensipy
1-[(3.4-Dishtssesfepahmetby!I-N-3-(beciowmaing phpexly5-medy- 1his! 2,3-triazole-4-
cadldbkémkje,S [ ({1-[(3,5-dichl orophenyl)nethyl]-5-nmethyl-1

) % I - i inol-
Megl'T 3431- Lgﬁgﬂlo%pwémﬁ{emlﬁ _h@ffyRP-1 2, 3-triazol-4-ylicarbonyl)amino]
A-(pe 'gF)fY?’ E82%'%i chl or ophenyl ) net hyl ] - 5- et hy
1-[{&.4Dghiprentieaylynethy!] WF[F&HdWM@#@&W@NﬁT@éWM@OH] -5-methyl-1H-1,2,3-
triakole(BcAtb&imbier ophenyl ) met hyl | - N-[ 4- (hydr oxynet hyl ) - 2-

Etr{iﬂglt E&?{M [@Xlﬂl%ﬁ%?%h]eng Oxaﬂr 5 ethfii-1801,2,3-triazol-4-

ycgirp ryDammOiq?\eav FRESI ) met hyl | - N-[ 4- ( 2- hydr oxyet hyl ) ph
Me@wﬂll 3-{§1-HB rdichloroplveny)) medwi]rS-aethlykel H-1, % 3itripggbdryfiearbonyl)amino]-
2-(ArelHy &,X(ﬁ)rb@h%gt@r ophenyl ) met hyl ] - N-[ 5- (hydr oxynet hyl ) - 2-

Meiﬁ{lgt g—Y Pﬁ¥)4 &&ﬂgljokﬁ%ﬁéewcl mE'LhyI 1H-1,2,3-triazol-4-yl}carbonyl)amino]-

2- m@[%y 2BPEhy dr oxymet hyl ) phenyl ]-1-[(3, 4-di chl or opheny
Melthyirég-FH] 3, 5~divbtangphendl ) rhetby (R 53nethyli 1z b ReS-iaradbox am
ylydeion I)amlno]phenyl}acetate ) | m
X
- [%f‘fqbﬂ"@%%hﬁny'S’@gﬁ&'T R DS el e
carbggamide
Methyl (8+[41-[0B gdiciaphleenyl)irettyiiya-inetiy(- 54(12 Byrerzok4rgfdarbgryBaminol-
2- frUB%bh%’da%Y) phenyl ]-5-methyl- 1 H
ri,azo

N5 ﬁ?@O&aaOewb% EEfBIPRBRAE 1o dpropbsy e e -
1.2:3-HigeylptieeprPexamiget hyl - 1 H- 1,2, 3- triazol e- 4- car boxam
Meitrel 4-chloro-3-[({1 [(3 4-dichlorophenyl)methyl]-5-methyl-1H-1,2,3-triazol-4-
vy yBQuln dir oxymet hyl ) phenyl ] 1-[1(3,4-dichlorop

%'H/é #gy ich oropherx/ll)meilhy'l_%lr’nefhyl 1R Zaé?llaezoI44 ?/I?carbonyWamino]-

4- (me[f(yB)xs)pDe@ﬁ]aoef@%enyl ) met hyl ] - N-[ 5- (hydr oxynet hyl ) - 2-
MefHyet B—Yd{ﬂKBMpd?@rﬂMjobh&TyﬂﬁfeWI] =5lmbthyl-1H-1,2,3-triazol-4-yl}carbonyl)amino]-
4- ﬂho%ggg}(g @zol e- 4- car boxami de,

IS

N R oS e B Ry L e s b arhetfi 4 T SRR BYarmide,

N- [|4c(bydroxymethyl)phenyl] -5-methyl-1-(phenylmethyl)-1H-1,2,3- trlazole 4 carboxamlde,
N-[&- (Bﬁ&o@n@tﬁﬁ% anfbﬂﬂi\ﬁ;mén)/l]fﬁtrﬁé&hﬂll 1I&§dnén>tnln@ﬂfyg 13+ 2 yairigxeu-
caBbyhyphenyl ] - 5- met hyl -

triazol’e-4-car boxam de,
N-[ 3, 5- bi s(hydr oxynet hyl ) phenyl ] - 5- et hyl -
1- (phenyl nethyl)-1 H1,2,3-triazol e-4-
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car boxam de, 17 WO 2009/ 060053 PCT/ EP2008/ 065104
N-[ 3, 5- bi s(hydr oxynet hyl ) phenyl ] - 1-[ (3-chl or ophenyl ) ne
wo bopbpe®siet hyl -1 H 1, 2, 3-tri azol e-4- car boxanPCEEP2008/065104

1 [é,é/b]chg)r%}%gij/lb)r%gtﬁylﬁ_ﬁy[?,z(ﬂgr@%/yngq@rl%)ﬁgrgﬁ%%gyémg Qé’ 35tPazoIe 4-
car®okqnile] ( 3, 4- Di chl or ophenyl ) net hyl ] -5-net hyl -1
Melrrhyl &[@;b éelsamhoré b{é MyDaicBaAE-hathyn ol eng fiol- agl}ébrbonyl)ammo]-

4-(te h(ygjlzé A& chl orophenyl’) met hyl ] - 5- et hyl -

1 [Q%pr@\'%%y)egglm%tlhﬁ gl}c[ﬁdhy(gg)(y{%q;h%gmthyj_phenyl]-5-methyl-1 H-1,2,3-
triazOlpHecarboxsntigé,) - 1

g[@txc%tﬁarﬁuhbmhylﬁhywlpﬂ{(bqndﬁ!:r}lé%bﬂéﬂw)%eﬂwyl]lélmethyl 1H-1,2,3-
tria

zepe %%Ef ic acid

EE chl or ophenyl ) net hy}p}g- - -1 .

1-[3.4 Dhiprepheayynetayl N s thosipryaihy! Fbﬂhéﬁi%hy'ﬂﬁrH?,3-t“azole-4-
carbokdr3idd; Di chl or ophenyl ) met hyl ] - N-{3-[ (et hyl am no) car bo

N- LQYdh]o‘P&%f(Mi/(}rO)%mﬁ@ﬁﬁ)ﬂhenﬂl] Hi3,42%iénlofophéRPhRiyICRmERYK /T 2,3-

i de
riag OB AsCHORANIS o phenyl ) met hyl ] - N- (3~ ([ ( 2- hyd hyl
Dirgy &?ﬂ]—[&ﬁr[b’bWW%OWp en%ylgrgeet}q’éli/ﬁymethé1H{£g3tr|)a/2c§|?‘rxyet v
yl}ddridord/))3minoi-a 2abezdnaticdboxaiatel e,

Me%ﬁ;ﬁn - on;k{t ?{l&BBT%)Wgﬂ% Jgﬁ@%’"?" Y 3 WNidzer4-(RRkbyyBaminol-

Z'ﬂrlgi]-o'ff’, %i azol e- 4- car boxam de,
Etf{yB4{[(({{ M3{4(<chor9ph¢ﬂy6mﬁwﬁfﬁvm)emt~HW]?-,Srirm;ph%rl -1
yiddrdond/))dminolteaebatd, 20 yl } car bonyl ) am no] phenyl } et hyl

1- [?%Egcr%r? hfngl)r&eth%lﬂ N-[4- (Hydr%smneé%w fmgthxgxwweryl] -5-methyl-1H-
1.249-Yflag0l qrg‘%’iﬂm' €. yl}carbonyl)am no] phenyl }net hyl

1-[&cde Dvhwrophenyl)methyl]-N-[4-(2-hydroxyethyl)phenyl]-5-methyl-1H-1,2, 3 triazole-4-
carbdxdrhitid- [ ( 3, 4- Di chl or ophenyl ) met hyl ] -5- et hyl -1

1. [{;%41 D%hfbrédﬂfg%%etﬁyl] KBS RO AT-2- R LnDREMShd VR ethyl-1 H-
1.2 Zirfagole- ﬁ%asb@am'% orophenyl ) net hyl ] - 5-net hyl -1
N-[B:51Big(hydtoxyagiblybphenyll- d 63, ddichloyanimenyl phethyie by gtingt1hy 1,2, 3-
trlaESIBmé’érSoxamlde

TR PSR ERIE RIS bl i PRy SSHE I 2.0
tl‘lng carboxamlde

1-[B:4-D&tor ﬁbf@hkllﬁmeﬂbh@NY[B)(%WWi’eﬁyl)?@{(m?fth*{/)@héﬁyﬂF@mWyl 1H-
1,263-BRDYIb - b SRinlye 0xy) phenyl |- 1 30

HpE P?hzf’r‘fﬁark?HV@P‘8%'2!%@%@8%@1‘*]3’%@??6 WORGIME WLy 2.3
triazelerfy¢arpeedmifg.- 5- net hyl -1 H 1, 2, 3- triazol e- 4- car boxam
N-[2e)oro-5- -(hydroxymethyl)phenyl]-1-[(3,4-dichlorophenyl)methyl]-5-methyl-1H-1,2,3-

triarole! 43f rophenyl )met hyl ] -N-[4-{[ 2- (di et hyl am no

%:1 B}élyr? azzy()ﬂqét?ﬁlﬂ@%%%ﬁ%’y&@ﬁ@ﬁ%‘(%éﬁ&%%)ﬁ?(éﬁyu%-methyl-1H-
1,213 r(agola “Apiathe@mighenyl ) met hyl ] - N-{3-[ (2- hydr oxyet hyl ) o
N-[8}4-BiB Wokyrﬁelﬂi\?l)ﬂihényﬂA kﬂ(ma;cabrdﬂhbaﬁph@thﬂ} Mﬁéawamqg,s-
tri9blel Rz E)%)ganl; - Di chl or ophenyl ) net hyl ] net hyl -

f I az I benz
-1, %Dmhiﬂr?meﬁﬁﬁrnsmﬁ( N TGupie-A ooy e Belﬁere{ﬂ -Srpgthyl-1H-1,2.3-
triazoleelacarboxantide.e i s provided a corrpound or a
N-[BEBishg&ekyriahliyphenyl]-5-methyl-1-(phenylmethyl)-1H-1,2,3-triazole-4-
carboxamide,
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acceptabl e salt thereof, wherein the conpound is
sel ected fromthe group consisti ng of :
W(Nzt[OS/OGIOOb?o s( hydr oxynet hyl ) phenyl ] - 5- net hyl - PCT/EP2008/065104

N- éé( l%@(g]ga l@gg%g yl%@?pgb%désg%é@%%?/l)meﬁyl] %ar%gt am q%’ 3- trlazole 4-

caoka@nigebi s( hydr oxymet hyl ) phenyl ] -1-[ (4-fl uor ophenyl ) ne

1 Dlchior s@iehyihmdthih-N-[3.(B-hlyBioRgeth @ iphen @RS PastiRyr16iet 2, 3-triazole-4-
Ca[g]iﬁ ﬁ bi s( h¥(|)jr oxgﬂnet[hy(l )ghengflﬁ] }ﬂ)p‘ﬁ[ (g}a{):hl oﬁr%{)pphenyl ) me
¥1 3-triazol boxam d
3¢ %f@ 44%!*@(% ammawh? eSO | 2 px ipzp) ﬁrx}sw@anﬂ}ﬂ/m'waenzow
amtjhyl] 5-nethyl -1 H1,2,3-triazol e-4- carboxam de,
l[(l EoRhRIY SR ARETEDY RN 2 ik e es GBRATA G-
j( Bar® é’c triazol e-4- carboxam de,
@Af s% ddroxymsth | ) phenyl ] - 1£(Sfluorophenyl)me
5 (t[ gth: 1r£@hﬁw'mqthb4>iH2 3.3ttHazor dtvdcarbonyilagit i de,
berdzehédicaibbrylio@iciiny| ) met hyl ] - N-[ 3- (hydr oxynet hyl ) phenyl ]
4-[(9- (@%bbéhl‘oﬂodﬁ‘eﬁyl%mé’th&l{ 5-@\?&!'\}@-‘1@ 1 Q@[tﬁwlﬂﬁ%wbonyl% mmo]benzow
E | uor ophenyl ) net hyl | [ 3-'(hydr oxyret hyl ) phenyl’]
aci =5- rreth -1 H 1,2, 3- trlazole 4 car boxam de, 15
1-[(B.4- p@htqﬁonne@wmtpwj NefH{athyiawina)carspayinberut-Ryngthyiei 1 2.3-
triazbleretdrpbxaitte,1, 2, 3-tri azol e- 4- car boxamni de,

1- [('Era{ b%hLdr eQ%&ﬁaxylgwggg% N&%tﬁﬁ?ﬁ@@@&é}?ﬂé@&ﬁw phBAY Wethyl-
413905t GpTReK ﬁe
i MW T e enbprssene, bl et
(m&gblbﬁg%i@iqgﬁim t)gﬁ@éliﬁ%dga@%h@ydr oxynret hyl ) phenyl ]
{3 1 i h
yl}ga(r yp9m§wn:ﬁ orgéw hiy nyI i gl-c?%ne?ﬁzﬁr oxynet hyl ) - 5-
{3-K1(2H @lwmrazmryl)metrarmﬁemawww 16%:3-gmzol-4-
yl}&éﬂﬁ&y)@a,r{b Jshenbasepheete, met hyl ] - 5- net hyl - 1
{3- g%l ?Dd&ﬁér?ﬁ? gﬁrrpé I'}gﬂ% mé&\éﬂ{ﬁ’ﬁ%h%w?e”zam de. The

béen Tound to inhibit
yl}@@pryggmmoﬂghegw&mﬁtgyl oNRedef ore be useful in

{3-KHeld, atDictdorbpimeny!l)imethel] 5-methgl-1hH1 53rkiazolpd-d | evel s.
|c%rl§&%§§nrfbﬂphe39 RORGI denghste caused by or 35?00 at ed
and. f-or
4 C%r?p%ﬁv'ﬁ?thﬁ'ﬁ TR b T B hodheh U Hia®
t”%@'ed’s@#rQPanﬁé‘F ude; dysli pi deni a,
1-[(8y4Dihpinad Hieppiim ethgil-Genethyl-NvApEF b ethglethpapl)-at(eietieraxg)phenyl]-1H-
1,20 RRLEBO. @a?rgg)(ag{,gén a, hypertrigl ycer| dem a, famli al
R S SR AR R AR Bty k1 2
triagplech-ewbP@Uee.s, obesi ty, Type | diabetes, Type II
1-[¢i, & behesopHaBy imetlil-N-[r - @lmethgammppanyosyt3-naeni a_and
Véﬁdxg %'trh@ ety 53 thy[iaro §ﬂrﬁb@x@§§rﬁé’§m'dgl seases for
GUERESIAEIIC s@w‘?ﬁ' A R DESR I A EDY S 111 2.5-
triazelged-¢arbdxamifi@jair y, angi opl astic restenosis,

{5-NYIPES, 4 ENEHISHOphatgBmetaI-5-methpl 1 1¢-atd Damzelf4- glurabmylgv@nuaa}ﬂ)enzene-
1 3t %Igdm@ﬁl'aﬁol O her di seases or conditions Include

In another aspect of the invention there is provided a compound, or a pharmaceutically
acceptable salt thereof, wherein the compound is selected from the group consisting of:
N-[3,4-bis(hydroxymethyl)phenyl]-5-methyl-1-(phenylmethyl)-1H-1,2,3-triazole-4-
carboxamide,
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steatosi s, non-al coholic steatohepatitis (NASH) and
ot her diseases related to 40 accunulation of |ipids
WO p009/e0053 ver. 19 WO 2009/ 060053 PCT/ EP2008/ 06BADEP200$1¢65104

onpounds of i nventjon may al so seful i e .
-G aito-anebRinegy Edtahiorahg e b dna meia 1 2 Siazole-4-
canpexaidei s, skin ageing, keloid scar formation or
N- [I@MEM@('hydjr@dem@tﬁﬂ)@eﬁﬂ??pr@ chHi@bgried)inethgn-BH6thIOTH-a12, 3-triazole-4-
car%‘é%rﬁ Lons from nmucous nenbranes. 5 The conpounds of

I nventi o so be useful in the treatne
N- [éé‘n%(;hydrﬁéma?tag'%ﬁ]eny'h&ﬂ FohemRy P8y ks é%ethx' Jﬁbb?s? -triazole-4-
carbbeamiga, or mal i gnant), carci nogenesi s, hepat onas and
N- [@hﬁ‘blé({h?@rox?rﬁ@th?l%ﬁéﬂylmif’[(@ﬁuot'(ﬂfhehﬂ%ﬁ&h%l?@-nﬁ'@ib{ylﬂ|HS132@etrlazole -4-

In I eat nent cognitive
Ca%a%arﬁ'fjﬁ‘e t (M 3 Al zhei ner' s di sease cer ebr al

N- @rﬂybl%ﬁhbjdraﬁm%tbﬂ MY IEAAR-Tororherg Hegthy! §T§Qﬁ§hlét1€'d1 idttazole-4-
caiboxami8gndr one (DS) and ot her neurodegenerative
1-[@- @rﬁ&%ﬁﬁeny%%f@ﬂlr\ﬁw-(%?&#ow mERS)SHERIREIARh A1 H-1,2,3-triazole-4-
ccu ation anyl oi d pl aques conprising Al Al342.
Car&? ®the context of the present invention, the terns
1- [@efétﬂf@nﬁeﬁwmﬁtéylﬂ Ndﬁdwdr@wqi@é)@henﬂ Hraredivir 1Hr 62,3-triazole-4-
cabbgssidéj ed in the Merck Manual of Diagnosis and
Bh&| inN_j40 | i
e e S P D AR Ry R PP BB B 85, rigrle
cal 8?‘?'8'8 subt ytges of the disorders nentioned herein
T-{@riduccenheanphethigitNaS-(pedrexysiethyiphpndlsemettivird Brit. 2. 8ritiazoie-4-

ca®Brari@pect, the invention provides a conpound of

1- [4°ﬁJHH$J§”h ?g%m%g?NﬁngeyH%)gMét@ﬁ ¥r)1)/}2§) eﬁ’ggfg% gttﬁé?éoLe 4
caf Hm‘fj?on provi des the use of a conpound of fornul a
1- [@I—fjuompf@nylbhaﬂwvﬂiabldét(hwb*yyneamd)@bembll-@mmw 1H#e2 .8dfiadote-4-
catbBgarpmauf act ure of a nedi cament for treating and/or

1 [gafﬁéé?ﬂ%ﬂl%h{bﬂeﬁ‘ylgﬁ&ﬁﬂf@é%r(p%&gﬂf%yl)%@‘éﬁ%iﬁr{g@ﬁgrb%’yl]phenyl}-&
?ﬁ@%ol%éﬁ?fb@ﬁa'ﬁl‘j@v?rdes the use of a conpound

N- {df[(a‘ @drcbloa)r(hle)]ylametayl] Hhneatmprd et R Satribzol-deydlept abl e sal t
(hydrsxyeRthyhBEnZahfigeranuf act ure of a nedi canent for

treating and/or preventing acne, psoriasis, skin

agei ng, cancer, dyslipidem a, hypertri gI yceri dem a,
Th%tq%m%lﬁﬂ%r%sthg '”Yﬁtﬁ‘é‘@ﬂt'}ﬂVeTW fQung i éhedt SChs @riivity and may
ther@‘snresibanusnfulhmpmgd&ﬁmb| indet eggls, hepatplasma Oipiit &aklssiBiseases or
codMHrQr c1RBd &y Cé’thiéo%laﬁatoe@ﬁtﬁ’%p%ﬁdrﬂnﬁl b%ﬁﬁbhpld Brofile and for the

tregtmgaﬁwﬁsgﬁﬁ%rcwpgurﬁ% oefn(bé ﬁqnveﬁ (gn\,/h]&\g%?t l[IS((?ngH |r)1/cIuJe %ysllpldemla
hypeeiistigireteingmia.t her e dyrgroetativppretgaingmisst ur e Hypeicholesterolemia,
hypeetliglyaemidemi ofaniilizt dlyb&gholastdiotemipl enging,i ischemingcardiac ischemia,
str&(%orrﬁy%ﬁél%wl ﬁ#éﬂ%tl&'gedtmos ?raglgrobég)fflpg)'eqeﬂé@etes Type |l diabetes,

SC er I nsu
s ST RENR TRBRITSUIRASER, frdimalhalt Adiome-n e gardiovascular
disgasest fos wbich|the &ﬁmph@rdsaggb@presphtglnyq:nﬁ@ntar@ wspﬁubmphjég peripheral
vaddifir UgiSed¥e, areporiimamnahjody, faignoplaati€ | fes@hodls, hypertension, vascular

coﬂglﬂ{a 811 ngﬁétbg aﬂﬁgﬁ&mgﬁ ?ﬂl\ér &&%‘é&é’for fc8ﬁdd§(m§ include hepatic

nu a
SteﬁPoé{?enPPrr‘mﬁ'CQBﬂlé’ HAPPIPhERGHHS 9}?}%& %"Fﬂa g'i’i‘w?énfj'iSB?ﬁes related  to
acqpmutipesof fipide mptbatiderof fornmula (1) or a
pharmaceutically acceptable salt thereof for use in
treating and/ or preventing a disease or a condition
susceptible to anmelioration by an SCD inhibitor in a
mamral , i ncl udi ng human. 20 WO 2009/ 060053
PCT/ EP2008/ 065104

19



10

15

20

25

30

35

40

In anot her aspect, the invention provides a conpound
of formula (1) or a pharmaceutically acceptable salt
Wa b@peefoss or use in treating and/or preventi ngPEIYRE008/065104

sori asi kin a e|n canpcer sli

TR aEPoTTEi o i Mudion My #Ss Be spe bbtae FegEEnTy skpysorders e
eczemaliaghet esoriasisnsiin alelngsk@tman:car form@fem prspreverdioni and diseases
relfeQ &8s prodGEtRALD SbreBEHY fidm RRIB0Ed MERdFdres. 5

steatohepatitis (NASH). |In another aspect t he

invention(frOV|des a conmpound of_ fornmu %F% or a _
Thp ramRaiedstof & inyention et 2pe Be yaptl 'PH%? Eﬁ?t Ol @B ey neoplasia,
maligresatcly Ny etasthises, tpnneuresn(bemgn ac ngligpat), icagivgesédis hepatomas and
thed®@i Ng, cancer, dyslipidena, atherosclerosis,

insulin resistance, hyperinsulinaema, Type 11 10

di abetes and/or hepatic steatosis. |In another aspect
The wempRyRdR Poiepipyentigasmay alsapRsureeTvf infte ipaiment) Ofd”f‘"dza\COgr"’“Ve
impdi@rema q@adl), cAlzhgimeds cdipdamb| GAB)alderdbnalr emfylofdomngispathyn (CAA) or

deﬁnﬁ@t?n tb\%cm Rhth mcﬁ\)hegyrﬂd?'gm@(‘(%) allé dtlﬁbr%r&%@ﬁér@tl\'}é@lseases

cnaspeeard fgTa HmEaR B SremLaiRa eI AiguBR R Espg AB42
anel i oration by an SOD inhi bitor, which nethod
WithtnTpid s@dextasinthai gesant nigventios mehp&ﬁst de$@ibirex thiepindications used

her’éﬁ"f'rrﬁﬁ%I claésnfreldqg'tl'%g Wﬂan@altd?% lérs' & Theray, F1E0tEMfON and/or
the@"@?{?@é@@ﬁk@eaﬁ"%’% ot Bissties Hhfkdindy 80340). Brg yagious subtypes of

thegdignrilers ngntiened herpin dragenemplatest @ﬁvparégf the peaskoidnyantion.
treating and/or preventing a acne, psoriasis, skin

In Bgﬁ aQSeotC%C.ﬁ\f/eanM b\% em éf%ﬁ%ro? l'fér uk Qf 'op%rB 'rmaceutlcally

S ros| di abete I Nsu
acce@g ?%?ﬁtc en {/f?éi"?‘?l@dp? %‘/?é Phepatic steatosis
and/ or non al cohol i ¢ steat ohepat itis (NASH), which

In BRENSshecO NAE ﬁ@érmti@ﬂ”br@hﬁb@ﬁhé‘%éeooﬁ aS@bing6lind 2P fb@ula (1) or a

{JI ng mb’le dif hg%'o'f]%rmglu T?Cﬁjrbecfaf%%j,cgr%ehtyfor treating

an?fﬁawﬁﬁ%we@c%weaé @@P%‘B@%SWP’“Q'%B}%B?“Or?tf?”aﬁlcﬁ”n%?[) inhibitor.
aspect, the invention provides a nethod for treating

In BRSkhEF a@;ﬁeﬁ:‘{eiﬁb| |HGerﬁ|‘éH9prow@§é3'fHea§é§ of%kb&n@élﬁdngf formula (1) or a

C
pharmacgcﬂcﬁﬁ%gcc%)@%ﬁ %Zhr tlh e&fl nae%%gggﬁfé% fS 12 megggringnt for treating
an%{ﬁﬂpr@weﬂ@ﬁaﬁt@@ @ﬁoé'a%'&sﬁk@ a%‘f‘%l‘faﬂ%qrh%\@“@éﬂ"mal §ypertriglyceridemia,
athedysclerasise rabegity, 0'ype Subipbetes, hsulinereaistanee ahyperingdlinaemia, hepatic

ste'aﬂﬂs%dm n'BH@?dE)holﬂ: §t9&69@§a‘ﬁhé aMdy). effective anmount

a conpound of fornmula (1) or a pharmaceutically
accept able salt thereof. 35 In another aspect, the
In aRoteRt RBRECHT Hei ifkentian rspYides ther Use @4ta AeMBRNdopf formula (1) or a
ph@frexcentidahg acpeable vdi hbreveidnate m@ﬁpfabta@ofaajmedlcamem flo@treating

an('j/Br %rec\}éhhrfﬁ:tacn% scﬁ?f‘—xsggltsﬁm a?ﬁ%—%anc Pcthy}ég biB8miah LHﬂi?é?osclerosis,

inslli Wﬁﬁﬁd%ei)hyae“% S hae s P IEERGs Shae SRE itk s
thereof. 40 It will be appreciated that reference to

In ‘ahét@at aepect, dBdinvdrioh aRyvidéNedlides ohcltemps@Rt BEFSrmulr (1) or a

ph%%@‘“@“y S5 DelriE T e 5B T By BRerR e reating
a”%ﬁ% r@&%@@r’f’&geof the invention are intended for use in
phar maceutical conpositions it will readily be

In URéleEBéR0thet iRAntibh g oddes @%h]pl@[lﬁcﬂ QF arhlP (1Pt d8sharRaceutically
aC(’?elé)kl)a%tI@Qgh Qﬂwér}éofpf%b%sfeqy‘[t}eahﬂ{; %mrgv&qlnéoaa% se?Qe OBla condition
SU%@DP%&Q afss%raté@dfé/&%@? inftibifos 53 MegYR uipeludiog éw@aan a

wei ght for weight 5 basis). Inmpure preparations of the
conmpounds may be used for preparing the nore pure
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35

40

forms used in the pharmaceutical conpositions; these
| ess pure preparations of the conpounds shoul d
W@wasmsnt | east 1% nore suitably at | east SPOEHRPR008/065104
ferabl from 1 to 59% of a co nd of
In$ eISE'?ﬁ » 1§ 1Pl BEYIdes A qwoapg‘ég?oaw@mw 3 ffgrmaceutically
acmtqbdm paltthefedf dernasedn (tiepting ama/buprekientingsasaet gsasipsishekin ageing,
camdéveﬁyéllgfdienﬁl hyRértrifigcerfdémidRoatRBrosHéradid obesitye 'ﬂfpe Il diabetes,

msﬂﬁlK r}ggstgp gJe'?ﬁsc'ul%Qrﬂ W'Sr?e ﬁgc'gtéﬁgs Tﬂo‘?(?r Rgltl -alcoholic

'foriil ae are- desi
Steﬂ@ﬁﬁﬂtﬁ'aﬁﬂﬁéﬁé(l) (11), (I11), (1V) etc. 15 1n

certain instances final conmpounds of fornmula (1) can
In %tﬁ&rﬁéﬁééteﬁe' iNfeRtioh PRIVideS Aradprptiifd of fcfrr‘%ﬁ'-{i )Q)r(alﬁha*PMaceutlcally
acée%?%)né g%?ﬁler&?\@' L}S% |F1 qr%?ﬁne%?né/gre%r%%ntm AcngX 8%8%?85 skin ageing,

Subs bé ¢ nvert

Ca@@feﬂﬁ'@ﬂ%]ﬁ‘ d BYEBCIERRAS. nivsHIBY: Hpsigiares l‘YP%'”@*éﬁé?@la Type |l
diapetes @sd/or bepgiicstettosid. formula (1), wherein X
represents - CONH  and R3 aryl Y aryl 20 represents, ,

In aﬁﬁ%aﬁ%Rgﬁp{hgsl@%nggrp RF&Y : andﬂé{ﬁ %D Féé§| qz)ﬂ Qaqrmaceutically
acc ﬁ@éﬁﬂ@d fof @ﬁ@)wm@ng a QFEMP!@WQ@PR? i '

(XCHZ) gNR$R9, - Cl. 6hal oal kyI - OC1. 6hal oal kyI
In ofeSadfer Fltﬁ%f"m{?é(r{tlg) %&Cé’f"nle ke treaﬂlﬂb 98/ p (yentlng a disease or

et er oar p
2 GRRRIPD; Sy Coblee b AT SHIL L A B> EEPE Hichmsdhergomprises
adpnisteyinguioaa (sujectrfer @mm@armmaofmalommdmg( hum3n, arieerapeutically
eff 6 @6 tdrasunit Sof Sdlicbmbbiyn2 of ¢amuled) Wdta ipRainieptiiig uzeestbble salt
thefefOUP! i Ng reagent such as HATU or EDClI and HOBt and
ase such as DIPEA or NEt3 in a suitable solvent such
as DMF (suitably at room tenperature to 40C). Schene
In anott3¢y aBpekl, eanyantign providiEl eamgthow fir eaingzandfor\prgRienting a acne,
psdridsis, ($Hih ) adbily,Rzahter) dﬁhpldd&mlaACﬁﬂfe‘ﬂﬂn@@bé’ridelnﬂa ORfherosclerosis,

ob@sﬁl&eﬁ"}(pe{ ned é%¥(§sn'iﬁs%r]n Pésgéfér‘#({é hﬁp@r n%ﬁﬁ%l% |% rhe;pggc steatosis and/or
norp é@@b?'ﬁgﬁt%at%fdﬁ?&&ﬁ] otk whigh imetpad gompgnes é‘idﬁ“rpate%ﬁﬁjtoF@SUbJeCt
for2@xanpl@ 00 T 8B6@5 3ineItTingPROMS8N.0 G5 Ifapaatiydllyaetiedlieé | aredunt of a
cor@POVRY ofbrivlily(| &@Mﬂa@éut&@ﬁf‘éﬂc@pl@bb's)alt‘m#é&" n Y and

are defined above, in the presence of a coupling

agent ounds of fornula (Il) may be prepared .
In a&@herd@sfp@n{)dhq byepisnerovidesd methpd (fakeating aml/or preventing acne,
psa@sourkis abeihqr nedrael, | \dgslipidethie 0 natbernodderobisf oingullna resistance,
hyéérmﬁllnagﬁ% r'ley%%tﬂ Qﬁ’bb’e{%ssé‘r\&/é\bﬁé/patlﬁ %ﬁédt@gs Aihich 'Fnétﬁ‘@d comprises

Ot assi um ca ona@e i n

0BG BICe 501 VERES T B oS D B L VB nerapeuticaly
effadivg amyourdrid 3 somepursivet f%m%;ﬂa)mrfa @aama;aﬂ:e@hcally acceptable salt
theeggfpounds of fornula (1V) in basic conditions such as
sodi um hydroxide in a suitable solvent, such as

In g%cl)'lﬁgroésp%%t, r{Be pn%er?tlon( E)r%wdes a m%fhod for treating and/or preventing acne,
which method comprises administering to a subject, for example a mammal, including
human, a therapeutically effective amount of a compound of formula (I) or a
pharmaceutically acceptable salt thereof.

It will be appreciated that reference to “treatment” and “therapy” includes acute treatment
or prophylaxis as well as the alleviation of established symptoms.
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10 Scheme 2 00 00O Ns + 3. N OOH Rz / NR(IVa)

(1'Vb) NON Rz NON Rz R1J (1V) R1J (I1) 15 Conpounds of
WO 2000b@s3 1 1), wherein R2 represents H (forrruIB\Cr/EPmpt)/o65104
Slr\gggg}bqedg)%ar d 2 rg;?rlg %ga{efej%}}] Sg{]ﬁﬁm% N bB/harmaceutical
coppogitjansait ewill rreadlkyube almiderstasidy that tkep: lareasaeh hueferablyo provided in
subbstantiay pawediotrs, ffoﬁlekéhﬂ@@ dYeass BPApUre CabtedBUIRbly at least 75% pure

an&%ﬁﬂ?&%gﬁ/ a&%asft g%s}u e@péc\glly a{? I(%ia& '98‘%10@5}@'(5/' Ql% r?’é“\"/vré gﬂﬁ for weight
bagig dﬁmureopreﬁ%&aﬁareﬁopf t(‘% &PF‘QBP@ﬂSa’PaY QPIUE:S%‘? forme@é'ﬁ@ﬁ%e grore pure
forlsQused O id pNBmMaceudticBhpompbsitatst dmedd R$s -gurdl depardioNs of the
ﬁj&dn@)sh&ld%o%ﬁl fiMbadt!19% ahordSsuftapp ey RAst 97 dcngrpﬂb‘ﬂe?ably from 10
y%% %8%8 <P5ﬁ9@?®% ﬂ%cordlng to reaction schene

Ion o enzyl hal i de chl orine or brom ne
(VI) with SOdI um azide in a suitable solvent such as
PrdogBéasofior ieprépsarati@bbfythatcompoundsesfienmatiai(lfarm fBGSr.aspects of the

inveRtRITR 4?2 0 RS RV‘@G 20 0L AP fskheEFBRINBIAER1QAerwide specified.

oot oot ata's forube e BsSRad b by Kindh Bumgrai
(INgeH )} A¥petabove (formula (1b)), may al so be prepared
according to reaction scheme 5 by 5 reduction of the

In ec%ﬁ@fn ﬁrié %lr{a}( Gh@z), NRORH IaOfI C&ﬂp%léngénfgrted into other

f ormu ence o

corgpoy Sd’é %fm yetﬁﬁ?r?' Oyﬂut?gbqsﬁ e "ieg %na”ml{e &arboxy“c
acid g bsfituentss ean/eseonygded asesrlﬂg oaeMidesrAytrevinertaehnigues.
Schene 5 10 OO aryl _ aryl (Cl_6alkyl)-OH

In a general process, compounds of formula (I), wherein X represents -CONH- and R®

Y
represents, , wherein represents -Cg qparyl and Y represents -C4galkyl,

-Cysalkoxy, -O(CH,)mR*, -CosalkylOH, -(CH,),CO,R®, -(C=0)NHR®, -(CH,),NHC(=0)R’, -
O(CH)NR®R?®, -Cyshaloalkyl, -OC1shaloalkyl, -Csscycloalkyl, -OCsscycloalkyl, halogen
or -Csheteroaryl, (formula (1a)), may be prepared according to reaction scheme 1 by
reacting compounds of formula (II) and compounds of formula (ll). The reaction is suitably
carried out in the presence of a coupling reagent such as HATU or EDCI and HOBt and
base such as DIPEA or NEt; in a suitable solvent such as DMF (suitably at room
temperature to 40°C).

Scheme 1
0
OH Q Y
,5\14& + H2NY —_— {N
S R’ 2’
() (1) N R ()
i

Accordingly, in one aspect the invention provides a process for the preparation of
compounds of the formula (la) by reacting a compound of formula (Il), wherein R" and R?
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O(CHA, NORN N R2 NN R2NN1(lI b) RL1 (M)
R Accordingly, in another aspect the invention
wW@e@vioe®wss a process for the preparati on of coOPGDEP2I88/065104

of the formula (Ib) by reduction of the ester furgtion
(Y = -(CH2) nOOORS) of aryl 15 conpounds of t
aref Qéfméhaatfo\/él\)n’th ‘é’fh%'frﬁioﬂn(ﬁa%f fcﬁ%u?é“@ll)a\'ivﬁer@%f"(%@ 00 eal%deflned

formula (1), wherein
@ st Moo R B ed abovo-(roimi a (1 c))
may be prepared according to reaction schene 6 by
Cosmpondd ofcfatrhaa (bf mbh®ecaséedred lalcrtrijlﬁg té Yeaetion scheme 2 by reacting

comﬁ(ga'rl%)sntgofgmla Qi YHRO é@ﬁs toﬁ"q‘ I'\/@) (Mel Yealflorl & suitably

IC. CO tions | a suitabl e so ve nt
Carﬁ‘ﬁ?rﬁ’éﬂw PIESHATOPT D356 FUSHIF® BRIEFYT LB?rbonéﬁfhlé‘n% syitghle) solvent
sugh asyPMFCPRIMS® (Butiatyy at @42507C).Nand Fis Nolen b-sajonifigation of
compoliis o fovhdid (N)Rh baistitonjdltlth?)sucra?%s%dm ROGOKiA6 GO 23suitable
SOI%EIE/ &Fc%oagegtrpg%}gr metﬁ%ﬁ& Q)' r@ﬂu%ﬁor' n another aspect the

I'nventlon provi des a cess the preparation of
corrpounds of the for mJI a (lc) by saponification of the
Sceeme? function (Y = -(CH2)nOOOR5) aryl of conpounds
of the formula (VI1), wherein RlL, R2 and are defined
above, in basic conditions. 5 O acaryl (CH2) ~ aryl

Compoungs of fo mJIOa (1), wherein ‘r/epresents P
and jis / defi ne e _f orrba (Ne), ttay_be_.pre
according to Fi'eactl oR schene 7w kf cting co %5
of fé'fula (1c) &% conpounds of \f ornul a (VIII)
wherein R represents R6 or R iAn e presen f a
coupl i ng reagent such as HATU, HoBt''4r EDC, d a

base such 10 as DIPEA or NEt3 in a suitable sol vent
Cofipelinds oPMrmuRUIIh 2Rh¥reft RP QEFReEEHTR S AbHh@at(Ra))AR&) be prepared
according to reaction scheme 3 by reacting compounds of formula (IVa) and ethyl 2-
propynoate in a suitable solvent such as ethanol to reflux, and is followed by
saponification of compounds of formula (V) in basic conditions such as sodium hydroxide
in a suitable solvent, such as ethanol or methanol (suitably at reflux).

Scheme 3
0]
OH
Saponlflcatlon /5\‘ \
Ny H
N
(IVa) R1)
(V) (lla)

Compounds of formula (IVa) may be prepared according to reaction scheme 4 by the
reaction of benzyl halide chlorine or bromine (VI) with sodium azide in a suitable solvent
such as DMSO or DMF (suitably at room temperature to 80°C).

Scheme 4
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Schene 7 OO Oaryl (CH2)n~ + NMRR 0 G-(CH2)p-~ H
NHR ~N ~N- N, R2 (MI1l) NON R2 15 R11_ (lc) R11_ (Id)
Wee®ondionyyl y, in another aspect the invention PCDEPHEH065104

a process for the p f)%l‘atl on of conpoHnds of the
formula (1d) by reﬁ g ounds of fofmula (Ic),
wherein R1, R2 a ryl are de I nedR'above, with
compounds of forrrul a (VII'l) wherein Ris defined
above, 20 in the pygsence of a coupl (Ivg)agent. aryl
0-(Cl_6al kyl)-OH aryl Conpounds of formula (1),
wherein R3 represents and is defined above (fornul a

(I e)), may be prepared according s
% a(&ﬁaa gc}npounds"

reacting conpounds of formnula

COBTF’OPE)‘F%‘CI fS”’@‘I"P)(') Wi R CTEPERSeNS surfably carri ed 98

defined above Heorpukes@imgemay aaodnmpltelpagadraa:gaﬁng sucdacton stKEbhe 5 by
redBforP85Pe 4ed rasctith F(‘EA: ieH C@@Fﬂil@ﬂ SordBua8 lof FHIA/IN) in the
prefsgp?e( %P yIQRL* f’}nt Folﬁ E)]e [Eg?& n‘%o eragt"f})t 4o%ltart|),&| gar %8 out in a

Porr of
SU'WbiehS%V%‘F S%\Cfb@ﬁw afn et '@PMGH@PF%@PUU on in AcCEt.

Schene 8 25 WD 2009/ 060053 PCT/ EP2008/ 065104 R2 O
ScRIANKOH NeN (11) R2 0 31 RNY aryl O (Cl_6al kyl)-00 +
T NT JNN(X) aryl O(Cl_6alkyl) - OOHzZN (IX) RZ O

R1IMNY-', N- g~ (Cl 6alkyl)-OH N=N (le) Accordingly, in

anot her asp the invemti on provi despga pr «cf Qlkyl—oH

t he par d tarvj o\ ounds of, t he l'e)” by
react| gonpelinds of bewrfula (11) ywWerein Rl and R2

ary are defined above, with co 00\ ds,of formula
Eel n is defined above, in™ eRpresence of a
coupIN ng a ent foll owed by the dqjot ect igen of
unds Y formila N

Accordingly, in another aspect the invention provides a process for the preparation of
compounds of the formula (Ib) by reduction of the ester function (Y = -(CH,),COOR®) of

compounds of the formula (VI1), wherein R', R? and are defined above.
(0]
ot
Compounds of formula (1), wherein R® represents OH and is

defined above (formula (Ic)), may be prepared according to reaction scheme 6 by
saponification of the ester function (Y = -(CH,),COOR?®) of compounds of the formula (VII)
in basic conditions in a suitable solvent such as methanol or ethanol, suitably at reflux.

O O
O @ (CHz)n_</ 5 O (CHZ)n_</

NT R (Vi)
RQ RQ (Ic)

Scheme 6
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aryl Y aryl Conmpounds of formula (I), wherein R3

represents , is defined above and 10 Y represents
W(thn/@hmds CO_6al kyl OH (such as - C(CH) 30H) (foPGiTTIEBZOOS/OGSlM

f epar ed accordln to reaction schene

ARl T HROEBh O D PO PRICOR 13 DRFeT BT e duhagaton of
compourgsgibithe foomulef(laxby isgponiiagties of thetastarifarction (YHE(CH,),COOR?)

(suitably at roomterrperature or at ). 15 Schene 9

O (CH) OONaryl Y Naryl ORS N NN(VII) .
of pampnp of ]hemrn(ula fVIRcworrginyh R and anot h@f3 de§prtabqvgein basic
conditicedt i on provi des a process for the preparation of

aryl 20 conmpounds of the fornmula (I1f), wherein and Y

are defined above, by reacting conpod ds of fermula
(VII) wherein Rl and R2 are defln tetﬁ‘—t%/(n t he
ey @7 B sESapchey o s
50053 58

LS N PRE A tine L HacSYBIy roactng
corab@umisaﬁdormﬂla dpr @xbooBpoLOYs @érfcbmwia (o mingtein R rgpjesents R or
R’ ﬁﬁ)t’heb@reﬁérﬂﬁ&ff%dcoﬂlﬁw dlafenttsdch Q8 HATY) HSHBIMEDKS), altya base such
as 'DIBEA! gN@to rﬁ?%u&ﬁ%b@f SJI\%nWL& %MEWIF (gu {ataﬁ ﬁi,_@%ﬁnfe%p%frature to

a.so

| on magnesi um  brom
40(Cs)uitably at room tenperature or at 60C). 5 Schene 10
Oaryl Y Oaryl (CH)n- NNe RSN ~ Rz N Rz N
Schahéy J R~ J R (19) Accordingly, in another aspect
the Tnvention provides a process for the preparation

of aryl 10 conpounds of the formula (I g) <
and.Y arg i ned ab , by reactin
% (CH%%‘R b oNGR et <CH2) —</

OH 2 NHR
N
7\ //
N\N R? (Vi)

RQ (Ic) R (Id)

Accordingly, in another aspect the invention provides a process for the preparation of
compounds of the formula (Id) by reacting compounds of formula (Ic), wherein R', R?and

are defined above, with compounds of formula (VIII) wherein R is defined above,

in the presence of a coupling agent.

o—(C1.6alkyl>—0H
Compounds of formula (1), wherein R® represents and is

defined above (formula (le)), may be prepared according to reaction scheme 8 by reacting
compounds of formula (I1X) and compounds of formula (I1). The reaction is suitably carried
out in the presence of a coupling reagent such as HATU and base such as DIPEA in a
suitable solvent such as DMF (suitably at room temperature or at 40°C), and is followed
by deprotection of compounds of formula (X) with a of a concentrated HCI solution in
AcOELt.

Scheme 8
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conmpounds of fornmula (VI1), wherein RlL and R2 are
defi ned above, in the presence of nethyl nmagnesi um
whe@aiews3 aryl Y aryl Conmpounds of fornula (1)PCIAR068/065104
R3 regpresents , is defined above and 15 Y represents
=O R4 or -(CH2)NnOC(=O R5 (formula (1h)), my
ar@gl according to reaction schene 11 by
reaRkjon of conpounds of the forrmula (Ib) with
conE@unds of the formula (XI), wherein R represents R4
in a suitable solvent such as aom CDQM/I) —0. .0
and THE (suitably at suitable roﬁtﬁ\we#peuP . e U
Scherre 11 O aryl (Cl-6alkyl)-OH O arfpgNyY N N N
I%ZCYaﬂAEI_ RO Rz R11 (1b) (X)) R1J(1h)y &
ngf e ‘giégr aspect the invention |provides
H process for t he aration of aryl 25 conpounds of
the formul apl h), wherein and Y are defjned above, by
reacting conpounds of fornula (Ib) mﬁer R2
are defined above, w th conpounds, *ﬂ@ Cealkyl) —OH

(XI'), wherein Ris defined above
PCT/ EP2008/ 065104 aryl Y Corrpounds
wherein X represents -NHCO and R3 repres , aryl
wherein and Y are defined as above ((forrrula (i), may

Ac8SdiRGEPH BROtASIC a§sHch ehe %veﬁtﬁﬁ%r‘o@ﬂeé‘?%h&%es?szfcﬁaythe preparatlon of

cop TR AR ) L ALy o ?’“@rrﬁiﬁr. Gl ni
Chn@dy 5 HATU
Hﬁrheoa§bove in

in the presence of a coupling reagent su
erature

area n@d %/Hﬁﬂt:cfﬁrfd%ﬁgéf fd?mﬁlats%kt BRI n
thes%rﬁé el q_é o |pg qggw_é)lquq%?g]y tﬁe%rgte o %,mpc%dngs @f formula

(XINN NN R 10 R‘/J (X1 (Xirrr)y rR1 (1i) Accordlngly,
i n anot her aspect the invention provides a process for

the preparation of conpounds of forpora (1i) by

reacti ng conpounds of fornmula ( «% 0 = Rl and R2
Coaipplings frfgimuaand), RBeredp Ré sepnésents Wherei n and~Yisatefined above and
Y Bl DR bRshABOYE; aMl il (sBEW hs -C(CH);0H) (formula (If)), may be prepared
according to reaction scheme 9 by reacting compounds of formula (VIl) in the presence of

a solution of methyl magnesium bromide in THF (suitably at room temperature or at
60°C).

Scheme 9

3 e~ N
N —
-
V. COR
-

N R Vi)
i

(If)

Accordingly, in another aspect the invention provides a process for the preparation of

compounds of the formula (If), wherein and Y are defined above, by reacting

compounds of formula (VII), wherein R' and R? are defined above, in the presence of
methyl magnesium bromide.
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15 conmpounds of formula (XI11) wherein and Y are
defi ned above, in the presence of a coupling reagent.
w@opoentds of forrmula (Xi1), wherein RL and RZPCHEE2008/065104

defi ned above may be prepared acese dlng reaction
schene 13 by reacting conpounds I la) in
Cohﬁ%u%@@f@&‘ﬁﬁjla a9 \AﬁP\feré?ﬁ RAT A e@?ﬁ% e st a% deflned above and

v oteggn Su@tﬁaﬂ‘%}ﬂyc’gf‘“'&g g;c)l)osw tabl e soI vent Su aﬂf—(@ scheme 10
by rgactog RPmP@JndR'Qf] fommpulagi/1ly MIthgpre(sxmq of@mwmﬁldﬁ mgithyl magnesium
brdntidérin BHE ulitadly anlveneiempRiataecr B260°@)e defi ned above

may be prepared according to reaction schenme 14 by

S eactjng conpounds of formula (11), in the presence of
—C{@W—%%-gl chloride in chloroformat room tenperature,

foll owed by reaction with aqueous 30 ammonia in
acetonitrile on ’ﬂ -& to 50). 2§ VD%GOOSS
PCT/ EP2008/ 065104 @Iﬂm 4 0-GcGH
NNz M NON ~~ ~NRRI-RJR'J(II R‘JR(XIIa)S
Corrpoundsi?} the formula (111) (IVb) ), (V)
(1X), (Xl)\ﬂ R(XIII are comerci al | avai |l abl e
compounds_ofl may p)repared by netdrods known in the
IlteraturRé or processes known to those sk#¥lled in the
Aceortlingi@oitpenettsr aspechéhd mwvemtica provides rmaprooesgpfoepbe gueparation of
according to the general ren schenme 1. 10 Further
details for the preparation gonmpounds of formnula
compyungiseoff tharfarmuta (llge wheiaipl es— s eandi brarqsieénethpbeve, by reacting
corhPpeurRRNgFoafalsia qf/u;k,) téhdréiii €RIt arien RffRye laefwdle@med Izrs'trregbrsesence of
IEP%H- raries conprising at |east for
me%ll ﬂ%p@&%ﬁ}ﬁo ,'98‘0 conmpounds, and nore preferably 10
to 100 15 conpounds. Libraries of co ou-os of t he

|nvent| on may be pr epar ed by a c "split
h. or . I e r I I e th
CoRBPHE o RN B WPE B BRSPS o570 phase cﬁeﬁeﬂ bove and
Y Egprﬁﬁe@tﬁed%sn%o%t er t%&éoﬂ(rm%d(fprrﬁmﬂmeﬂm}r tmaynb@s prepared
ac@gding db ngatton ecHeurd hﬂ?rb)amﬂbn tof eoenpoangs @Y itikke dorenula (Ib) with

corﬁE&mrHI thd %‘Frﬂﬁ% ”IR/FIér%I ggﬁﬂ?%%r@@”ﬂ%“%lﬁéb@fsolvent such

as 3, Es SRS @H@ebmwta e SPPB TR of

formula (1) and/or solvates thereof it may be
Sch@segsary and/or desirable to protect one or nore
sensitive groups in the nolecule or the appropriate

i ntermedi at e-+Q prevent undesirable
Q @ (C,calkyl) ~OH Q Y
N N
N
\

+ R

N
(Ib) (X1) RQ

(Ih)

Accordingly, in another aspect the invention provides a process for the preparation of

compounds of the formula (lh), wherein and Y are defined above, by reacting

compounds of formula (Ib), wherein R' and R? are defined above, with compounds of the
formula (XI), wherein R is defined above.

27
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side reactions. Suitable protecting groups for use
according to the present invention are 25 well known
W@ 0ovkewss skilled in the art and may be used i PCHEP2008/065104

conventional manner. See, for exanple, "Protective
groups in organic synthesis" by T.W Geene and P. G y
CoM¥bbiinds! eMarmWal BY wie@ANX d8RLEn8-NHEIR £l RNEpFERHRS :
by P.Jd—Koci enski (CGeorg Thiene Verlag 1994).
Exa of suitabl e am no protecting groups include
whae P dWdOY afd ddThhed @ WbBve ((EorBld @, M4y be prepared according to
reatc[ibr{ lsH?ernQ@QEt%l rea ?t cyc!rA%péﬁgg %??c}r%upar g&@%ﬁ dofunds of formula
rot ecting droups . d. penzyl oxycar bonyl 29 and
(X'Qh JEi EaEER B5yiabl P?%ﬁ%t‘ﬁ“&'%‘i‘“étﬂﬁ%‘?ﬁ%"cﬁ%@e‘%}up EregGpissuch as
HAT&. and a Hasd sirheasy DIREA DG sitabensdivehFeod) as DCM or DMF (suitably at

rodm Ritpdraiecirdpeny| (Boc), i sopropyl oxycar bonyl ,
cycl ohexyl oxycarbonyl ) and al kyl or aral kyl type

rotecting groups (e.g. benzyl, trityl,
§£§ﬂﬂ%ﬁ§trityl). 35 Various internediate conpounds used
in the above-nenti oned process, including but not

limted to certain conmpounds of formulae (1V),

(X), constitute a further aspect of the pressg

i nvention.NB9 WO 2009/ 06645

conpounﬂ§§gf f &r mybsod @ pharraceut j'cal | yo

accept % ®alt(s) ther may al so bél\{\l ek i n

conbi lon with other rapeuti c agents. The

i nven?’?on th#sl,lspr oVi deswlﬁn a furt h@t’/gspect(!') a

conbi nation conprising a conpound of formula (1) or

pharmaceutically acceptable salts thereof together ,
AcGriRIlnd 8rOther asregt thte inverianaprevidee 2ageressfor te preparation of
corGpograisrud sheoformble (linmersacting caypduads difannstag(Xdy wherein R' and R?

conbi nation w ot her thergpeunic agents. Preferred
thesrapeutic ag 5 Yar e se!et%ﬂ romthe list: an .
and R bepresent$ Chot est.ewhereinester” t adsY eargs defre@TRs above, with

i nhibitors), a HMVG CoA ase i nhibitor, a

m crosomal triglyceride ansfer protein, a
CO@@@WS%WWM‘%W? Wevhareip- actT vared aredefnesy abave pdhepresence of
a cobptitg)readdnta bil e acid reuptake inhibitor, a

chol esterol absorption inhibitor, a chol esterol

synt hesi i nhi Qj,tor, a. fibrat ni acj n
CofpuaRe R s L WherBinh R GRF RS iy eomayybe prepared
acoeginginreactinosaiemer Bl blawprtngensmrauade of fagadia (Xlla) in the presence
of bidfiidd bed h,bade Gabmabipdtisdiuin RreddNinss saitdbld solagritGuch as water

plhgaBlgpe&Y her preferred therapeutic agents are
(S“itgﬁggt ed(SJI prng(’gt he list: a corticosteroid, a vitamn

D3 derivative, a retinoid, an i mmunonodul ator, an anti
Schemie dgen, a keratolytic 15 agent, an anti-mcrobial, a

pl ati num chenot her apeutic, an antinetabolite,

hydroxyurea, a taxaneona, mtotic disrupter, an

ant hracycl i ne, dacy/\J onycin, an al ting agent and a

chol i nest er ase inh~u\bi\ »—VWhen—+heng gund of formula

(1) or pharmaceuticai |y acceptable Salt thereof is

used in 20 conbi I ion with a segond (%(Berapeuti c

agent the dose of each'®onpound may differ from that

when the conpound is used al one. Appropriate doses
Comdoljn@steof RAHLLYO@BPVAtEréh e %Wd R?,héﬁréajéihéa la86vd thalye prepared

[t )
oo\t %0 fRePRAH| Rbfehlncl il GBIl th. A e presence o
thienye ghiRade imvichloraferiny ahiream te@PeratUie-efolPweh &Y dBAetion; With aqueous
amipeiniegin dceattdld oarndk (elhe -age5°and t he condition of the

patient and will be ultinmately at the discretion 25

of the attendant physician or veterinarian. The

conbi nations referred to aboyg may conveniently be

presented for use in the formof a pharnmaceuti cal

formul ati on and thus pharmaceutical fornul ations

conprising a conbination as defined above together

with at | east one pharmaceutically acceptable
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30 carrier and/or excipient conprise a further aspect
of the invention. The individual conponents of such
W@ 0ebioerass ons may be adnini stered either sequeP@T/BP1098/065104
or i mul t aneously in separate or conbi ned
§9%$B$jﬂceutical formul ati ons by any convenient route.
35 When administration is sequential, either the SCD

i nhi bitor or thefsecond ther %o%ytl c agent dBY, be
ii N

adm ni stered fi on When nistration X

si mul t aneous) {he CO-Hb-I-Q%# 1 0p  may—be \rév\lsztered

either in the or dif ent’ phar rra?g | CAl

conposi tion. e/(v\hen conbi ne(ul n the sane Ijr mul ation it

will be appteci@ted thatRthe two conpolindsxi40 nust be

st abl e and conpatl bI e W|th each ot her and the ot her
nponent s of

COg@Bg?%& gf ylet Wé’ﬂ?u'ﬁa(y“)b(év@r &\(,Il) d@/&i”)r ,(]IXénQ(I):ap‘q,éwlléﬁ{e commercially
avdilableudoatpoands cromaebé ereplared by meibhdsramver indise Biemtkronprocesses

kndv_tS UedseC SRIRRUMNthel Brit BBnRblnds38f W ZQRALDBABSBRay be prepared
acf% anz tqeggr%}%%ctl%hsecthbnveptl on al so includes a

cal I'on conprising one or nore

conpounds of for nul a (1) or pharmaceutically
Fudlcarefetals|fer thalprefasationnof componadd affforndld (Ipaees foond irothe examples
se@bRinet&Mfer. S5 The conpounds of the invention may be

adm ni stered in conventional dosage forms prepared by

conbi ning a conpound of the invention wi th standard
The Wé& it ghe daverntiep smay rbed praparads siaglyopidiafgeanground libraries
commpiisied bi least! 2, poros@dpiees towe)000 Icmwoumds tahe naoré prefer@bly 10 to 100
coMb&ﬁ%‘gg;LﬁanM bRpBLNES (Wt MentBn | entg a?é%ya combinatorial
Moo o &ﬁsﬁo@&mqssﬁ Usifg g solution phase or
solishehasacbamistal by piggedires spavivio thhee skilleshinitoe arahuseaccording to
a fligienakspéc ahdretis prdnided Stdoaipoand Myraraddprizidgeat 1@d¥E 2 compounds of
thd iRGdrgdg those in a formadapted for oral, topical or

parenteral administration to manmals including

humans. 15 The conpositions may be in the form of
Thosebskdltes, in dregpat Mélsapnredietertbat iy thenprieparatipm 2begresqunds of formula (1)
an@bﬁ@ﬁﬁal@é thét‘é@f d REEPRr Mdde8ssy Fdidt @sirablal toofroicebhé &r more

ser%ﬂ[v%érg fheurh{) %&ﬁe o tﬁ’é‘?B éhﬁ?%nterrxgﬁatgqgéﬁé\}ent undeswable

resen

S'dﬁsreaqt'é?ﬁs i %lagl?c@'o eCB”QwQFPé’H? §°r §eeRGHT NI %Wpdiﬁgsenéy'é/e”t'on are
weth knowre frt thosanakigdeindhne edrand ngyse Usgorie @naneehtdnelssamgs. See, for

exa%ﬁpl@n@rél@ét%@@u AR BrdBRk é%\me@isnb@l?m OBFeeft @nd P.G.M. Wuts (John

ddit
wigSTY Sahe B, 2L, sEOt%Q?' "Nl o kg Teoug, Lrippe Verag
199)nExamples eﬁau'tqb&ea%'nocaretgﬁ%ng gr@tl%ﬁ@'udsracwh typeroFatecting groups

(e.gmyorbgl, ptrilpaoecktds acetybhe-adhatir drethsee dypperppotectirgy, gasups (e.g.
de c@BotWPCIS2)3Ba §Jb§ﬁhf§%r@bz9rﬁfw‘éﬁ(§ urfe‘t)rfan‘ésﬁot‘é’bﬁrtb roups (e.g.

it

-f@mes@#hoawgar@g?ﬁ P nFOodarbasonyf TEREE. dqpsiyic)carbonyl
cygehsaverydarpanyhi ajisle plkilopic @ralkvhttyren Pfadeding sgronrade.-g- §enzyl, trityl,
chlarutritylnen a | eave-on product in a | ower concentration

to avoid irritation of the skin. Each of these forns

.S we|l |l understood t hpse, of ordi na ski |
Vagpys 'nkueﬁd'@haqowagégseﬁv Be 2B W”{B e %%esﬁo'”c'ug'”g but not
limited tor peytain eompeunsiseaf ferculad 0¥). (ViengoX) coosiitwe at fagher aspect of
the gresdtt imantiss) O ntments are hydrocar bon- based

sem solid fornul ati ons contai ni ng di ssol ved or

suspended drugs. Creans and lotions are sem -solid

enul sion systens and the termis applied both to

water/oil or oil/water. Gel fornulations are

sem -solid systens in which a
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l'iquid phase is trapped in a polyneric matrix. 35 By
way of non-limting exanple, the ointnents may contain
W@mﬁl%ﬁooﬁmre hydr ophobl c carriers selected frp@I/EP2908/065104

T CRUPATI G5 P TIIR Ihah o ReraH s e Pl HETeot hay also be
used mh@hblnallmgntbmmer theiagsutimda®its.i cldewyertios thus provides, in a
furleN bsFstt, 4r8ymBiaBticH ébmﬂlﬁ@b tdoRipolifd bh@rrhwér(@p&%aemaceuncauy

ac&%‘ié&l&ééts%’&%oﬂ}ég&ﬁ@ H+r? Sr%BHegﬂr%hef} ﬁéﬁ@‘ﬁgﬂg

coI
in conmbination wwth an appropriate
Cosyofiads ahthedoventioh attyalpe adygtistencd Thheombinatier with other therapeutic

ag&REPPefdricanter@bedtfteaden®dre lectddOfdrRMie AtCah YRiLHat bﬁ’cholesteryl
est%?stfa sfé? s}@az&ETPmb%?gggzg ﬁl@l?&a&&\nre%ngt n%g |§I9 BIEO(T)‘p % &rosomal

trightcrede Eansierarelet ﬁﬂ@ﬁ@?‘ﬁ%“%@]oﬁféfaé‘%f qqt%@ﬁad f Qgeptog fCW@tOI‘ (PPAR),
a [21e08id 66tk ePCRiIbED?2 Q0 o5 O absex@tivpl iehibibsro pydheresterol synthesis

mhﬂﬂlt}zﬂp%\' fibratat Wa@ﬂeaﬂlldﬁc&lch%d& BRIt @ADRA8Li8ata4R inhiBRET of AcylCoA:

ongesi Sl RTS8 A, FRISIRD, o auBuplsy 2 bie aci
sew@gtrﬁntapmgﬁ @r@ferrepcgtﬁgra@ﬁaiqua%ﬁsd@re§elqctqgirfg§n the list: a cortlcoster0|d
a vitermirs DB desingtiveo b yretiricid, ahhiengelotnodiiayorbyin way adtirogeanpkeratolytic

éﬁﬁﬁﬁjh@rgﬂaluﬁ'ﬂ‘ﬁmhﬁocm er@h&RRChn Qﬁtlrﬁétgbféllt hydroxyurea, a
dn ol g e L Bl oS et and o

chdoasteraseiimmbitert h i nor conponents, for exanple one or
nor e of butyl ene ¢l ycoI and a wetting agent such as a

Wl'fé‘ﬁl tﬂé%m% ¥ Pllo%lrﬁ'a: 'Q ?ﬁ%%ﬁcehﬁ)(%dll %Cceﬁ)%ble @ngtﬂel?gcg is used in
CORft '@am \énlt u?uSEP%I%@ﬁ’PU %g,sg o er%pound may differ from

thatrwihet e zomgomgielntussdn@tonasAplenamtdeiosesbwﬂla@eere@rilly appreciated by
thds@CékDIBGﬁﬁHheté?ﬁqpmr Bé dppRitéd ehat thERINBUFHORE 20Eordpound of the
mvg}nﬁ%nure%uﬁ%}? rf(?rouseoirn eat{'}%q{ Q/ﬁlh\'/el g%ﬂofhﬁwtu%' &gth@%%ﬂhltlon being

tre%t@P' @aagiﬁh%%ea?%the&oaeiﬂan Of/\}‘i‘éeﬁat'ﬁrr‘t&'\é’l"ﬂ” bg aitimately &t fhe discretion
of theiattendeait gbysican ar veterinarient her eof . 15 The conpositions

accordlng to the |nvent|on nay al so conprlse
Thggg\r/é |c9nnargaq6}% I and %n%n %&gseen} aftor \l}%e in the form of
a ﬁB?rﬂbaC@Pt'Q%Sf@g“W§ aé’@ W%@ﬁ@ﬂa@;@&w% &g latipes comprising a
corahihatioti dardefined heoyyr éxymittier i withe at least ene qipeassasitically acceptable
ca@lglma'ﬁbﬁfrr@&|p¢HﬁtVdo?npﬁ‘lsterQﬁﬁﬂl%rn'ﬁépd%@tcﬁnhé’rm%ﬂ?l%ﬁ f #h88individual

; ni stration I
corBo T, Floruoh oFomPRRLIS Y ol ATEPSIPGnolhes SRRURRaY o
simylfapeushy in, sepatRteay chabiagp | nhpetagentie domidaions byfanyheonvenient
roy.esent invention. For exanple, suitable transdernal

patch fornul ati ons for the adm nistration of a

WP TBEEHSIS s, SOBOHIC SRS HESSEhFRold of Bo SRR irapoutc
ag@atmay\be aanﬁmsteggieflrsb Whgrapeminggtration js sjmugan@ms thdgocombination
ma§ .te2infifibtetddl aitheNiVBY S&he oUdﬁereﬂﬂbharh&éceé‘ticﬁ%n&%itbﬁ.

Eckert et al., and U.S. Pat. No. 5, 223,261 to Nelson
al. One suitable type of tr nsdernal tch for use
Wheﬁ‘ qrePinRs Hotie SMme B'ralé%réﬁtw'l W&Rﬁr%ﬁ'ﬁtgi%ﬁﬁ%é‘%%§°@p°“”ds
mustibeablablet pachsaberpatiblepadtic hedachcothdesind theckihey dosnpenents of the
foriiaBibn.i SVHEAN for@Isy epilatsly ahd\emiBalee providedCr lady sonvenient
forr%ﬂla‘ﬂf#}~I ec%ln\/%r] érﬁ%% F&éﬁbrﬁ%r%gr'aglalré/ lér?QNrf'lt fof %'l?éﬁsé%qco%%% mghe art.
urface a reservoir 'l1ocate
or sandvvl ched between the backi ng | ayer and the
perneabl e surface | ayer such that the backing | ayer
extends around the sides of the reservoir and is
joined to the perneable surfgce |ayer at the edges of
the perneable surface |ayer. The reservoir contains a
compound of formula (I) or
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35 pharmaceutically acceptable salt thereof, alone or
in conbination, and is in fluid contact wth the
W(peoomeamse surface |ayer. The transder mal pat chCT/BP2008/065104

a d tg the skin by the sive I er on the
Th%e‘P\ﬁ%g'BPea'é%r“F%l%‘ée% éyéfﬂam?&% Icp é‘erPH% (CREWHPIEY one or more
compedraiseof fergrra (501 pharmabeittisaltyi 2dceptablersalt{abinscoptiinadion with one
or Mofdexdiferiki N when the transdermal patch is adhered to

the skin. Wile the transdermal patch is adhered to

the skin of the subject, the conpound 40 of fornula
Th?l‘ﬁo”tPPUB%Pﬁd%LRVGE rlﬁ‘aé(cE“’éﬁdHB igteesd) n pepyeptignal dosage forms
preparedaiyn@anbimng b eompsend of the gfvettion with stasdbed whbrnpesteotical carriers

or dlﬁlehfsaé&f)@jrrfget@ c\éh@erﬁlbﬁalRﬁéd&@k&s%él%nfo%en bRy £t TRds@MProcedures
%v&%%e%%? Qraﬁm%@n&%gh Eorft % n%ﬁorl geégtﬁllv%gntﬂet %gFe%?ents as

tran
ap@f@?"'i‘fﬂé@ fhe d@sg@d Pi¢epi@ten-one or nore
penetration-enhanci ng agents in the reservoir that 32

%M@Qﬁ%@é&n&gloﬁﬁ’%@% 9\%51119(} me@/mﬁﬁulét@@ for administration by

a%r%ef%?@'ui’%‘” & oo cdpR BRertO i 8 oPsgor eRfesiegal adinistraton
KJ@RFW““%&QHﬁW@§U65n§U|table mat eri al s whi ch may
conprise the backing |layer are well known in 5 the

Thé1 Bm953| |6r%n§1ggrbgghl1 tI{@L&MeCQQ£BI¥@r¥a s@l%g ders anuIes lozenges,
crepfrar o Benncetot S 3% S o Kenfeher el Sl i Lsbensions.

Sui tabl e penetration-enhancing agents are well known
Thé rtopuba fafrhulaSorigebd theEzsr@ﬁahteﬁv@fnoncmaij@t p@Bahted as, for instance,

omﬂﬁﬁﬂ <ﬁ arfts QEL&(@?&? e of oﬂ% g)?g%gg%? oaf &%EQ' ﬁlpEéé;%gte%lsdressings
anqiﬁ\alioée ér g1a¥ l98ﬂ aggapﬁg %’ e c%n))/(‘ep |ves such as preservatives,
solverdp tmmﬂlabdnmetraﬂlmmolms kleqnairr@gtssammra@ns

cycl ohexanone, acetam de, N, N di (| ower

Cr%nﬁ% d&%ﬁ?}q@r{g rq%%P ﬁ%g%%l\é}] %grgh%%hylg@%ﬁto?;%aqg on produacts as well

as e@‘toelsga%ugﬁa%”f&l FP{'I-OQI‘HC$of\92}érUS§I Wf‘ %PF oskmdé@ansmg or managing
compswtitnsallheicompssitibns ean pe @oylisteregll 3 el rinsgloffcenodumet,in a higher

cortleY&8lidH foff) "@Jcﬁlérs%t &b, drIGREPBYeavBW &béﬁ&m @Rﬁve@tcbb(&entratlon to

avm%?r%g?br:‘.géﬁg s%n E%ch c; %ﬁeafg)gr?s IS %‘?Lf'ali”dg%n?o%tﬂg%‘? %feordlnary skill
in thgyarbesuch thbﬁhdpsgggsemgy sy p[ﬁﬁ)afqﬂvt‘ﬂ inggrgoratgyipe pharmaceutical
cormpadittonofdlenimeeritioonal exci pi ents such as bi ndi ng

agents, for exanple syrup acaci a, gelatln sorbltol

t.ra canth V|n rrolld
OB & anvhebar gt By ofiyatinne cftqiyRp dissoved or
Suwéﬁéﬂ@s Serams an dﬂ*log$ s Aemi- %Q#ﬁleémttlwrg sysipmp @adttge term is
applied t&marmWetermgneB/warersGelafbaﬁaan?ral are sléoii-ljgeltdWWs&nﬁs in which a
; nts or exa e otato
“qngtj éﬁ%}? Iggrraag%:dc@aaipcg*@éﬁm%rtﬁtgtﬁlgg agents sucﬂpas IEsJodl um

| auryl sul phate. The tablets nmay be coated according
Bytwayret hoetimitiebl exenith the aidmeatls phaxraeataénune ir more hydrophobic
caméﬁsc:;él@aed @onl, fol @uafiplep PRSI Rt PASfIABYr BBet Mikdrel {vaxds, liquid

pal%ﬁ‘fln n%'ﬁ @?%glvﬁxe?qlkiﬁﬁ%ﬁaw al%ﬂé(s SIHﬁ?%ﬂgl'no&?ds and silicones. The

I XIT

°'”HP%'§e’H?3é&°'&t§'” '”o@‘iﬁ'tkS’Pot&JE? WSFOPPQ*&'BrP?fFFeE%tSP@ﬁ Wdf‘%/Phq"C carriers
selpgted froor, fot dxampdaliprabllenevagikat bed pelyethwlens eglycBluinhcombination with

an |ab§ﬁéipﬂat@rs@lﬁaétahﬂ/&ﬁ§m§€ténﬁ éh nTheC&WN@rernﬁfd)@itlons of the creams or

Iotlgﬁiéj% 5) tgxﬁ%al r}étﬁis%fjao% \P#ﬂ%—}[’) ft%?gl‘jflr‘? anfj 2 a%?cgq?lafe surfactant/co-

I"Ucose ‘syru
WVE@BX%@‘WWImcéngmé@ﬁ‘“@Qr@@??ﬁ@ﬂﬁyyc@ﬁp?ﬂﬂ” édeded from, for
alum nium stearate gel or hydrogenated edible fats,
emul sifying agents, for exanple lecithin, sorbitan 30
nonool eate, or acacia; non-agyeous vehicles (which may
include edible oils), for exanple alnond oil, oily
esters such as glycerine, propylene glycol, or ethyl
al cohol ; preservatives, for exanple nethyl or propyl
p- hydr oxybenzoate or sorbic acid and i f desired,

e ~ -
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control | ed/ extended rel ease of the active conpound.
Suppositories will contain conventional suppository
Wh2a®ene0083 g. cocoa-butter or other gl yceride. PADEFE®NS/065104
arenteral admnjstration, fluid unit dosage forpns are
eX%P@Bar SEPRASNE; sSI%( ol hé)“g%‘?ﬁﬁ)uwcobnd 59?350(38 ‘?’T‘%”OStearge’ PEG-
glyseririemianosigatate, dsédraguph @b et v.edlkylhencmipdiani paraffin, non-mineral
waﬁ@i?&@gij_‘Blﬁhi@réldohﬁls,\/%hb@h@in adidk SNEWIRB! hai-5ifitbneSEslym&@NThe gels

0 R 390 KD 08B0l i, rovene
glyee)| apd o‘ﬁ%e'i Héthe GrgBHIRG 238Nt HRICh| 3% JINERYPRYMWERHOSESuitably in
comhinetidn with amdorf ¢dnbmestse farl exgavblebehe oe mare lof baiylenatglycl and a

weftin t=RBhtsuéh @k aqlold@Rey! € and seal i ng. Advant ageously,
agents such as a |ocal anaesthetic, preservative and

buffering agents 5 can be dissolved in the vehicle.
AnTointgieRhrfeeant-Hetian. g8 |andythedike. cainfyslet sUmPrisgra pristurizing agent.
Thé rroisturizia§ tagyent ickh i beg ai hydvopHobicy madistaimhg hgentaseth as ceramide,
bora§BOHIE SrolBistliolY 36d8pbrol NRokade, | oiRBMHNidon8e6r BOWGEre Yfereof or a
h (\s/oger}.csealoelq Ln t he v al Sa%d an agconpanyi n% i %I ofi sodium
YHRPYIC  SIOFHIZNG | G9°ay SHE s GBpl FEF ™G PERURDLG ¢ At
petoNdineraPr #id. arhepbpigian. hrikeratiaraming agips rps adnistugg bereof.

prepared in substantially the same manner except that

Thé%ﬁ%@ﬂ%?cé&diﬁgg&%@ﬁ@ﬁﬁb& H]%ﬁ% Edfpord EaRbRAFhaPhdditives

el.n I ssol ve teril|satiop cannot bhe .

an @ijﬁ%ﬂ% i‘iﬁéj&r %oﬁ)mcef%qqhgﬁl_onﬁh%m S HSRANPINES aGids or bases used
as pHdffer exsipignts engantinxislants. et hyl ene oxi de before
suspending in the sterile vehicle. Advantageously, a
ThégFJsggtlt iﬁ@%nr’%i% g%(%rhﬂé | F?Q@@ﬁn&éﬁ% |b$ﬂaﬁ§%}§ldgbrﬁ] ﬁtcgfortoﬁheer forms
of GBRIIEEN SqnAlElTL RS SHEU RGNS (9, B0 a5 o tgion are
knowei grhthe prteérd alslyybd eowlayed 80 % & ynatkeddshof, thef presérd invention. For
exd@fiplbYV Esuitaglee dtfi3terntke P REhNFo@RulitRs MedhOfe Ofadministration of a
phA BBl RL! BbhBBund RS Se{é?iﬁeﬁj GRIBPAALHBRS LR 9. 4, 460,372 to
osage uni'ts, each unit W1 ’prefera ¢ontain Irom
Cagpbshst sy BS: RateNact P2 990 & Euiatpk ot ?Kreudésgab Ngs 4,624,665 to
Nueapdany &c5.f Bat. bbul4,722.8vnta Eeledrirenal. wahd UoB.ePetr dbil. \6, 223,261 to
NelsdR@eaf rom 100 to 3000 ng per day, for instance 1500

ng per day depending on the route 20 and frequency of

adm ni stration. Such a dosage corresponds to 1.5 to 50 .
Ongryudgblpdypai gl transggrmalrajch foe uggdadie methadsrafshe dresgnt invention
encappagseera dayablé tiransdérmat patdogrusied dybaskiegokyskivhich is non-
P e e e e, e SUBMBF pfinuously
ol BEertte B te doyek, TGE SHp Sotabt ol ariiba betheen the
bagkintieyerandibe ReMeabla wface kyef sah thatghe baetirp lgyereexggnds around
theagltesnofahé addedndir anitds fditedoi@drthée peinasabieasartdce hjien @t the edges of the

pettr'ﬁe,er—,‘%‘eedaurfa&%l b ?H’&r}egé)&!‘)ipué%tﬁﬁ:f‘ Dec b S Be%oMula (1) or
conventl onal t hnlo1 S. L.t w al so %eaprel.ate :

g5 SkeqPatis S Deieqr. #IRR of FCOBRTRURLY ahd i ety contact
with rteextosepeable serfacet lagerndhb dransderangs @stcbfis @adbeieddaribie gkin by the
adiid¥fve |8 1t tRé peiGhesdie fRfacd fyef, QUckathae fhenREmBaITE &lirféde layer is in
sue%irﬁti'agl)ﬁe&ggﬁegs; 8%%2: \Mggtﬁltégskﬁrg@ﬁﬁ zﬁ;&t {r;%rﬁs‘{’jehﬂalt&?cr@fstadhered to
thegkiner 'i%att‘? Hﬁ”%f&‘%'ﬂ‘é". P IS %ﬂ%éfﬁdi t8riheplB Oéﬁtee%’@jﬁ%éhe compound
of foovela (1) ehamohcat icallyiascd pbaleel sale thergnf costaahednn theereservoir of the
trammﬂé?bét@n i@ftrafhf@féhﬁblr\% thé pfeﬁhléféﬁlél sﬁJH)a(t:@ﬂay%a,' frém the reservoir,

r , 0

il % 2B B LR Sla B e bt T ¥aiitermal patch may
optignally alsg ipgloge 0BE /| mgreepefiedration-enhancing agents in the reservoir that
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DCM di chl or onet hane DI BAL- H di i sobutyl al um ni um
hydri de solution DI PEA diisopropylethylamne 34 WD
WQe®9INHeD53 PCT/ EP2008/ 065104 DME 1, 2- di net heXI/EP2008/065104

et han{ge %?tg%gﬁgcgyéf %étgapghrg of %wgl(Rad(ll)nc‘)srt p%lrmg(l:gutucéxl acceptable

salt\me(@xf ﬁyolmtbersklm doyl)- N1, N1-di nethyl -, 5
hydrochl oride NEt3 triethylamne EtOH ethanol HATU

Ex%él%@)%or o (%L‘r{alt(ﬁfa@ W%lﬁp(lﬂhyl%o]mﬁbsgﬁ SBEWQE&EF&O\%MOM in

thejark QlfF 418¢ eb*&ﬂi’éicﬂdéﬁ\b‘?% ar!‘daiﬁ% oguEienARACkRP dyer Rgdgsjal may be

employedirutihve dlahsddrohel pd8r 8f thl dspdmd inysntian. br omi ne 15 Pd
tetrakis tetrakis(triphenyl phosphi ne)pal | adi um (0)

SufS pBBLHAR LS SngRoB36 200 L RN [ERSARM Fot, Bimpies o

. droturan |'ess of prep 3r'at
coyent Wﬁﬂ@atﬁﬁn@w@ﬁ?'@@&%@@ |pﬁlug¢]@ll?§|ng§e$ﬂch as ethanol hexanol,

cydgexaholcatanon the i liKeer emdeocaesonke swichwn as haltexane, cyclohexaue,
iSO F'UpS/I'bEHieﬁ‘l% téq’defbg;&és (a:ﬁgt Ratshay %§crpfast Wbldﬂex%n% acetamide, N,N-
d'<'8¥veE REVbaBlamilos BT 3haf @ﬁﬁﬁ&xﬁ%@aﬁw G MNP AR EHde, N-(2-
hydipwyeitieargiamide. estergsuetaae N Neli-loyver ialkyl sulfogidessessential oils such
as propyhk glyicor, glyceiras, atycem! mbnolhiates dveropybmasstatet andethyl oleate,
sallkgl'a'tésegncﬂ)ﬁ{ﬁ%§ o’f"é‘r%ﬁ(gfstﬁélﬁ%\)%g of the present

vention Wiere reference is nade to the use of a

"simlar" procedure, as will be appreciated by those
Taklris| dnsldcapsulendoragral administratign owgderie undyddsavseseatationderm, and
mayajongdlin 0thvehfsnaXacPlkAts JUBRACI! KINdih @ BIPENit8! fof @xample syrup, acacia,
gel'éﬁr?gﬁﬂﬁléo?o{ro@ n rTg)to a/vrng %rbl%nt—:‘] Fn:ers WaF I%xé’tﬂple lactose, sugar,

ons uri

m%?@r&i?@oﬁécwopm Tr SHioTaL by, gHEnE b il priparp. for example
maigPeumestearaied tait. quplysthyienk-glerot ar MicaCIisintegrants, (a2, <Xapwle potato
staich® oBBcdBmtdtib wetthy bigBtts WuEH aQs@danaHT?nél}l’dﬁa@é? etaé &bldls may be

%@{1 %cc&rﬁ?}b%? r?’rtleth%ds‘?‘\lf\}gll &9&/% ﬁ\cﬁtﬁr%'lb n%cgﬁtllc%g &ﬁce 3%ral liquid

PrepgEipns H‘aty@%'”ﬁh‘ﬁ&r@so‘c OEFEMAIE: 2AUGUSF A% 36$peI‘S'P”S solutions,
emulsiamisnsyrps oaeltxesparmay be pofsedRG. asTh drnnpredud derctecanstitution with

wafdVr WBie® JUREBIEdEshi® b"éf&bc[lﬁms%c;\(?hé@d M&@parations may contain

corr\%ﬁﬁéna?ngé g\llgfggﬁjﬁas rr%iség Sgg T §rs e}&meoct% ?c?rglt(?ﬁ %ef?lxbcellulose
gluﬁ@ifatﬁyw i 8elptmt PWOFWWeCQWOQPVé?a(WVU‘Bt%I(@HWP% aluminium
stenraté¢ gefomtdydrogenated edible fats, emulsifying agents, for example lecithin, sorbitan

monooleate, or acacia; non-aqueous vehicles (which may include edible oils), for example
almond oil, oily esters such as glycerine, propylene glycol, or ethyl alcohol; preservatives,
for example methyl or propyl p-hydroxybenzoate or sorbic acid, and, if desired,
conventional flavouring or colouring agents.

Preparations for oral administration may be suitably formulated to give
controlled/extended release of the active compound.

Suppositories will contain conventional suppository bases, e.g. cocoa-butter or other
glyceride.

For parenteral administration, fluid unit dosage forms are prepared utilising the compound

and a sterile vehicle, water being preferred. The compound, depending on the vehicle
and concentration used, can be either suspended or dissolved in the vehicle. In preparing
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Anal yti cal methods LC-HRVS 35 WO 2009/ 060053

PCT/ EP2008/ 065104 Anal ytical HPLC was conducted on an
WQRioopIes e- hsc coI um (3 pm30 * 3 mmid) e|BﬂTT/E§2008/065104

w.th 0O, acetate in ter sol ve
solilisy, Bk GOBRPLTY e be SiRsale TEBigt s e Hiow H19 BIGF Klgised before
fillieg intd @muitpbéalvielr-anpouts Mdseqiimut es, 598; 0,5 to 3,5

mnutes, 5 to 1009%8; 3,5 to 4 mnutes, 10098; 4 to

Ad&arﬁrf\%gougl&egg?rgtggg&gf?(@locél ?%ate%th%tl %Q%W%@eo%@a%feﬂhg agents
carrhg dipgelyed ﬁb@@r\@htcllﬂs) TowepkancedBe é?@ b (e FerEpesigescan be frozen
aftér@mingrieteshs pietandotire eterusimoged eder tvaasipn.ayhedyilyaphdised powder

is th@rﬁ‘ keabd AnthEERvAd bR a‘&b&rﬁpM‘ﬁhdﬁﬂélQﬁ Wy fblolﬂiecﬁ’cﬁn may be supplied
to FF}? Gl ERHQ‘eD rtﬁé( ulllqaltﬁog r,o}( to glné Sa?@?%ﬁér%? s}ﬁ%g%r%lgr} % de prepared in

Summ”ﬁmﬂ y@m@anar@@rmgeraothah@@e@naﬁpuadasSyswd@ewuﬁhe vehicle
ins{eAdi d)fehSEtlngI'(elcslsnloéd)@Ineséterllﬁaﬂorpnarfnoﬂhe acdomblistradi by filtration. The

corﬁ éﬁrkﬂ%nvléet ﬁe@@eé‘%& 'eidﬁ@squéDW el I%é&ﬂé%&o@%s@éﬁcﬁ anhe sterile

veiftle S AvAReg 8RR 5 ettt o hE RS MstE T Bl e oy Rgpsiton to
facgitaty Hﬂ'ﬁ)rm dlwiébwf@@@ﬁmeramrwuoﬂ/s) were r ecor ded on a

Agi | ent Technol ogi es G973 mass spectroneter using

Th@'c@(ﬁ BQ{Bn% rhé?é&{tauh QBHSEY Y08, wé’thtSH 5 %nﬁ@@@%qgfv’;ight, of
e | nve | on rat
the GRS QeI o SRR e A oelR o) SEMIT eIl here the
compos1hqrv(sz:orr(uﬁlrs@:d@sageourplseﬁwfyw)lhwdlrwefpraé'ﬂm@qﬂwn from 50-500 mg of
thd-bclwa ingrédieémtz onh@ d%ségé b@é}vﬁpﬂlc@eda@ﬂ' SHUNANNH trddtmentNvill preferably
0 3 tance 15 0 mg per day depending on the route
it 3p oy
YP?DE@&' ra ora:a 9| pagaiarespends tg 1-5i%50 Fgfgyper day.
SUItablﬂbE dosageris)fromed ¢o 20 dwtky(®r cby.or ophenyl ) bor oni c
acid, (0.137g, 0.88 nmml), Pd tetrakis (20 ng, 10%

It \&Iﬁtt!enpetcz) rﬁ%@y %M}Sc?lslﬁ III |9nth8farlsﬁwg't gl 8@&%8 a‘ﬁt (élndsspacmg of

|ndw51Ha§do§qu§,of Sveapaosnt o thst inpgAion V\‘/\Albérde\k‘%{g‘"h?ﬂ’d@ﬂth&rf@ture and
extehieofr thacohditiomasing Xtaatest, de farnh rattéphd site tohtedmrstratid, and the

paﬂ‘bﬁlaﬁhﬁerﬁ@aﬁ%%uﬁeﬁ’ﬁas fén\/i/aﬁla@ddu@ﬁt @&m‘itﬂn?%an e D¥etermined by

cor%/eﬁ éna? t%(%%n{qzjes.rhlle_@(l:llo nedg%?rg%%tegxtﬁ/h§ ?g\iﬁl ﬁéh? gat that the
Opfﬁv@rc%’&ﬂ gnireaimshkti&- ath@ nug\pgh OF deers Pha \pREIREURG Ofjfthgeinvention
giveheet day for aalefioeth durabereof saly$,ctab bkE7aseyrtaid@dpy thdRb/killed in the art
usﬁ%chWe"f“l@r‘fialchursQ%ﬂ'@é&ﬂehg&@emﬂoﬁ t848. 0853, found:
. mn. 36 WO 2009/ 060053

PCT/ EP2008/ 065104 Internedi ate 2: 2-Bi phenyl yl met hyl
Thezindentig  alsoTextgnds|tat NeMe! dntepmediplefpaiselpsad Biepienyped in the
prelpdrdiiof of Gorp@inds ionfdowGI@ (() bb satts) themsf.added  sodi um

azide (0.59 g, 9 mol) and a catal ytic anount of

i um i.odi.de. ure was stirred at room

Th’?Z‘ﬁlﬁ\ﬁﬂngt'%?é's?qgﬁhezui?é&fietﬂ”ﬂf’?%r concentration under

reduced pressure, the

DEFINITIONS

APTS para toluene sulfonic acid

AcOEt ethyl acetate

DCM dichloromethane

DIBAL-H diisobutylaluminium hydride solution
DIPEA diisopropylethylamine
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residue was diluted wth ethyl acetate. The organic
| ayer was washed with brine (2 x 60 nl), dried on
WG o608 | phate and after filtration was evapPCHERIHO$/G55104
yness t the 10 title conpound as an oil (1.1
e 879% . ox86H3RRLz, CDCL3, ppm) 6: 7.56-7.38 (m
4. 3¢In(6§hy|f2Fﬁylamidﬁter medi ate 3:

DM§@4 Dchlrﬁt E@Irmg“jmthyl azide d Ns 15 d A

t
ED@)l")f”go‘? |§ro a g&oﬁ%&%}gc&ﬁ{)r%'&?l)m&gﬁ%ﬁﬁ)
was sti rP)é‘H mterrper ature overnight. The m xture
NEas pour(af@thyiﬂrmnewater (150 nL). The water |ayer was
Et@Mt ract edinanbih et hyI acetate (100 mM x 3). The 20
HATRITD! ned R 0RNE PAASES 1UBLC: Tl e BURG, Sadim

sul fate It ered vacuo
resi due \Wﬂ’éaﬂHG?qpf‘P%H‘aEﬁ/ distillation to give the t|t| e
HGt onmpoundhgdroetionid dcid 14 g, quantitative yield). LC Ms:

HOBtz 203 (]Mg,bi)oj-(y bBhzotdazefe M n. The foll owi ng conpounds

e sim]| red by a nethod anal ogous to that
Na@descr?%@ﬂm%@fﬁ Eﬁ%er medi ate 3: Table 1 Conmpound

NHgEY uct ur ammaninprlyleiidal data Internediate 4 ci N3
PBB, 4- d| c bhaspbbanrzybroirie i sol ated (3, 5- Di chl orophenyl)

Pd'i@ﬂf a?étr%ﬁls ip ﬁb%lné MiebRfigte 5 cl
e

OTO
Pd& chl orBﬁ' c?ﬁftti’é‘ met hyI azi de Rt: 2.54 min 37
RTWO 2009/ mmwm@w@moow 065104 I nternediate 6:

THREt hyl  tetrahydrofuran
1- (2- bi phenyl yl et hyl ) - 5- rrethyl 1H 1,2, 3-tri azoI e-4-ca
rbo Iate N N eN To sol ution
Reggrﬁi%ﬁeﬂyIhQanlehﬂepé‘ﬁt'ﬁ’Q el P ORPRE PR zs*pr(eierit% ingthg present
Speniﬁmlajloranfdlrrfmehga candesedrewo éhaftoart{cOla bgtchgs ®r mixdliesiofitwo or more
cﬁlﬂeﬂﬂﬂed)até@ﬁe@@@éi |ﬁQﬁéiﬁ§*tl§Tﬁg%aéfhﬁ@@Feﬁ)a(a¥|oﬂ Orhe examples

an%%t(—ﬂm a“[es % |rqt8ﬁ‘&é<1 t%rludEtRé eutrng yﬁlﬁeﬁ’é G)alfegdsuﬂéblé%} gr&garatlon of

thetﬁ%@i%lt%a%% ré’x%kt‘ %t%@%ﬂﬁdgﬁwp'”ﬁé@f% RIesqMi iVEPtRini ¢
| ayer was dried on sodium sul phate and after

WHdré Frératened idViade R at&dr ho sﬂ’ﬂMF’fe&écedﬁP@ dseﬁillddéeaﬂkﬁémated by
tho%‘gr kalfﬁg\}lnl{% %&N?%E‘h Cp?r'@ét?@r? m%{n’\?nev%g{ﬁ:%%%r vgrlg |or9 for example
reacHem damae@éuran reagent/solyeny amguntogreaqtion Mignemweriegg conditions  or

chrioMaldgraptRt purBicadormeamditibns.er medi at e 7: Met hyl
1-[ (3, 4-di chl orophenyl )nmet hyl ] -5-nethyl -1H 1,2, 3-tri az

AnShEal methods LC-MS

Analytical HPLC was conducted on a X-terra MS C18 column (2,5 ym 3 * 30 mm id)
eluting with 0,01M ammonium acetate in water (solvent A) and 100% acetonitrile using the
following elution gradient: 0 to 4 minutes, 5 to 100%B; 4 to 5 minutes, 100%B at a
flowrate of 1,1 mL/min with a temperature of 40°C.

The mass spectra (MS) were recorded on a micromass ZQ-LC mass spectrometer using
electrospray positive ionisation [ES+ve to give MH" molecular ion] or electrospray

negative ionisation [ES-ve to give (M-H) molecular ion] modes.

Analvtical methods LC-HRMS
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carboxylate 15 O C N AO N=N CI To a suspension of
m |l ed potassium carbonate (38.7 g, 0.28 nol) in DMSO
W@ 1@9/06053 was added (3, 4-di chl or ophenyl ) net hpdT/ER1008065104

| nt er late 3) (14 g, 0.07 nol nd net hyl 20 . ,
Anglied B S (pbodctgs By ar BisPheten B T, 30 * 3 mm i)
elufng mite @.CitM a@@ dnium 4eethieun svaterHeolenttAlread A% peaterdtile (solvent
B) iusing tRe MdlwiHgeelafior gRdRME 0B 65 hikdEsTsY.B; T8 ta8{FEminutes, 5 to
10088, §%UE AGhRGY 'i&ﬁ/%ém/ o 4 BGRHARE {HQ 4%k X180 5 Efiinutes, 5%B

conmbine or%anl _té/g ases were aried over ‘sodi'um
at g flpwrgfeof 1.3 Mi{mingythm mrsreldw o 406d. The resi due was

purified by distillation to give the title conpound
Th@%dgélépfécﬁé’|(M§§We¥é?é!o$defdlﬁn g};m@f%ass'—ﬁéﬂﬁhaé‘g gpettdmeter using

- 1..97 . Ng_compou we

cloglidy 15 el Sk o e, M o BedTBR REE o *6oospray
negRiyE IQrisEdon B S-vatgine (Y4t emolecdar iogmodss- wo

2009/ 060053 PCT/ EP2008/ 065104 Tabl e 2 Conpound
Ansitiidit i drsemhysi cal data Internmediate 8 (3, 5-

MethylT I-1(3,5- C | N~-N~~N di chl orophenyl) LM nmz

300 dichl orophenyl) nethyl azide (M-H) + .
Angistica) GG wagrgenfctedgn @ﬂﬁr}éﬂﬁﬁ@wmne( yeriiTechnadagies)n0-1um 10m *
0.1k i@, duting wito lha-Heluaafldoxy l0e8ns/mih rinerpreskuad @t 9.41bhrNid with a

. =ik ( ol 0 P o

gra@%@qté\ﬁ%enr)atug?.'\@g“gbg é‘m%,dﬁ?o ?},_DOF%% Qégmﬂ»\d%dghcgﬁg?%sb C (ramp of
80N azide (s, 1 H 5.65 (s, nethyl]-5-methyl- O

(Internediate 5) 2H), 3.81 (s, 3H), 1
Thét hagds FpetirazOI®) 4dretarieosrdeat n 2a 4kt Tdhnologies G5973 mass

s Ui ond ibgaigieiuhy a2 et - L

Supporting Examples and Intermediates

The invention is illustrated by the non-limiting Examples described below.

Intermediate 1: 1-[(2'-Chloro-4-biphenylyl)methyl]-5-methyl-1H-1,2,3-triazole-4-carboxylic
acid

Cl O I\G%O

To a solution of 1-[(4-bromophenyl)methyl]-5-methyl-1H-1,2,3-triazole-4-carboxylic acid
(0.2 g, 0.67 mmol) in DME (10 mL) were added (2-chlorophenyl)boronic acid, (0.137g,
0.88 mmol), Pd tetrakis (20 mg, 10% mol/mol) and a 2M solution of sodium carbonate
(1.34 mL, 4 eq). The reaction was heated at 85°C for 48 hours. After evaporation of DME,
water was added and the reaction was extracted with ethyl acetate (2 x 40 mL).The
aqueous phase was adjusted to PH = 7 by addition of a 1N HCI solution and extracted
with ethyl acetate. The combined organic phases were dried over sodium sulphate and
evaporated in vacuo to give the title compound as a solid (117 mg, 40%). HRMS
calculated for C47H4CIN3O, (M+H)" 328.0853, found: 328.0865, Rt: 2.04 min.
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/OH [/ 0 To a solution of nethyl
1- (2- bi phenyl yl net hyl)-5-nethyl -1
WORMIAG®S3 ri azol e- 4- carboxyl ate (I nternedi at ePGIEPDOZ065104

. 3.58_mml ) in nethangl was added an aqueous

ﬂ%&%ﬁ%ﬁ%'@&ﬂﬂﬂfﬂe@ aHY%ir oxi de (7.2 nL, 6 mmol). The

sol ution was heated at reflux for 3 hours. After

concentration under reduced pressure, a 1 N HC

solution (8 m-) was added. T sulting solid

material was filtered, waSked wth water and dried to

give the title conpound h  cfeamsolid (810 ny,

77% . LCONMS: mz 294 (Mt RSN, 23 min. 15

Internediate 11:

1-[ (3, 4-Di chl orophenyl ) net hyl ] -5-nmethyl - 1
Tokr 40l&tiddr bfr 2-txoineméthyhbipleryll (L5 gaéi timol) iICIDNASOH15 NHY Was added
sodtdm Wiz A8 K0S AR N GHIEPZAARHOEmbAAt of E8diamTodiE! PhePhixture was

et hyl ,
S“f_i%@[ CAOA ISR 21 daay ALST COBCRRIEANGN upgen resugeq pregsure, the
resislug-\as didterbwiih gthy! aeeteier fbeiosganicripygrowgs wasioeg! with Pring (2 x 60
mLYEdrieained s¢dRiH stlphateasn daslftke diltNaiohl v(ad. dvapglateéntd Mhaﬁs. to give the
ral ] i r 0 j e S
title E&nﬂbqﬂduésea?{"%ﬁ (%.té 'J, ggﬁkgt ‘éﬁgWTFggéoo Mﬁg EDBAS p@ﬁ?%. 7.@@?.38 (m,

e t was resi due was racte
OHpi% %C%)ﬁ'twi ce). The aqueous phase was 5 adjusted to
pH=2 with a 2N HCl solution. The formed precipitate
Intévaredidté BemerDichlogphenyiiigethylidzlde compound as a white
solid (7.29 g, 84%. LCOMS: mz 287 (MtH)+, Rt: 2.52
mn. The foll ow ng cora)ounds were simlarly prepared

by a net hod anal ogous 1 de3gri bed for
Internmediate 11: 10 Tabl npound Structure From
Physical data Inter j Met hyl 1-[(3,5 cl \
N~N~N di chl or ophenyl ) ¥1-[(3,5- | , OH nethyl]-5-

LC/MS: mz 286 Dichlorophenyl) nethyl-1 H1,2,3-
- - - r =L = .
R e MR e Cog SR TS A Bl o0 el
DM 41 Q0 ik B B Al pom) EmRPiabiP AV MGt AREHp KLUTE Bs Popred into
waivR16@maL). dheovaiphéaygr wast-extrapiegOyith Bty 3cetdtaN(100 ml x 3). The
comBhBY | drgdnidCoh &scephieriaydngiesiay | dodfdm geiFdy| filleredl akd Foncentrated in
vacRR)ml'hg:redeL?ékvgs %Zrifiéddt%l digt'ﬂpatior?tc}&iv& he title compound as an oil (14 g,

quantitative yield). LC/MS: m/z 203 (M+H)", Rt: 2.26 min.

The following compounds were similarly prepared by a method analogous to that
described for Intermediate 3:

Table 1
Compound Structure From Physical data
Int diate 4 cl
ntermediate N, 3.4-
dichlorobenzyl |Not isolated
(3,5-Dichlorophenyl) _ y
Cl chloride

methyl azide

Intermediate 5

Cl LC/MS: 1
N, | 3-chlorobenzyl (I\C/I:-/I-Hi m/z 168
(3-Chlorophenyl) bromide ’

Rt: 2.54 mi
methyl azide min
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-5-nethyl-1 H1,2,3- C O triazole-4- 1 H 5.63 (s,
2H), triazol e-4-carboxylic carboxylate 2.44 (s, 3H).
W(acﬁod/oédom ernediate 9) Internediate 14: Di m etPgI/EP2008/065104

5 % %gl}?;lpéyldi élgfi%ﬁ/rl]y?ggtlhb 5[-'%! hgtwl:151-_I-m%tgl%ll'ila_zc])]e-4-carboxylate

yI}car bonyl )am no] -1, 3- benzenedl carboxylate OO o C

\' N~NO H a NNOA

1-[ (3, 4-di chl or ophenyl

H 1,2, 3-triazol e-4-cg
) (
a

11) (0.4 g, 1.3 nmol] li YN
5- ami no- 1, 3- benzenedi ¢ar boxyl™teN(0.29 g, 1 eq), HATU
(0.69 g, 1.3 eq) and D PEA (O 0Ul.3 eq) in DW
(10 nL) was stirred at 45Ci:for 24 hours. The sol vent

was evaporated and the residue wa8 washed with water
40 WO 2009/ 060053 PCT/ EP2008/ 065104 and extracted

ToW E&umf iB%h%’t‘é}ﬁ}?ﬂbﬁ]}/pQﬂé??@ (M%?mg&lbf%dZ)gMef gSQQ' Hifbl) and methyl
o rdied” 89 1 SR RSP (15T Hat slgge Bpeapim Carbonate (29 o

20 mupely shhel reacienireiture Was attré%ﬁti 40°Cifer 48 bours: Afigrcoalimp, water was
adddd+ahd-theRhixtide SlasnéxtractzdTiech &bl @wtaftg henpgamdfayeenas dried on

% %a#iﬁ@@%rﬁﬂt;ﬁ%a@vé?@@%@r HSsst @ht hédidue was purified
??S}hg‘f'i{mg qgl}ﬂtg{p{ Qh%ﬁlP?”Qj\g({ h quﬁgs q—g /2 to give the title

compmdﬁa amOIt@h‘egsﬁ&ﬂohlejMS A ZRABedVHY) , Ri(3- [ 6 miet hy| -
1,2,3-triazole-4- LGMS: nmz 1-(phenylnethyl)-1 H

Int%n{"e% i’ryiylglbfﬁx]lap gg 4%{1&1I(§'g§hérM'5H)eﬁryl] 5]mgth§r i 8 'trleéoleb-‘g2

aPPX¥&fhonyl } ani no) - 1, 3- %\-- N 1, 3- benzene

benzenedi car box | ate di carboxyl at e Inter rredl ate 16
1-[(3 o ol~ Chl orophenyl) net hyI DiOmet hyl 5-[({1-](3-
]-5-nmethyl-1 H 1, 2¢i3- | or t)ayl] N I o\
triazol e-4-carboxylic \ n@thyl 1 H1, 2, 3-
C, 0 acid 443 (MtH) + azoI|\|-=4\+yI} NN N o
(Intermediate 13) ®&: 3754 min 41

carbonyl)am no] -1, 3- and di net hyI 5-

To%e&ésgr%%ncgfr rpiﬂé(é/ L@t‘a&i&ﬂ‘b‘&%&naé‘(@@?ﬂg@ 38 rqbl‘fﬁwrigﬁl)é)ﬂ abﬁ mL) was
added (3,4-dichlorophenyl)methyl azide (Intermediate 3) (14 g, 0.07 mol) and methyl
acetoacetate (12.1 g, 0.1 mol). The mixture was stirred at 40°C for 48 hours. The mixture
was poured into a mixture of ice and water (100 mL). The water was extracted with ethyl
acetate (100 mL x 2). The combined organic phases were dried over sodium sulfate,
filtered and concentrated. The residue was purified by distillation to give the title
compound as white solid crystals (14 g, 67%). LC/MS: m/z 301 (M+H)*, Rt: 1.97 min.

The following compounds were similarly prepared by a method analogous to that
described for Intermediate 7:
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Intdrmefiaté X0:ur-@-Bibhenylylmethyl)-5-methyl-1H-1,2,3-triazole-4-carboxylic acid

1-[ (3, 4-di chl orophenyl ) net hyl ] - 5- nethyl
H-1 2,3-triazol e-4-carboxyl j
1 mmol),
4- {[2 (tetrahydro- 2H py
(Internmedi ate 18) (O
and NEt3 (440 p
18 hours.

—~

0.3 g,

eq),
45C f or

C aci

eq)

The’ sol vent

resi due was 20 washed with wa er

m xture of ether and ethyl
was dried over sodiumsulfate,
concentrated i n vacuo.

vdiBkie 02

consenjr

| arl
g@d

A

ﬁﬁa"rﬁg

terne

fi
The title

acet at

1

d (Interned

HATU (0.8
was stir
orated
extracte
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|tered and

iate 11)

| oxy) et hyl ] oxy}aniline
_2 eq)

g, 2
red at
and the
d wth a
ic phase

compound was
Toobtsmiutied cinaethykd-(Rrbiphesylnimeathapmeliw-A bit,2,3-triazole-4-carboxylate

(Infewhidibedd)i(en gae<$8| BiAbAtA methaﬁblemésoéddemmq@@mﬁm of sodium

B e Ysst0 LA i o e, At

gg pressure, a 1N HCI solution (8 mL) was added. The resulting
solid material was flltered washed with water and dried to give the title compound as a
cream solid (810 mg, 77%). LC/MS: m/z 294 (M+H)", Rt: 2.23 min.

Intermediate 11: 1-[(3,4-Dichlorophenyl)methyl]-5-methyl-1H-1,2,3-triazole-4-carboxylic

acid

Cl

Cl

O
Ao
N=N
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Tabl e 5 Conpound Structure From Physical data
Internmedi ate 20 o 5-nethyl-1- nethyl D nmet hyl -41- ({[ 5-
w@zoowﬁﬂoemyl nmethyl)-1 H LC MS: (phenyl net hyP()T/ENOt)s/065104
-tr i a
To girisiig P Rem A prphery ey s BR T 12 g azole-4-
cartpxathy(intarmzadiate 71 (Pg, 03 m@l)?rnmﬁthanol (200 mL) Was added NaOH (2.4
w\zf@t@edrrr@ammwm& @tlrre’ij’fé\)%‘hil waltwwwa%ramb@ AhBed Sent was

ev%;{&&tweﬁ{ 8&%/\%5% dsw[tI( hen th Cn'? Q'h% a] eOLi.S phase was

0r.0 .
a JHStﬁéttW'r' % fzi“ Bt h‘?@ gf%ﬁﬂﬂeolp'tﬂel gs Htergg\jo give the
title corag@ind-as-acwiniteosolitli(€.28ngz 84RY. LE/NS mi) 287 (M+rH)ézRil 2.82 nih.
o acid and di met hyl 5- yl}carbonyl)amno]- F I %\--N

Th%@opcgl\r/]lé nﬁoun% L\?eg} %‘i{’ﬂé rpgd)k?g@az"g@%) %a%%% %é?lﬁg?us to that
desgriped iQr[“QtQEme%Pdﬂophenyl Ynethyl]- -nmethyl 5

chl orophenyl )nmethyl]- HNo -1 H1,2,3- LOMs:

triazol e-4-carboxylic mz 44ge35-methyl-1 H1,2,3- ci

I I\IoOacid(Interrrediate(l\/H-I—|)+ triazol -4- vN

yHearbeny)am-nel—i3)—and—¢h ety H—4—R—336—ih
a Oa;enpbuad benzenedi Sau&tooe ate benzeﬁ&dm car bJXWrﬁytseal data
n@ﬂ%’n "gt ;ylL ]k 4LC/ n%/: uor %ﬁ‘%y‘l (;g'nr’ét ngl -, 0
5 met hyl - 1 |+ 1, 5- metdighloropkeny))2| 3- HN Y
| tri-ggel e- 4-qar b‘ c \MtH) + methyl]-5- LC/MS: m/z 286
Dichlorophenyl) )_&( methyl-1H-1,2,3- | (M+H)",
methyl]-5-methyl-1H- triazole-4- Rt: 2.22 min
1,2,3-triazole-4- carboxylate
carboxylic acid (Intermediate 8)
Intermediate 13 Methyl 1-[(3- TH NMR (300
N chlorophenyl) MHz. DMSO
1-[(3- N N methyl]-5- - ’
Chiorophenylmethyl] )ZQ”/OH methyl-1H-1,2,3- pdpdm)Z: 7'73:'17'27
Smethyi-1H-123- | ¥ triazole-4- SIH),5. 623’ . 2H(§
triazole-4-carboxylic carboxylate 2.44 (s, 3H).
acid (Intermediate 9) ’

Intermediate 14: Dimethyl 5-[({1-[(3,4-dichlorophenyl)methyl]-5-methyl-1H-1,2,3-triazol-4-
yl}carbonyl)amino]-1,3-benzenedicarboxylate

A mixture of 1-[(3,4-dichlorophenyl)methyl]-5-methyl-1H-1,2,3-triazole-4-carboxylic acid

(Intermediate 11) (0.4 g, 1.3 mmol), dimethyl 5-amino-1,3-benzenedicarboxylate (0.29 g, 1
eq), HATU (0.69 g, 1.3 eq) and DIPEA (0.34 mL, 1.3 eq) in DMF (10 mL) was stirred at
45°C for 24 hours. The solvent was evaporated and the residue was washed with water

40



10

15

20

triazol-4- N ~o acid and dinmethyl 4- Rt: 3.22 mn
yl }carbonyl)amno]- I NNamno-1,2 1,2- F
w2068 car boxyl ate benzenedi carbox | ate ThRCT/EP2008/065104

follow ng co nd was simlarly prepared by a_ neth
andy it S D THEeeioBBaP el WS | Gred: it sgalTs: Sijghate and
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recBstalidati6e frbmeibednitale clet/ Mz 4r ek AEJRABE 124inE NS

3-fluorobenzyl (3-fluorophenyl) Not isolated bromde

met hyl azide The fol |l ow n% congound was simlarly
TherlofRiViBg GAMRPURES n¥RICapiAlIBgo EeRBeY Rt adawdhiqdepalogous to that
dedaibed farémteevkddate 14. Tabl e 7 Conpound Structure From

Physical data Internediate 25 F LC MsS:  Met hyl

1-[(3- N~ N (3-fl uorophenyl].éblg14z 250 fluorophenyl )

011-1 nethyl azide nethyl]-5-nmethyl- O (Internedi ate

24) (Mt H)+ Rt- 2 61 mn 1 H1 2 3-triazole 4-carhox

late 10 The fol |l ow ng_conpound was|sim |l arly prepar ehysical
byCMRRMNHod anal ogousSYat descri bed FF data

4

fter Tate I17 Tabte 8 Conmpound StTructurg fFrom
Gf’ltﬁfg‘iegg‘?e i’jflblat a | nternedi R hyl mf’%‘é'—'{lN +
fl uorophenyl )methyl 1- 1-[ (3] N N L/ (eBenyimhethyl)-1H-
DimEtHyow{[Blﬁiéﬁy)-rrﬁt |hy|1] HI 1/ hyh,Q,JB-ﬂrizioI@AS- LQ@/@AS: m/z
i + . - 5. etlhyl - , i 4- R ] .
1 (é‘lrﬁ\ér:r{wrﬁtpggyﬂg_ 4- car boxyl ﬁc car a%@%fg/ln%ac@tand 4&55(M+H)_ ’
(1i2r1§'€ﬁ¥@b‘?"at e @/\N\ X dimethyl 5-amino- | Rt: 3.34 min

yl]lcarbonyl}amino)-1,3- N=N 1,3-benzene
benzenedicarboxylate dicarboxylate
Intermediate 16 1-[(3-
Ox O~ Chlorophenyl)methyl
Dimethyl 5-[({1-[(3- [-5-methyl-1H-1,2,3-
chlorophenyl)methyl]- o triazole-4-carboxylic | LC/MS: m/z

5-methyl-1H-1,2,3- | 4 )% 5 acid 443 (M+H)",
triazol-4-yl} \©AN\N=N ° (Intermediate 13) | Rt: 3.54 min
carbonyl)amino]-1,3- and dimethyl 5-
benzenedicarboxylate amino-1,3-benzene
dicarboxylate

Intermediate 17: 2-({2-[(4-Nitrophenyl)oxy]ethyl}oxy)tetrahydro-2H-pyran

Oy, 20

W

To a solution of 2-[(4-Nitrophenyl)oxylethanol (1 g, 5.4 mmol), in toluene (50 mL) was
added 3,4-dihydro-2H-pyran (1.5 mL) and APTS (catalytic amount). The reaction was
stirred at 60°C for 3 hours. The dark solution was then concentrated and purified by flash
chromatography using DCM/cyclohexane 30/70 as eluent. The title compound was
obtained as an oil (1.33 g, 92%). LC: Rt: 3.12 min.

Intermediate 18: 4-{[2-(Tetrahydro-2H-pyran-2-yloxy)ethylloxy}aniline
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Conmpound Structure From Physical data Internediate 27
1-[ (3 o 0" fluorophenyl)nethyl ] -9- pimethyl 5-[ ({1-[(3-

- ~methyl-1H1,2,3- LOMs: fl um’ophenyl ) met hyl ] - 5-

HN N, triazole-4-carboxylic nmz 4R7 methyl-1 H1, 2, 3-

FI No acid (Internediate 26) ( +, triazol-4- NN

l)a

and Rt: 3.35 mn yl}ca yl) ]-1, 3- dinethyl
5-am no-1, 3- benzenedi E;%x | at e] benzenedi car boxyl at e
Internediate 28 1-[(3 gropbenyl ) net hyl ] - 5-
Dimethyl 4-[ ({1-[(3- nmethyl- 1H-123 LC ME:
fl uorophenyl )methyl]-5- ~ triazol e-4-carboxylic mz
To432§olu]|tiﬁnh<yfl 2—(l{2+[-(43nn‘20;5henb'lbd)xY]emyl}dxj)td’ﬂrtaeydreml-apﬁaQ @htermediate 17)

H§"’mmo¥ Yih azeh C (g‘atgl}tlérbﬁ‘munt and ammonium

for% SHATY Q%@ﬁﬁ? %8H2’@?e%l”é’§rt8 AR '%r?é”é After filration on

celite| theiotygnt wap GuarRPrakgd andnthe desigue ivap anoetedoip Watap textgcted with
ethenah® daes oler ddiaim deiphateled evbporataat anerite abmpdOnd was obtained

n : & dat a

o PRREealR e %C@%“@’???ﬁé@h@?%xw{%@ Vethyl 3.

, carbonyl]-5- mz 239 [ (nethylam no)
Interimediste: 1901 43 PighioneHpay!raethybBymeths-N- (- ntdahydro-2H-pyran-2-
yloRpeihyl| @y sreniil-1H21,28-tadle-HchrsoRgnmeat e | nt er medi at e

30: Methyl 3- arri no- 5-[ (et hyl am no) car bonyl ] benzoat e

OOH HzZN\ 10 O 45 WO 2009/ 060053

PCT/ EP2008/ 065 a so|1J uti on of nethyl

0
3-[ (et hyl am on enzoat e
(Interrrediate 9) (13

"@
A mixture of 1-[(3,4-dichlorophenyl)methyl]-5-methyl-1H-1,2,3-triazole-4-carboxylic acid
(Intermediate 11) (0.3 g, 1 mmol), 4-{[2-(tetrahydro-2H-pyran-2-yloxy)ethyl]loxy}aniline
(Intermediate 18) (0.28 g, 1.2 eq), HATU (0.8 g, 2 eq), and NEt; (440 uL, 3 eq) in DMF
was stirred at 45°C for 18 hours. The solvent was evaporated and the residue was
washed with water and extracted with a mixture of ether and ethyl acetate. The organic

phase was dried over sodium sulfate, filtered and concentrated in vacuo. The title
compound was obtained and used in the next step without purification and isolation.

The following compounds were similarly prepared by a method analogous to that
described for Intermediate 14:
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The following compound was similarly prepared by a method analogous to that described

for Intermediate 3:
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boe((%mf)(%%or gphenyl ) rreS{: © 5. mze?hgl -1H %09 g] i(tr :‘azoblat:a

Z-car boxyl ,c @acid (0.2 g, 0. 85 mpt J,
3l ermegk%%?i%yl oxy)aniline (0.156 g, 1.2 eq), HATU

(O 485 g, 1.5 ,_eq) and DI REA (240 pL, 1.5 eq) inL?MI:S-

wasestiyl n4@d at ra ure overBingiiophdiye $OTVTL

25 rat ed d th Si_gdue W t

ma?%ﬁééﬁ% g tfact &¢ szzgﬂrgﬁé g &ﬁﬁ§E§§22=(M@HY,

Ryl odi um suI phat e, fltered™ 3 tl Ratesh min

iMi-V&culoiazdiere| 47 WO 2009/ 060053 RCT/ EP2008/ 065104

r escgexyws purified by flash col um chromat ography

eluting wth DCMto give after preci pltatlon from

ether, the title conpound as a white solid rrq

10 Thgfm)g)ww}gmg@poggp(y\(ﬂsaqrg@prb/d}re@_[gwygpm@tgoq gﬁlﬁs)goust hat described
for3mérmdsli®ie 1flound: 371. 1500, Rt: 2.78 mn. MP: 119.7C

Table 8
Physical
Compound Structure From y
data
Int diate 26
ntermediate methyl 1-[(3-
N -
13 N7 N fluorophenyl)methyl] LC/MS: m/z
— 5-methyl-1H-1,2,3- R
Fluorophenyl)methyl] OH iazoled 236 (M+H)",
-5-methyl-1H-1,2,3- o) Rt: 1.56 min
triazole-4-carboxylic " carboxylate
acid y (Intermediate 25)

15
The following compounds were similarly prepared by a method analogous to that
described for Intermediate 14
Table 9

44



5 The foll ow ng conpounds were simlarly prepared by
anal ogous nethod to that described for Exanple 1:
WT 29b060033 Corrpound Structure From Physi cal datBCT/EP2008/065104

Exanpte—2—HRA (4 N134=bronmophenyt ety )
c%,:n%@,q@d for Br CEHLOR: NACB hi s(net r%,gxy) / NN Physical
S-nethyl-1 H1, 2 3 phenyl]-1-T(4- NY N data

|ﬁtg+r§g&étgﬁ carboxylic Theo : 431.Q719 (3_

rormphenyl)rret hyl acid an nd: 5- !
, -bi s(met hyl oxy) ]431. 068 A’l’ e E%etnz?'w

D'mﬂh&%[(@:m' ani li ne MP: 17 car boxa’ﬁ?@él Hhdpte 3LCIMS:
fluorbiitidbylrmathgiiHsat ed f or - nopheaydig-drebibokylic | m/z 427

m%'fmme%' ) n ﬁ@* rret I:I;/ a&d?nteﬁ%é&aﬂezzk) (M+H)",
trf r'ﬁ%]“e 4- car boxXylic Found [ (phenyl et ﬁW)oxy] Rt: 3.35 min

yllcargemybamaohhd- 4 phenyl }-1 H 1, 2, 3- [(Jm@éhwrSTammrﬂﬁ
benZehédRmdxRate B. 49 min. triazol e- 4- bengghaditarboe) Ve

S+~ Gar boxam de Exanple 4 HRVB calc ed for
IT-QF"Z%O-%J[FI%M ophenyl ) net hyl ] 4H21 - R{é

Fl uor opheny! ) methyl o\ o -o5- t,hylf[\lér%hfnyi)”?sethyﬁw%o
Dimethyl4zB{1-(3~ 5F net hyl - N-{4- frifazol e-meibyboty23-c LC/MS:
fluor gl)me{hé/?lbhnw met hyl ) oxy] acCithassl4 dapieriie }diz 427

Hirp bl Pheny! NELY) H 768 [RL¢id AntefmBbiBte 26) | (M+H)'

ol é oKX i 139.4C S
trlazol 4- and Rt: 3.21 min
yl}carbonyl)amino]-1,2- N dimethyl 5-amino-1,2-

benzenedicarboxylate benzenedicarboxylate

The following compound was similarly prepared by a method analogous to that described
for Intermediate 19:

Table 10
Compound Structure From Physical data
Intermediate 29 |
On° 3-[(methyloxy) | LC/MS:
Methyl 3- carbonyl]-5- m/z 239
[(methylamino) H nitrobenzoic acid | (M+H)",
carbonyl]-5- ON ~ and methylamine |Rt: 2.26 min
nitrobenzoate ©

Intermediate 30: Methyl 3-amino-5-[(methylamino)carbonyl]benzoate

45




10

15

20

25

car boxam de Exanple 5 1-[(4- HRMS
fluorophenyl)nmethyl] calculated for 1-[(4- \ N~
W0 200m6d0y3 - 1 H- 1, 2, 3- C22H25FN402 N PCT/EP2008/065104

|:| | N= Th ,

P6T Mt & et apT Saiapeaier e disemenate 29) (1.33
g, 5c§9 nytolpin ethansd (30 fl) were ZBiEd2eBM0NIUSE fYImiRe8.60 gO0SB) and
PdRaERZRQBARED)L The rdrpouas sthvrddat40r € o s it SAfeatlfiltration on

celﬁ@ttﬁe Q{J\s&ﬁlv&as]ev%&r’a?eiggn v@g@ﬂe@é&%h% %g]éilsRE;(/eg’ Inlsécgl] {Vashed

with waef. digeayer BrYwB SHEHG 1P fePRsANtaiadda uiyedie fits O”ipC[U(”ﬁ as a
white Selide(Orbpl g, #8R3%), RCAAIS:C2/2 RS BMMUITR, Rr b ptieny| ) net hy
J=N triazol e-4-car boxyl ic Theo : 457 1239 ]-5-nethyl -

Th%kgg)%%(sconq&ownmag rﬁt’aﬂ/é) %er 'B&Bgﬁj géi(ll; Olﬁ[té t%étfézscrlbed

forhtarmediata Ad| e- 4 car boxani de ani | | ne I\/P 137C Exanpl e
7 HRMS 5-nethyl-1 (phenylnmethyl)-1 H calcul ated for

5-Met hyl -1- C241-122N402 (gpeny! net hyl ) - N-{4-

1,2,3-triazole-4 Theo : 399.1821 carboxylic acid

[ {nhonvl mmt hvl \ Ay N-IEntind- nhonyvl 1 1 L 2 2 n n

angd 4 399. 1819 triazole- 4 E'p"ﬁ'e%'yf et ip}g’ “Rt: 37[34 Physical

Nt A" Car boxam| de oxy] an +t| ne 125C Exanple 8 HRNVE  data
-methyl -1 (phenyl nethyl)-1

5 H- cal cuI ate (g
Irberivieidiage 3N- { 4-[ (3- 1 221 126NA0 Ut y }Oxy
,2,3-triazol ¢-4- Theo : 379.2134 D'Ch'OFOphe”mee hyl]

~

-5-methyl-1H-1,2,3-
Methyl 3-[({1-[(3,4- triar;oel)e Z carboxylic |LC/MS:
dichlorophenyl)methyl N Y '

[R—

-5-methyl-1H-1,2,3- | I acid ( In ermedla.e ) |m/z 476

triazol-4- DAN N o and methyl 3-amino-5- | (M+H)+,
lcarbonyl)amino]-5- | = [(methylamino) Rt: 3.15 min
’ ’ carbonyllbenzoate

[(methylamino)

Int diate 30
carbonyllbenzoate (Intermediate 30)

Intermediate 32: 1-[(3,4-Dichlorophenyl)methyl]-5-methyl-1H-1,2,3-triazole-4-carboxamide

Cl
D@%
Cl T
N\N,/N

To a solution of (1-[(3,4-Dichlorophenyl)methyl]-5-methyl-1H-1,2,3-triazole-4-carboxylic
acid) (Intermediate 11) (14 g, 48.93 mmol), in chloroform (200 mL) was added thionyl
chloride (30 mL) at room temperature. The reaction mixture was stirred to reflux for 4
hours and concentrated in vacuum. The mixture was then dissolved in acetonitrile (50 mL)
and aqueous ammonia (50 mL) was added at 0°C for 30 min.The resulting solid was
filtered and dried to give the title compound as white crystals.(12.7 g, 91.1%). LC/MS: m/z
285 (M+H)", Rt: 2.53 min.

Intermediate 33: 1-[(3,4-Dichlorophenyl)methyl]-5-methyl-1H-1,2,3-triazol-4-amine
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phenyl }-1- N AN carboxylic acid Found:

(phenyl nmethyl)-1 H and 4-[(3- 379.2165
WA 209860063 azol e- 4- et hyl butyl ) oxy] Rt:

carboxani de aniline Mg 124C Exanple 9

1-[(2'-chloro-4- HRMS enyky! ) nethyl ] - cal cul at ed
for 1-[(2'-Chloro-4- 5- -1 2, 3- C28H29CI N402
bi phenyl yl ) net hyl ] - @Iri -4>H‘$pxyl ic Theo :
489. 2057 5-nethyl -N-{4-[(3- "NN->\@Ci d Found:
met hyl butyl )oxy] (Internediate 1) 489.2104 phenyl}-1
H1,2,3- and 4-[(3- R: 3.99 mn triazol e-4-
Toraeohfioh @f potpesiym hyproxiti23 .96 gr H¥x&mindel) @anvatem(@0 mL), cooled in an
.ce(séacmpswasoa)idedzxwmuee 1@.5- gretdayle: Imino#- ahlRVat N&ig,  1-[(3,4-

}cﬂ%' ggwh%gﬁmw Qﬁ' E'sat%ég@? (@X%Hé\’(lnté\*n{e‘b i 30) (93 g,

32 ﬁétnpmpl wta\§ F’%‘%i/ bﬁ@ours&r@glc wggnﬂu? étll‘éleg dThpnrgactlon mixture was then
wageed 2280 Chfdr 2 days and stindkddat[roGm tEoweaditure4or Vhours. The resulting

sol20R84 GfeRP3amChHkH40 /mli;)lﬂﬂt ﬁmpq?ﬁd?ogﬁgfdaﬁ?%aﬁfgom 14%).
S yl ) met'hyl nethyl butyl) oxy
LC@@% Hﬂ%?éwqf% %)“‘?{i%bg tﬁfl azole- aniline Rt: 3.70 mn
4- car boxam de MP: 105C Exanple 11 HRMS
Thé - fottdvipd - dorfjoindd -weral sidlilathe rémared oyMat mgthdd- gdalp§@us to that
deSBY P RhAEYS] C25HB2NA02 | methyl butyl ) oxy] [ f-
yl}-1 H1,2,3- Theo : 421.2603 phenyl}-1-{[4-(1-
tr| azol e- 4- carboxyli c Found: nethyl ethyl)phenyl] 1Yi
1IN0 o*-J,, acid and 4-[ (3M2b12 2585 nethyl}-1
H 1, 62, 3- nethylbutyl)oxy] Rt: 3.93 mn triazole-4-

3. 55 nPCI/EP2008/065104

ani l'ine MP. 114C carboxam de (decofrposition) Exampl eppygjcal
1ZoHiRENd 5- net hyl - 1- [Stdctwwal cul at ed for Nerpd, 4-

rethyl phenyl Mrethyl C20H22NA03  bi s{Methyloxy) =N-]-1 data
I

Theo : 367.1770 phenyﬂ-I(3ﬂ-met hylf- N
{ifhIBRIp AR AR

ty,i azol e-
I%—Ted'ﬂtecggr boxylic acid Found: COOJW

and 3, 4- 367.
M&hyl 42[(8g(3yn

1751 nethyl]-
triazol e-4- a

s BLAGTR A X))

car boxanidas:

(ﬂ@rﬁ&gbﬁé}ﬁ,q)t i ony . friazol-4-amine " "o
1,2,3-triazol-4- N - Rt 3.11 min
yl}amino)carbonyl] [(methyloxyl/)car.bonyl]
benzoate benzoic acid

Example 1: N-[3,4-bis(Methyloxy)phenyl]-1-[(4-fluorophenyl)methyl]-5-methyl-1H-1,2,3-
triazole-4-carboxamide

A mixture of 1-[(4-fluorophenyl)methyl]-5-methyl-1H-1,2,3-triazole-4-carboxylic acid (0.2 g,
0.85 mmol), 3,4-bis(methyloxy)aniline (0.156 g, 1.2 eq), HATU (0.485 g, 1.5 eq) and
DIPEA (240 uL, 1.5 eq) in DMF was stirred at room temperature overnight. The solvent
was evaporated and the residue was washed with water and extracted with DCM. The
organic phase was dried over sodium sulphate, filtered and concentrated in vacuo. The
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Exanpl e 13 1-(2- HRMS bi phenyl yl met hyl)-5- cal cul at ed

for 1-(2- methyl-1 H1,2,3- C25H24N403

whephesnpsy/| met hyl ) -N- tri azol e-4-car boxyl i ¢ ThROI/EP2008/065104

%%p&?ﬂﬂ% .CO Lﬁﬁl OX %m%@%%pﬁﬁibg ~wi%PC%do give after
pregipitatiatp oo gther, 1thet- titlezccznp@uralz a% & whiteiso{idrdt 8 Inageyy7%). HRMS
calRllated. for "TRHGENROX aWiHE 87 h518: MBhd:1311.9500xaRpl 274 4nin. MP:

ng 1927
resiqu WAReT

1 4-
1é_'lluor ¥

H1,6 2, 3-tri

cal cul ated for

azol e-4- Theo 357. 1363

N-[3, 4-
ophenyl ) et hyl] C, $H17N403 bi s( Met hyl oxy)

Olll

4- N ~I

-1

The éollbwingl ¢Gaonpacinds Berb sifdanydpreppied byl dnalkjgpus method to that described

forfgxgﬁ,rggaphenyl ymethyl] N=N F bi s(nethyl oxy) 357.1355 -1
3-triazole-4- aniling Fg132 55 mn carboxam de
MP. 197.8C Exanple 15 1- [(a§) HRVS O I N
dichl orophenyl) calculated for nethyl]-5-nmethyl -
dé%@dd%ﬁ@lﬂ\L 02 " 1- [ (Strftturd - == Di chi oropighy! ) N=N Phykical data
E_II'J. L, \J LI I a_'GI e "I' IIICU 428 0601
E?@UWJ&?-S et hyl - N- carboxylic acjd Found: 50 Wg,
2009/ 060053 PCT/ EP2008/ 065104 Coppoundi-gar uct urg I r?rtnd]c
hcal data [4-(1,3-oxazol-2- (InbeLBRH Fn%t Calculated tor
b Zlg% OI '3f nyI - 1 H 1 2 3- a tg’ Hﬁ? éﬁ?ﬂ C19H19BrN4O4
is{TpethylgK 4- @X zol, I\/E’ 21%@635/6 xaft’'derneo : 431.0719
phenylhiilt4 ne - HRiBzo et edalr pyxylich gyl
bromdphletyd)feth et hyl ] : Sh:m et‘h%I | )J;cu at edadidand g 06.84
& HL6¢C1L2NM02 D chl or opheny 1 thi] :
S m{%ﬁgo ) %le. 0728 nethyl]-N-[4- Cl E'SQ“% F‘y i [Rt: 2.93 min.
Agtierd- fine” MP: 173°C
carboxamide
Example 3 - HRMS
Iculated f
1-[(4- bromophenyl)methyl calculated for
Bromophenyl)methy v@ 5-methyl-1H-1,2,3- | 242802
phenyhmerny o ° MOV LSS rheo : 477.0926
[-5-methyl-N-{4- N )YL“ triazole-4-carboxylic Found:
[(phenylmethyl)oxy] Br/CJA =l acid and 4- 477 09.63
phe:r?/I}Z-1IH-l,2,3- [(phenylrr?llethyl) Rt 3.49 min.
N oxylaniine | yip- 168.7°C
carboxamide
Example 4 - HRMS
Iculated f
1-[(4- fluorophenyl)methyl] ZaﬁjaFil Oor
240121 42
Fluorophenyl)methyl . °v© -?-methyl-1H-1,2,?f- Theo - 417.1727
[-5-methyl-N-{4- /S)J\N triazole-4-carboxylic Found:
[(phenylmethyl)oxy] F/©Ahszw acid and 4- 417 17.68
phe:r?/I}Z-1IH-l,2,3- [(phenylrr?llethyl) Rt 3.32 min.
N oxylaniine b 139.4°¢
carboxamide
Example 5 1-[(4- HRMS
o fluorophenyl)methyl] | calculated for
1-[(4- )Yk /©/ VY -5-methyl-1H-1,2,3- | C,,H2sFN4O,
Fluorophenyl)methyl F/©A =+ triazole-4-carboxylic | Theo : 397.2040
]-5-methyl-N-{4-[(3- acid and Found:
methylbutyl)oxy] 4-[(3- 397.2061
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of f (hydroxynet hyl)phe (Internediate 11)

nyl ] - 5- net hyl
W@ 2009/06006phenyl ) Rt:

-1 H and 391.0755 1,2,3-triazol e-4-
2.77 mn carboxam de net he@EPIPS/065104

il aVaWal =
I83C—Exany

Gmmwdh]i 5 r

[l 4. =7 1 | A Y A [ ||
e 17 1=-7(S,4 Urtimouro

ret hyl - clrealirat ed f or

) L\ LI
IME1TyT ) FRIVD

Met hyfFrom [ ({ 1-

[ (Bhysical data

phergl} H_' 1? Ophe
EaFdRtyl i c
catioxaRodmd:

1 H1,2, 3-triazol e-4-
Nyl ) -5-methyl- 1 H 1,

acid Theo : 449.0783 nj
yl }carbonyl)ani nol- a

P
et hyl 2@t er me
nd 449. 0813

C§1tr|a 1%%04

Rt; 3.58 min
dY'%‘t El4°C

I
et o0

1-(2- HRVB

fdrl(4-cl o 1

Bromcﬁbr@hyl()lﬁétpwe

]-5- m%fh'g P’d%? 4'
u

me RS 6d
ohemy1 1 2.3 |
t282018% EX3
c ed

y) nethyl 4-am no-3- R
MP: 212C benzoate E
1-[ (3,4 bi phenylyl net

ret hyl - 1 H-1 2,3- Cl9H1

:h=Car bonyl ] phen
i 3- am no-N- Rt: 2.74
azol e-4 car boxam de me
inple 19 1-[(3,4- HRMS
for 1-[(3,4- cl msthy

[ :
xanpl el-i8- met hy

;Mb%oﬁherﬁlﬁhfétﬂya

vl}

3.42 mn ben

C -%&Z-j 2.3
%@%@191%&%%)/“%
ledwm medi

d e% %ﬁiﬁ%

] - 5- r?@t'ln9|

zoat e
HRMS

[ &¢tulated for
C2H25BrN4O;
Theo : 457.1239
gaeing)
457.1256

FRt: 3.76 min

MP: 137°C

CI9HLI rC1 2N
Exqawle 7 418.

car boxylic

02—DBrchiorophenyt)—N—t
0837 nethyl]-5-nethylt
acid Found: {4-[(nmethy

rl-J. 2, o lIIdLU e=4=

%R@w U

HRMS
calculated for

5(m§1}]9|t11ed| at e_ 11) 418.0839 c on 1 CoaH2N,O,
(phenfi AL (R 2. T mgﬁ" B t;jrgf(‘ji@ac' " |Theo: 399.1621
[(phenylme yI)oxy] N\i\?/ﬁ\N and 4- Found:
phenyl}-1H-1,2,3- 399.1819

triazole-4- [(phenylrr.1.ethyl) Rt: 3.34 min

carboxamide oxylaniline MP: 125°C

Example 8 5-methyl-1- HRMS

(phenylmethyl)-1H- calculated for

5-Methyl-N-{4-[(3- CxoH2%N4O,

1,2,3-triazole-4-

methylbutyl)oxy] M /©/ V\( _ _ Theo : 379.2134
carboxylic acid
phenyl}-1- @v i and 4-[(3- Found:
(phenylmethyl)-1H- methylbuty)oxy] 379.2165
1,2,3-triazole-4- - Rt: 3.55 min
carboxamide aniline MP: 124°C
Example 9 1-[(2'-chloro-4- HRMS
biphenylyl)methyl]- | calculated for
1-[(2'-Chloro-4- . 5-methyl-1H-1,2,3- | C23H2CIN4O;
biphenylyl)methyl]- triazole-4-carboxylic | Theo : 489.2057
5-methyl-N-{4-[(3- O /% acid Found:
methylbutyl)oxy] © Qoa)\ (Intermediate 1) [489.2104
phenyl}-1H-1,2,3- and 4-[(3- Rt: 3.99 min
triazole-4- methylbutyl)oxy] |[MP: 125°C
carboxamide aniline (decomposition)
Example 10 5-methyl-1-[(4- HRMS
N=N methylphenyl)methyl | calculated for

5-Methyl-N-{4-[(3-
methylbutyl)oxy]phe

nyl}-1-[(4-

]-1H-1,2,3-triazole-
4-carboxylic acid
and 4-[(3-

C23H28N402
Theo : 393.2290

Found:
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car boxam de 51 WO 2009/ 060053 PCT/ EP2008/ 065104

Conpound St

ructure From Physi cal

dat a

Exanpl e 20

w@20008¢053 HRVS di chl or ophenyl ) cal cul ated for PCQODEE008/065104

Ethyt—3-{({T=1 (37 4= ethyt=5-methyt=—C26Hi8CI2\403
Giimpduodophenyl ) | Stregture2, 3-tri agol e- 4Frofheo : | Physical data
rethyl [-5-nmethyl- C N | ac
methybhniiricty T ) 1 H1,2 3-triazol -} H%E%_‘KY”‘&V] &)’2285 |
FH-02nt-Bl3ae8t ate 11) 433.0797 yl }caf bonyld&Rfno] affet: 3-70 min
4-catoxbmBle Ri|: 3.38 min benzoate apm nobenzoate MPIMP: 105°C
ExahpieGq Exanple 21 1-[(3,4- HRVS di chl orophenyl ) HRMS
R ]-5-nrethyl - cal cul ated for H&ﬁ? ?C) ted for
Cion C12N5(2 -3 1 H1,2 3 triazolp- k" Cff‘- Ugted fo
S-MethyeN-hiéd ;| 418. 0837 di chl or ophen me}h‘ytthl gnyl] C2sHa2N4O:
methﬂlbbl@b}@otyi] c [t Found:  y1]-5-met hyhethylH1HL2,3- | Theo : 421.2603
Qé 49f4zpdi gte L) n4“1ar g§3 L2 3l éql By EEound:
4q .
meth Uphemil Exanpl e 22 1- ﬁ\/glR %{ gggen &;’]'2%%5 .
methdt H112.%5- met hyl - cal cul at ed for Nn[ellhydbﬂ\ttséwylarr Rio$.98 min
HAE-GI2N502 1 H 1,2, 3-triazol e-# phenylihel- [ (3\MP: 114°C
cApfliggartioxyl ic acid Theo : 418 p837  di chi or ophagyldpositon)
NN FOUTTU. Mmetiryry=-o-1netilyr=-—1T1 - (rreeriredr af € L1
EXa8rl6d40 1 |H 1,2, 3-triazole-4- and N-(4- Rt: 2. THRMS
car boxam de am nophenyl) MP: 202. C5-metlrtyaﬂn'[((4e calculated for
EN ml € 23 1- [ (3’ 4- HRMG 1- [ (3’ 4 ?l h@{{ 020H22N403
Eﬁgtﬁglg%}f oo thyl]-5-methyl ]9P| £5 %HH&J&YA )| Theo : 367.1770
phenyl]- 5 -methyl- N\%\(N\Q:O\ 4-carboxylic acid | Found:
1-[(4-methylphenyl) ° o and 3,4- 367.1751
methyl]-1H-1,2,3- bis(methyloxy) Rt: 2.88 min
triazole-4- aniline MP: 156°C
carboxamide (decomposition)
Example 13 1-(2- HRMS
biphenylylmethyl)-5- | calculated for
1-(2- O methyl-1H-1,2,3- | C25H24N4O3
biphenylylmethyl)-N- O N triazole-4-carboxylic | Theo 429.1927
N
[3,4-bis(methyloxy) ):S(N I acid (Intermediate | Found:
phenyl]-5-methyl- I \C[ _ 10)and 3,4- | 429.1937
1H-1,2,3-triazole-4- ° bis(methyloxy) Rt: 3.2 min
carboxamide aniline MP: 121°C
Example 14 HRMS
1-[(4- calculated for
N-[3,4- o o | fluorophenyl)methyl] | C1gH17N4O3
bis(Methyloxy) VLN QO -1H-1,2,3-triazole-4- | Theo 357.1363
phenyl]-1-[(4- N | | carboxylic acid 3,4- | Found:
fluorophenyl)methyl] F bis(methyloxy) 357.1355
-1H-1,2,3-triazole-4- aniline Rt: 2.55 min
carboxamide MP: 197.8°C
Example 15 ® 1-[(3,4- HRMS
o S dichlorophenyl) calculated for
1-[(3,4- o AN methyl]-5-methyl- | C;0H15CI:N50;
Dichlorophenyl) DA = i 1H-1,2,3-triazole-4- | Theo : 428.0681
Cl

methyl]-5-methyl-N-

carboxylic acid

Found:
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W(me/dcsoossret
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heo
i d
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h | phaniihdt erm

Yldas 0716

t: 3.14 min.
MP: 218°C
pdi at e

1T 391 0697

J8d st

H and (3-
mef(danol

ghl

DICHB};I? gvt ri

(hydrexymesty phe .
nyl]-6!raétayimedi g
h'ang‘f _é_osc

caf'

3./136 mn

52 WO 20097/ 060053 PQ
ructure From Physi cal
am nophenyl) Rt: 2.78 m
MP: 185.2C carboxam de
/)“\ I\/bt hyl 3-]

t for
afzol e- 4 Th o N404
0783 y ] N °N
ate 11) Found: O 1 H 1
2 yl}carbonyl)am no] -
4- (et hyl oxy)

dat a 5- net
n dichlgrophenyl) az
Exastbly-54bethylf (

ﬁlli 1[i §4t 3z0le- 4-

di c oro en%e
t

oxpyl Glra,termeotuate 11)
2, 3-t@hazol -

R

@1”0 HRN

17 I:Pdﬁaﬁ/&)bblull-

ES
éaﬁ::ufé'ted for
C18H1GC|2N402
)| Thed : 391.0728
hsdund U
%]‘!.0755
rRth@</ 7 min
MAVIP: 183°C

L—A~amE =

Eﬁ"%é‘?oﬁophe

H 1,2, 3-tri

MethOF-[(D6[(3,4- |

dichIBYIhE et h
methyl]-5-methyl-
1H-1,2,3-triazol-4-

ate benzoate Exanple 2
ilchl or ophenyl) cal cul at
enyl ) met hyl ] -5-nmethyl -
azol e-4 nethyl]-N-[4-
ydroxy 3- N N N CC acid

W%w)

ed for1 [(3 4-
CJeﬁdﬁlcﬁ
rl’ggtfh&l St ﬁo
touind3- “triazole-4-
carboxylic acid
(Intermediate 11)

HiRMS
calculated for
C20H1sCI2N4O4
Theo : 449.0783
Found:

yllcarbonyl)aminol- and | 449.0813 |
3-(methyloxy) methyl 4-amino-3- | Rt: 3.42 min
benzoate (methyloxy) MP: 212°C
benzoate
Example 18 methyl 1-(2- RS
1-[(3,4- biphenylylmethyl)-5- | calculated for
Dichlorophenyl) | NS o meth.yl-1 H-1,2,3- | C49H17CIoN5O,
methyl]-5-methyl-N- CDA)—S(N\de/ triazole-4- Theo : 418.0837
{3-[(methylamino) o carboxylate Found:
carbonylJphenyl}- (Intermedllate 6) and |418.0851 |
1H-1,2,3-triazole-4- 3-amino-N- Rt: 2.74 min
carboxamide methylbenzamide | MP: 203.9°C
Example 19 {34 RS
1-(3,4- o " dichlorophenyl) | calculated for
Dichlorophenyl) DA /_\N methyl]-5-methyl- | C1gH17CI,N5O,
Cl

methyl]-5-methyl-N-
{4-[(methylamino)
carbonyl]phenyl}-
1H-1,2,3-triazole-4-
carboxamide

1H-1,2,3-triazole-4-
carboxylic acid
(Intermediate 11)
and 4-amino-N-
methylbenzamide

Theo : 418.0837
Found:
418.0839

Rt: 2.71 min
MP: 183.7°C
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phenyl ] - 5- met hyl -

and 4-am no-2- 407.0683 mn Rt:

(hydroxynmethyl) 1 H1,2,3-triazole-4- MP:. 175.6C

W@ 20000583 de phenol

2.57

Exanpl e 27 1-[(3, 4- HRVS PCT/EP2008/065104

dichtorophyg

nyt)
{1- (83, 4Strect @1 H20C12N

+—1 | | I~ +—1 ]
metnyr[=o-netnyrr

[l [l + (l £
Carturatcu 10

403 1From

Physical data

Getyiung - |
PR |
H 1,2 3-tri

Ethy BYE&Bohy |
dlclﬁ‘ibfb HQIWF)/' }
metrr%,lt ml’e]t%é
1H-12.4- Azl -
ylicarteinighdrhinb} 1
e 1 f

ret hyl ] - 5- net hyl -

azol e-4 di chl or ophenyl
N=N N
azol -4- Cl (Interngdia
)am no] and et hyl
acetate M 139C aget
Vet

i [ \ @
et hﬂtj cal\ct
-Pfi ol e-4- C20H1sC12

| ated for
ret hyl - Theo : 449. 0783
+1,2,3-triazol - c N=

/\.l

T :
car bojg/ |goa0|
al e K

anmathplihérrydathlet
aﬁ B-1, £330 or-48
di C@ﬁ?J& &@dp%mg op
N4 (ptermediate 11)
cardmbethyl 8- aci
N Ghitssamesitat e

MS

rﬁgi;oylated for

C8H2B1,N403

Theo : 433.0834
o }r/mfj

433 0797

ORt: 3.38 min

M) 131.8°C
S. 1

yl}carbonyi
ERbriple2-1( met
175 9C 53
Structure Fk
N-[3-ghcatviPiBphe
phemgt]H1yl(3,45- 1
dichlolop{ﬂ‘eﬂafll %mt
U
1.2 3 tfigzaierény |

Jam nof - and methyt—4-
hyl oxy) 2- (et hyl oxy)
WO 2009/ 060053 PCT/ EP2
rom Physi cal data Exa
nyl) calcul ate or,

n et hyl - d@iﬂg@w@
rié‘?ﬁ Theo : "435.
rethy car boxyl ic acid

azol - j "-" (Interme
) am no]- and net hyl 5-

M

e nogf[é ZZenzoa

benzo

DO sliahgBaENYTonp
NPhethg® 5Inétod, 4t
EHPM' "2, 3: tr[léz%)ile b

or o
0623? oxyli aC|d

Fidnteminedlate 11)
di at gndN-(3#35. 0

o REnoBheie

tﬁ‘ng:

d for

c%@%ée

5914H17C|2N502

TheOH 418.0837
Found:

643;|§'0830

MRth2.78 min

catbdxattidex benzoate 2-h drox benzoate P e203.4°C
30 1-7(3 44 HRVS dichl orophenyl) m:faFﬁ ﬁm'dﬁr’ met hy| -
| cul f or 1-[(3.4-
Exgmglélz %t ed |fo [(3 HRMS

N-[4-(Acetylamino)
phenyl]-1-[(3,4-

dichlorophenyl)
methyl]-5-methyl-
1H-1,2,3-triazole-4-
carboxylic acid

calculated for
C19H17CLNsO,
Theo : 418.0837

Cl
dichlorophenyl) DA N _ Found:
methyl]-5-methyl- | ° (Intermediate 1) 1 15 0840
1H-1,2,3-triazole-4- and N-(4- Rt: 2.72 min
carboxamide ar:;r;?;)r:?ggl) MP: 202.4°C
Example 23
 HEA HRMS
1-[(3,4- r::;s;%gz:z:z&_ calculated for
Dichlorophenyl) . 1112 3-triazole-d- C19H18CI2N4O2
methyl]-N-[3- N %)LN o - Theo : 405.0885
A

carboxylic acid

Cl
hyd thyl)-2- DA = Found:
(hydroxymsthyl) o N (Intermediate 11) oun
methylphenyl]-5- and (3-amino-2 405.0878
methyl-1H-1,2,3- methviohenvl Rt: 2.78 min
triazole-4- ethylphenyl) | i, 174.3°c
: methanol
carboxamide
Example 24 1-[(3,4- HRMS
o dichlorophenyl) calculated for
14(3.4- a ) )YLN @VOH methyl]-5-methyl- | C1sH16CI2N4O2
Dichlorophenyl) DA - 1H-1,2,3-triazole-4- | Theo : 391.0728
methyl]-N-[3- ¢ carboxylic acid Found:
(hydroxymethyl)phe (Intermediate 11) [391.0695
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Met hyl {3-]

di chl or ophenyl) |
WA 3B08BE3 net hyI] 5- et hyI

({11034,

r

~ Q_

~~ C20H18C12N403
1 H1 2 3-triazol e-4- Theo :
car boxyP¢17EBmDst65104

PUUHU T—H

Gdmmandony |

12 3triazot=4=—(inte

)am no] <Stnecturet hyl ( 3-

llb‘ui ate t1)—43

3Fom mion

30825
Physical data

%E |}1<'11_‘: et

nyI]-g-;’ﬁ
1 Z@atr'é%ﬂ'%‘f‘ed
canpdxaplide 5- 1

ate am nophenyl) MP: 1
3,4- HR1-[(3,4- C1 "d
for Cl7H14C12N402 Di
nethyl Theo : 377.0572

e B
chl or

rrethyl] N-(3-

%'Epheig min
N MP: 185.2°C
C-1

Ekbr%gl%@%‘_t ri
carboxylic
(I'nternedia

Methyl SE{ (&4~
dictiBdphemyichl
(i

AL

yl}carbopyl lanang- t

4-hdteasony |
BlZouer ober

azol e- 4- Found: hydr oxy
acid 377 0593 nethyl -

ate 11) triazol e-4- and
MP: 192.5C c rboxan1de

orophenyl , at ed
rr%th
Y I—’Ll 2, 1'

5 et hyl - of
ri azol - 4- F(Intermedl
)am no] - and net hyl 5-

N

)ny

pheny Iy fy
éch‘%%}?@&‘&

Ei@&tlwll] -&-ngethyl= |

f (DH-1 %ttrfalzlole 4-

of b@ae9rmecd %@.%) 2

eRgodte  EX

eansl rmql)wylzﬁaameMR
am agmefRyloxg) 22| nin
zoate 2-fl uorobenzoat el MP;

HRMS
R¥alculated for
é2b|41-8C|2N4O4
Naldiso : 449.0783
Found:
43802

{: 3.36 min

ViB1 203°C

S0 1L-[ 1o, &4
Eéa'ﬁ%‘(er?%]-s
" N1 H1,2,

8yl oxy)

chﬂ' ao(pgenym (1

mP*@X'] NE4- 218

HydropgdAd St
(hydotyrdetByl§ I i
phenyl]-5-methyl-
1H-1,2,3-triazole-4-
carboxamide

HRVB dichtorophenyt)
-met hyl - CL9H17C12N5C8
3-triazol e-4- Theo :
phenyl]- o |~ carboxyl
ntermedi ate 11) 434. 07
0-4- Rt: 2,7 m th
Cl 53

lff’hysl cal
cafr

r e &=om
&zol e- 4- benzani de

atcutated for

jsa IR

o AlEorah.

7 3meitiyithiroetbyhe

y i H=152, BRiidnple-4-m]

qurt%&%)é)%lc965
lseiatedah
and 4-amino-2-
(hydroxymethyl)

phenol

NT{5=
)- 2-
HRMS

calculated for

M 16CLN,O;
ngwo : 407.0677
Found:
7583
Rt: 2.57 min
MP: 175.6°C

D

Example 27

Ethyl {4-[({1-[(3,4-
dichlorophenyl)

1-[(3,4-
dichlorophenyl)
methyl]-5-methyl-
1H-1,2,3-triazole-4-
carboxylic acid

HRMS
calculated for
C21H2CIoN4O5
Theo : 447.0990

methyl]-5-methyl- N=n _ Found:
Int te 11
1H-1,2,3-triazol-4- ( ”airdm;(:]'i ?4 )| 447.0075
yl}carbonyl)amino] _ y Rt: 3.25 min
aminophenyl) .
phenyllacetate MP: 139°C
acetate
Example 28 | 1-[(3,4- HRMS
dichlorophenyl)

Methyl 4-[({1-[(3.,4-
dichlorophenyl)
methyl]-5-methyl-
1H-1,2,3-triazol-4-
yl}carbonyl)amino]-
2-(methyloxy)

benzoate

methyl]-5-methyl-
1H-1,2,3-triazole-4-
carboxylic acid
(Intermediate 11)
and methyl 4-amino-
2-(methyloxy)

calculated for
C20H1sCI2N4O4
Theo : 449.0783
Found:
449.0787

Rt: 3.1 min

MP: 175.9°C

benzoate
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1-[(3,4- HRV5 Methyl 4-chloro-3- \ 0 dichl orophenyl)
calculated for O [({1-[(83,4- / nethyl]-5-nethyl-
WE1®BN&CIBN4A03  di chl orophenyl) o\ 1 PCT/EP2008/065104
H1, 2, 3=trifazote=4=—Theo 45370288 et hyt{=5ngethyt—=
GompoundC car boxyl i cStadtereFound: (| nt er nledimat e 11) Physical data
0O 1|H1 2, 3-triazol-4- C [, ~ | 1 et hyl
E%?rﬁﬁl}gﬁ Rtf: 3.59 mn yl}carbony])amnad]”’ HRMS
4-chl or obenzoate MP: 206.4C benzpat®ehigtarsng!) 35| calculated for
Methy 3-((81-K3. 4HRI\/S o di chl oroph ) | cakibyill-atreethylor | C1oH16ClN4O4
dlcmsﬁdb}ﬂa )3 ({1-[(3,4- 0et &5t 'Tfplﬁhﬁ'b'trlazole 4- Theo : 435.0627
§ N4 G | chl ok ophe 1 d Zt? % q:04-nd_
094 t Ayl] - 5- met hyl -| o €4 ‘B‘éﬁx ?‘i acigne:
1H 1%&#@20&4H F2.3-triazol -4- ¢ ~" o(lqtﬁm@*ai@dmt e43151()638
yl}carboByIR9@bo]- y| } car bonyl ) am no] - | "|arid raeitlylrfeadiplo- [R: 812 min
2-hydRbxybdnshtdi|n  4- (et hyl oxy) ami nop 4= HRiKDYAR¥YE: | WP: 180°C
133C hern T racetate fien T acetare Exanpl, ?(BG)ZP I- [hu 4-
EkENBic\300 dijchl orophenyl ) cal cul ated for Met hyl|HRMS
3-[({1-[(3,/4- methyl]-5-nmethyl- CLIKIBEIOFIGH calculated for
di chl orophgnyl) o\ 1 H1,2,3-tri azmbmyk]Ls métag-
Methy43-[@5H3. 4' et 5.get hyl - car bcm g ’-a}&é’g* EOLFPPG':"18@'2N4OS
dlclhiompﬁeﬁ}fll r | az '® (Lnternediat e %b é Theo : 433.0834
met%}l]}f? ylj)yamno] < arid i'g Hy' 3-p 7| FBURAd:
141 uor?% nzoate 4- fI dor o¥énzoat e I\,@htem%ila'/t@@(ar@ ©325
3% Hl [[-1- HRVE (phenyl net hy ) énoHnel‘h al gul at S’ _
yl}cafbmyl)arm'pg off 1,2,3-triazol e-4- %ﬁh}%@? Rt: 3.14 min
phériwidceragnetlhyl ) o " SD ~ car boxyl c acl o? MP: 116°C
3231508 phenyl]-S-pethyl-1- | (comePEd tale y Folnd:
Ekemplersdt hyl ) - 1TH v v N (p avai | abl e) and (3-
323.1529 1,2, 3-triazol e-4- am nophenyh) - 2. 481RVR
carhgxam de qret hanol M 105.8C  Exappl e of f |calculated for
‘fakg hyl - 1- c NSy drg?ﬂorop%enyr CHWCLNLO,
chhlorophenyl) ):S(N methyl]-5-methyl- Theo : 377.0572
methyl]-N-(3- c I 1H-1,2,3-triazole-4- Found.' '
hydroxyphenyl)-5- carboxylic acid '
_ 377.0593
methyl-1H-1,2,3- OH (Intermediate 11) Rt 2.86 min
trlazole-t}- and 3-aminophenol MP: 192 5°C
carboxamide
Example 32 1-[(3,4- HRMS
dichlorophenyl) calculated for

Methyl 5-[({1-[(3.,4-
dichlorophenyl)
methyl]-5-methyl-

Cl Na
D/\N/ Y )
_ N P
cl )_S( 0
0
F

methyl]-5-methyl-
1H-1,2,3-triazole-4-
carboxylic acid

C19H15CILFN4O;
Theo : 437.0583
Found:

1H-1,2,3-triazol-4- (Intermediate 11) |437.0544
yl}carbonyl)amino]- and methyl 5-amino- | Rt: 3.22 min
2-fluorobenzoate 2-fluorobenzoate | MP: 169.8°C
Example 33 1-[(3,4- HRMS
dichlorophenyl) calculated for
N-[5- C' /N\\ methyl]-5-methyl- | C1gH7CI,N503
(Aminocarbonyl)-2- C| ﬁ 1H-1,2,3-triazole-4- | Theo : 434.0786
(methyloxy)phenyl]- carboxylic acid Found:
1-[(3,4- (Intermediate 11) |434.0773
dichlorophenyl) and 3-amino-4- Rt: 2.77 min
methyl]-5-methyl- (methyloxy) MP: 218.2°C
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\ (phenylnethyl)-1 H calculated for

o N-[4-

~_

1,2,3-triazole-4- C181-118N402 (Hydroxynethyl) I "
W@ 2000050953 ¢ aci d Theo : 323.1508 phenyl ] - 5- meR¢ilEP1008/065104
(comrerciattty Found—55"WO2009/ 060053

(ROTOERZ008/

065104 Bombwend Struc

t ure From Physi

c aPhysical data

1H- 1,%?&29@&@9%”)
cat )@53{%‘?11 dd

et hanol

[nmethyl)-1 H avall abl
ol e-4- am nophenyl) Rt
MP: 149.1 C

e) aﬁ%z@a?ﬁ 323.

ide
Exanpl e 39

1504

| -1-
EQagEI%@%lLH az

carboxgn
Y

Methyed-pioph
B3, bl e)
dichidrphb
metay.'li‘%@,eﬁw v
1H-162, 31éazielf - 5
yI}ca\rbdNyl\)aman]St
1heR i 391.

RVB

HRVS (phenyl nethyl)-1
ol e-4- cal cul ated for
c acid Cle 2 Theo © :
]1-5- (commerci &
337.1654 (phenyl pe
211,2,3-tri azol(e-4-
am de_met hano ;
(3, 5—(di chI orop
E:]QBH16C12|\|40
N-[3- =N off 1 H
0728 (hydroxynet hyl)

hyI]

HN[3- /

( Hydddédydret hyl
dechlicrephehfh 4

i‘rﬂithﬁﬁ‘%trﬂégzyl'

C daxtzyliceacld

he@Mbﬁn&ﬁétéuhﬁt

afd?’“%’“i/

u

Hrletttyazeie-4-

0f-SR[R3N

r1azol et

4eblprobRyradt a

HRMSo
calculated for
é\1|’9|m15b|3N403
Theo : 453.0288
Found:

erh3{ 0330

th? 3.@9 min
dy1g: 206.4°C

Foumnag. pllt
EXripls 38 ¢ r |

car boxam de

MethyIRBAR{ fj(ghal ¢

dw%h%%“% t
methyl,]e%metfwhg
1H-1ER, 32 ZBF 4+ i

yl}ca r‘ﬂ;ﬂ)ﬁyl%m Rop|
a-(rddsay ! ory:

phenyllacetate

» et hanol

et hyl -

nyt=5nmethyl=—(ntern
azol e-4- and (3-am nop
MP: 159
rophenyl) Met hyl g(
cal cul ated\fo
riazol e-4- C20HL
rre

0783 met hyl Re 5-
a:zl N5>a_9\>1‘1* nt
}Ca yl )X

yk oxy) Rt

dhi dlC J.L 391

henyl)' :
Ex anpliahlotdphbny|) 3,
{ Inkth |] B=methyl-
jH‘H, oLty ?e”! '
car g

~sarhyqylic aci

nd SR R¥dhyF3am
eﬁr#incr)r]ﬂ(methyloxy)
phenyllacetate

" 2.84

di @terniedliat&dand

7261

RS
calculated for
CagH1gCLNLO,

I CTHaol: @63.0940
Found:
463.0985

Rt: 3.29 min
MP: 133°C

o1

Example 36

Methyl 3-[({1-[(3.,4-
dichlorophenyl)

1-[(3,4-
dichlorophenyl)
methyl]-5-methyl-
1H-1,2,3-triazole-4-

HRMS
calculated for
Ci19H15CI2FN4O3
Theo : 437.0583

methyl]-5-methyl- | carboxylic acid Found:
1H-1,2,3-triazol-4- jij\/ (Intermediate 11) |437.0624
yl}carbonyl)amino]- | ¢ v and methyl 3-amino- | Rt: 3.37 min
4-fluorobenzoate 4-fluorobenzoate | MP: 195.7°C
Example 37 5-methyl-1- HRMS
(phenylmethyl)-1H- | calculated for
N-[3- Q\/OH 1,2,3-triazole-4- | C1sH1sN4O;
(Hydroxymethyl) >_(}\\N carboxylic acid Theo : 323.1508
phenyl]-5-methyl-1- ©\/N —/N (c.ommerC|aIIy Found:
(phenylmethyl)-1H- SN available) and (3- |323.1529
1,2,3-triazole-4- aminophenyl) Rt: 2.45 min
carboxamide methanol MP: 105.8°C
Example 38 oH 5-methyl-1- HRMS
o Q\ (phenylmethyl)-1H- | calculated for
N-[4- »_Q\\N 1,2,3-triazole-4- | C1gH1sN4O5
(Hydroxymethyl) ©\/ _/ carboxylic acid Theo : 323.1508

phenyl]-5-methyl-1-

(commercially

Found:
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benzoate benzoate MP: 213C Exanple 42 1-[(3,5- HRMWS
1-1(3,5- dichlorophenyl) cal cul ated for

W(]Dﬁ(!ﬂh/ioamsphenyl) o met hyI] 5- net hyl -

C1gH18C12MADRPIH08/165104

I'I'J.LJLII

0H0885

azotre=—4methyti=N13-

hydr oxyn@rdopiirg- 2- " "

N—of f—Theo—
car boxioic aci d

Physical data

e R
1213rtf'%%¢é 4-
camedXaaridd 5

hyl phenyl [ -5- C’
H{1, 2, 3- and (3-ani no- 2-
met hyl phenyl ) MP: 185

(I'nter

)6 WO 2009/ 060053 PCT/ E

o

C exroskamide
P2008ﬁé155dcﬂ)4

245604

Rt: 2.42 min
MP: 149.1°C

E%Bl d SE
1- [(%@2 HHF

cal cul at ed
HNE32, 3-tri

(Hydmyrdeﬂipm
t r |

metﬁﬁ%
xam dq

(pherssmaeihlie- 144

1,2 Betkifizdid-45- 1
&é}phe

ructure From Physi cal
RVS di chl or ophenyl) ne
for N {3-[(Acetyl am'n
azol e-4 net hyl
432. 09940[(
- (In pdy at e 1f1)
e- 49=dand N—[(3 Rt
xA nophenyl ) MP: 188.
1-[(3,4- HRMS di chl or
ret hyl - cal cul ated for
nyl) ¢, 1 H-1,2,3-tria

enylk?-
ietl pr aphesxylid adéEN D

dat ag le 4

s Rk,

1-1.3,8-trigaplecky |

&%Hﬁﬁermamos

AC r?%?'p?]bre)acet
pplae@Y3-pminp=2-( 3
C1 9 BIbRABKIY
zol e-4.ilhigg

3
HRMS

Pealclilated for
(919H20N402
Theo : 337.1664
Found:
Pd8708554

¢ 2.44 min
MP: 157°C

EH%P'@%}QM hy

-5-nethyl -1

t1-j(@zol e- 4-
chﬁé%yﬁleﬁylfw
methyl]-N-[3-
(hydroxymethyl)
phenyl]-5-methyl-
1H-1,2,3-triazole-4-
carboxamide

ethyti=—N-{3=(t=—N—TarDb
| ) phenyl ] aNC]—|(Inte
H1,2,3- and 1-(3-

am nophe yI
Ny

I\/P 145C

)()II I'C datll U Fou

rmedi gt g.l) 40

Stosgannnl o
opngtﬁylﬂ -p-methyl-
1H-1,2,3-triazole-4-
carboxylic acid
(Intermediate 12)
and (3-aminophenyl)
methanol

5—|FQ|§|§9
[q%qj.llg]ted for
Ci1sH16CI2N4O2
Theo : 391.0728
Found:
391.0726

Rt: 2.84 min
MP: 159°C

Example 41

Methyl 3-[({1-[(3,5-
dichlorophenyl)
methyl]-5-methyl-

1-[(3,5-
dichlorophenyl)
methyl]-5-methyl-
1H-1,2,3-triazole-4-
carboxylic acid

HRMS
calculated for
C20H1sCI2N4O4
Theo : 449.0783

carboxylic acid

Cl
Found:
1H-1,2,3-triazol-4- QA " ° (Intermediate 12) 42;%783
. Cl . .
yI}(;ar::)norxl)?mlno]- and4meth:/rll ?;-amlno- Rt 3.44 min
benzoate benzoate
Example 42
scorophenyl) | RS
1-[(3,5- methyl] 5pmet: | calculated for
Dichlorophenyl) o 1H-1 2y3 triazoley4 Ci19H15CI2N4O,
methyl]-N-[3- W‘MNQVO” ” Theo : 405.0885

(hydroxymethyl)-2-
methylphenyl]-5-
methyl-1H-1,2,3-

triazole-4-

carboxamide

(Intermediate 12)
and (3-amino-2-
methylphenyl)
methanol

Found:
405.0860
Rt: 2.83 min
MP: 185°C
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N-[ 4- Chl oro- 3- net hyl ] -5-net hyl -

(hydr oxynmnet

hyl')

cal cul ated for
~~00C 1 H1 2 3-triazol e-4- Theo

N402

WO &3/06@53 0339 phenyl] 1- [(3 4- N N OH car boxWT/EPE)OWQBSlM

IHCU — NN

Coh)poungt hy|

H PUUHU UILHIUIUpHCH
] - 5- met h§tructerad ( 5- ami

I) LI \IHLCIHB

no- 2- A2/ 0315

Idle
Rt Physical data

3.12 mn
EX&Qpld@3 car
di chl or ophg

n-(oReeforiind
metayiipherndz!-

et hyl -

[ H1,2,3-triazole-4- c
boxam de met hanol Exan
enyl) Dinmethyl 4-[({1-
cal cul ated for
H 1,2

or ophenyl,) (Nhjij\,l ,
e SJ@L Cl)
‘;@J?:-\t\@ azol - 4- 07(

[(3,4-dfetivdphenly )i+ 1

metf I]}§ ﬁ'nrfﬁg(ﬂyl

1H-1 r%ﬁ'@%@?;ﬁ‘r 3

cagbaxadide di ¢
hy

N it
N ettt

Yam no] - ~ and di net hy
benzene am no- 1, 2- benzen
ate di carboxylate Exan

hl or ophenyl ) cal cul ate
hyl r“l Ol_l‘l L_.r“l’)

[oro [) I\/P
pl e 4?@1
Nd@hlcwophenyl’)

C2heth8ISDAMNAO -

D O b l.
I nt ecraﬁﬁoé(y g%x% I(I?Lclz)
(ntempediaie 43) t
e Mand N@BE
Pl eathihobhédydy -

D ké%téyl]ace%amcljes [

3HLT D BAMR1da- Tt

- | HHRIB
calculated for
HisClNsO;
aldieg : 432.0994
Found:

4&:1%)%3
&%3 min

8P5188.4°C

Edambledidophe
met hyl ] - 5-1
3. 3-
06

_ ShB3toeq0s:
icpiiRoheay!)

05\

memw N3 1
hydro@et@%ﬁ@rﬁ)ﬂﬂ
smeBfirel 2%,

tigele-4- 433,
caFoaxachiddl H-

Lt
J IILLIIyI L i = "pw j n

enyl) 1 H 1,2, 3-triazol
ret hyI - F carboxylic ac
azol - Internediate 1

PCT/ EP200

lt: ronI) o] -
uoK‘oena g f
Z1(3,2 HRVS di ohl

4 [({1 [(3,4- N"" nme
103 di chl orophenyl) 1

1,2, 3-triazol-4- 0 (Int

0834 nmethyl]-5-nethyl}

e-4- e 437
d drsplgrephehyl)
Z)méﬁ?\ gﬁ‘ﬁgth}/IS?
tru
LR iRl
ucraoheylioatie MP:

Of@kﬂbﬁ‘rﬂ%léteq@%
thyI ]
r I azo

Oa'&‘éﬂoﬁ ek”yM c
[ er nedihatel 11)

A

aapulated for

EC B REG1N4O,
nTH%% 405 0885
lfo
405. 0869
Rt: 4.97 min
Adbd145°C

E43p@&30 )
benzoate ar
N-[4-Chloro-3-
(hydroxymethyl)
phenyl]-1-[(3,4-
dichlorophenyl)
methyl]-5-methyl-
1H-1,2,3-triazole-4-
carboxamide

| } car bonyl ) am no] and
n nobenzoate MP: 167C

T p b

N
|

Z

et hyl 14,80 3.
dichlorophenyl)
methyl]-5-methyl-
1H-1,2,3-triazole-4-
carboxylic acid
(Intermediate 11)
and (5-amino-2-
chlorophenyl)
methanol

B7 mn

HRMS
calculated for
Ci1sH15CIsN4O2
Theo : 425.0339
Found:
425.0315

Rt: 3.12 min
MP: 190.3°C

Example 46

Dimethyl 4-[({1-
[(3,4-dichlorophenyl)
methyl]-5-methyl-

N
cl N o
= N
cl ©
0 o
<

1-[(3,4-
dichlorophenyl)
methyl]-5-methyl-
1H-1,2,3-triazole-4-
carboxylic acid

HRMS
calculated for
C21H1sCIzN4Os5
Theo : 477.0732

. , Found:
1H-1,2,3-triazol-4- (Intermediate 11) 477 0703
yl}carbonyl)amino]- a.nd dimethyl 4- Rt 3.23 min

1,2-benzene amino-1,2-benzene MP: 148°C

dicarboxylate dicarboxylate '

Example 47 1-[(3,5- HRMS
dichlorophenyl) calculated for

Methyl 5-[({1-[(3,5-
dichlorophenyl)
methyl]-5-methyl-

RS

methyl]-5-methyl-
1H-1,2,3-triazole-4-
carboxylic acid

1H-1,2,3-triazol-4-

C19H15CI1L.FN4O3
Theo : 437.0583
Found:

(Intermediate 12)

437.0562
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Exanpl e 49:
1-[(3, 4-Di chl orophenyl ) net hyl ] N-[ 4- (hydr oxynet hyl ) - 2-

WQ m&mhw()ss(y) phenyl] 5- et hyl - PCT/EP2008/065104
H—1 2 3-tritazote=4-carboxanide €} |\| —zzZNO—G—N5
Oomgqupd ~H| To a sobtmdtwe of met hy From Physical data

cadfoh A RG3| & OT S or openyT ) et y Andﬁﬂgfﬁg et I Fomi

yl }car bonyl ) am no] - 3- (m et Nzb
2-flyopghengPde17) (0.1 g, 0.2 mml) in U%& en?é)a d '\AF’lW ¢

Esghpikisgn of DIBAL-H in THE (800 pL 4 q )3,4nd thEHRMS
reaction was stirred to 10 roomte turef
c&:lcglaied for

hours. Solild NH4CI vas added fol I p %r)‘é
Ethyly4+i1-[(Ssol LF‘W \aqueous phase Wagy tm%tblf'ed Gl 3 CI2N4Os
dickibiophemnd A sodi um1HS1L,Q Bhr&ﬁz@l@m-d Theo : 433.0834

a) “After recroys I sati on n| i I8
1He:%]§§ﬁt!!$ gonpound was obta ned Ja"r ﬁ)&ﬁ ;(%I%L d§n8'30

HRVS cal cul ated for C19 .
ylicagmny (B0l flound: 421.0834, Rt: 2. 94 rﬁr\fﬂ eﬂNSFM 136th: 387 min
Béeobtd | owilng conpounds were sim | ardmingdeppedted yP: 167°C

anal ogous rret hod to that described for Exarrpl e 49:

Tabl e ound Structure From Physi cal
ExgpalecdS 0BT PP e A RIS Doty B D methyloxy)ohenyl
S-nethyl3l,H41,2, Hiriehdleeqeingoxamidd or C19H18C12N402

Di chl orophenyl) N\" nethyl]-5-nmethyl- Theo : 405.0885

1 H1 2 3-triazai<4: Ln [1-N-[4-(2- Found:
405. 0885 hydroxye HY caleonyI pémno] Rt: 2.79
mn. phenyl]-5- - 1/N¥~\(%;1/eﬂyl Jacetate MP. 144C
1,2,3-triazol e-4- (Exanple 27 2009/ 060053

PCT/ EP2008/ 065104 Conpound Stru Fr@m Physi cal
data carboxam de Exanple 51 Methyl”™ 3-T({1-[(3,4
1-1(3,4- dichlorophenyl) HRVS cal cul at ed

ToDh C&HI@T0RP BE Mydthy hy(B]4 cﬁcﬁr&bbb{ényl)fﬁéfh &G ANAOB3-triazol-4-
yl}gid’?@gmmo- - gv loxy ble ZOdt%éEérf §1 7@(0 @O%g mm088§4THF was

ad%golub%p DIRAYH grdmif {808-ulexd grq)(qﬁéit the| reagtionpyas stirred to
rocitn Simparatureveatr l2yhouts HeAlid2NIB,;Cl lveazzadtded fOEovastpbye wivter ab8&CIN HCI

solution. The aqueous phase was extracted with ether and AcOEt, dried over sodium
sulphate and evaporated. After recrystallisation from acetonitrile, the title compound was
obtained as a white solid (30 mg, 35%). HRMS calculated for CioHsClLN4O3 (M+H)"
421.0834, found: 421.0834, Rt: 2.94 min. MP: 136°C.

The following compounds were similarly prepared by analogous method to that described
for Example 49:
Table 14

Compound Structure From Physical data

Example 50
Ethyl {4-[({1-[(3,4- HRMS calculated

dichlorophenyl
1-[(3,4- . oty 5.t ) |for CioHiuCLN.O,
Dichlorophenyl) DA):S( o 2y3 triazoli’ 3| Theo: 405.0885
methyl]-N-[4-(2- I \Q\A o Y5 Found: 405.0885
oH carbonyl)amino] ) ,
hydroxyethyl) ohenylacetate Rt: 2.79 min.
henyl]-5-methyl-1H- MP: 144°C
phenyll-5-methy (Example 27)

1,2,3-triazole-4-
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triazol e-4-

25)

car boxam de Exanpl e 52:

N-[ 3, 5- bi s( Hydr oxynet hyl ) phenyl ] -1-[ (3, 4-di chl or opheny

wo )mmmﬂls;] - net hyI 1 H1,2,3-triazol e-4- car bPXERP2I€8/065104
oHOH— O N—TCHH—C——N—5 Toa sofutionof dimethyt
Gonppand ( 3, 4- di chl orsdpileing/| ) net hy| ] - 5- nleohy| - 1H- {1, Fhgsical data

4- yll } carbonyl ) am no] - 1, 3t benzenedi car bokyl at e
C%ft*"?éfﬁ‘r%d. atle 14) (0.65 g, 1.3 rmpl) in THE (40| ),
was added a (1 M solution of DIBALfH in toluene ({10 mi,
7 eq) and the reaction 10 was stifred to room
terperature—fFor—2—hours—SeH-a—NH4ECH—was—added—apd—the
Exeatnle 8h  mijxture was stirred at RT for 30 nin. [The
aqueous phase was extracted w th ety 3qd1-[(BHAES ,

dr1|(:?‘gs?\a/elr| 2;{9' m sul phatase?(r)]grte\r/ pQJrc?Hi gphé% f)er HRMS calculated
S cotepr T TR IEALE [toncin
at’ed™ T or /C19H18 0

nmm N¢3 cuI
(hyd‘r@wﬂfbthylﬂz- Qg

1HvR)3+ria2dl- 498
yiddebdridfaminol-T

3heo : 421.0834

833, Rt: 2.5P nmi VP 'fund: 421.0794

>gnpounds were simlarly pp¢ . ;
(metg )g ﬂﬁ]g thod to that descri®e ?g@@@%x e 4@:’ 2'%?“”'
meﬁ@"\%z 69/ 060053 PCT/ EP2008/ 0651pReN2P31R EXagpteoioutity C
Stazotet4tr e Frijom Physi cal data Exanhpl e 535yet hyl
o%rt{o&éﬂqrc{e(3 4- HRVS 1-[(3 F dichl of ophenyl) caI cu at ed
for ,4- off Dichlorophenyl)methyl met hyl ] -5- nmet hyl -

C18H1%91 g%géﬁmyw{%}(r’gltﬁw&@wyl 9]{‘]3 Aﬁjlchlorophenyl %yl] 5-methyl-

1Hy’l?§dﬂ@7®iwﬂ)oafhohw]ﬂdeFound N 2-fl uorobenzoate 409. 0617
phenyl]-5-methyl-1 H ¢, "~N 1,2, 3-triazol e-4-
(Exanple 32) Rt: 2.87 mn. M @89.7C carboxam de
Exanple 54 nethyl [3-[({1-[(3, 4% HRV5E_ 1-[(3, 4-

di chl or ophenyl) cal cul ated for

To a solution of dimethyl 5-[({1-[(3,4-dichlorophenyl)methyl]-5-methyl-1H-1,2,3-triazol-4-
yl}carbonyl)amino]-1,3-benzenedicarboxylate (Intermediate 14) (0.65 g, 1.3 mmol) in THF
(40 mL), was added a 1M solution of DIBAL-H in toluene (10 mL, 7 eq) and the reaction
was stirred to room temperature for 2 hours. Solid NH,Cl was added and the reaction
mixture was stirred at RT for 30 min. The aqueous phase was extracted with ether and
AcOEt, dried over sodium sulphate and evaporated. After recrystallisation from
acetonitrile, the title compound was obtained as a white solid (240 mg, 44%). HRMS
calculated for CyoH1sCloN4Os (M+H)" 421.0834, found: 421.0833, Rt: 2.51 min. MP:
194.5°C.

10

15

The following compounds were similarly prepared by analogous method to that described
for Example 49:

20
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Di chl or ophenyl ) met hyl OH net hyl ] - 5- net hyl -
C20H20C! 2N403 ]-N-[5-(2- 0 1 H1,2,3-triazol -4- Theo :
Wa2H908033 hydroxyet hyl)-2- Cl yl}car bonyl ) ani PGI/EP2008/065104
Found: (et hyl oxy) phenyl ] T‘ﬂ% i 21, _"NNNO
4- (et hyl oxy) ~ 435. 0975 net Hple 5H—1 2,3
Dheanacetate R: 3.0l nin. triazole-4- (Exanpl e 35)
ar boxam | e 55 pret hyl 1- [ 3ph-..
gﬁ’ﬂ)ﬁg’g& r('z 4- dj Ph@r ?@ﬁ‘g&n) cal y ’i’é(i L (3pAysical data
EEXamirpIeaBﬁ)phenyl )methyl O F nethyl]
C18H15012FN402 OH 1 H1,2,3-tri azolme.hy'?’ﬂgé’[(:?”%odﬂ%@&
ﬁl- -fl uorjo-5- N (hydr oxy hyI cdigtiaxpphenyl) | calculated for
f:a boné éam no] - Found:; ]mél-hmf—Bmyéth}lJ HCsH1sCLFN,O,
D'Ch|QI0F1’helH‘&$'r)'6§ B oate 409. 0624 2 3-tr||_p;9 14Ex e
1 Of?fn Zol 01 409.0634
]-1$G)-fliRbro-32. 92 : N SC carp r( rrg _
(h m%emw) 4-Ic VB N[ 2- cHirreeyDamner [fosing:
h ?gcul %i%%df mst hyl ) ci| d2-Ohorobeptvatey| )409.0617
pheng 2°7HT phenyl 1-1-[ (3(Bxanfple 32)  |Rt: 2.87 min.
1, 4rétriazole-45- et hyl - Theo : 425.0339] N1 MP: 189.7°C
ckkbbx@midtet ri azol - 4- Found: dichl orpphenyl)methyl g1 =
%)La} Qnyl )lam no] 425.0339 [-5-npethyl-1 H1,2,B-
en at Rt:] 3.11 mn. triazole-#- ci a 34)
MP: 220C carboxani de 60 WD 2009/ om?g%[ﬂ({q%ﬁp i
PCA(3EP2008/ 065104 Conpound St r uct urdichirophePiil si paalculated for
D.chlcﬁl@é@nyﬁmammﬁ 57I I)mst hlyl 3-[({ l};‘fH(S , Beth B’E?:netil;yw(3$Z'é|-|200|2N403
| orophenyl) cal cul at 3 for ny .
_5-mathyl - Cl H18 3 nreﬁ%f : ”?g‘g’% hpo : 435.0991
hyiiiO_XLyeéhﬁl?Tu azoI Th 2121 0834 y'é@ar nyl)amino]- | Found:
(metrylokymhbmrh]ﬁ)al Wzﬁ‘ oxysaet hyl ) - 24-(Netytoxy)  |435.0975
mefinyi-ABRL1)Y,BOxXY)) Found phenyllacetate | Rt: 3.01 min.
triazole-4- (Example 35) MP: 138°C
carboxamide
Example 55 methyl 3-[({1-[(3,4- |HRMS
134 dichlorophenyl) calculated for
Dichloro he;l hmethyl JF methyl]-5-methyl- | C1gH15CIL.FN,O,
pronyimeivl Yo | 1H-1,2.3-triazokd- | Theo : 409.0634
J-N-[2-fluoro-5- — .
(hydroxymethyl) . N N yl}carbonyl)amino]- | Found:
heny I]-S-i/neth K 1H- " 4-fluorobenzoate |409.0624
P 12y3m |y4 (Example 36) | Rt 2.92 min.
2o irazoie=a- MP: 210.5°C
carboxamide
Example 56 o | methyl 4-chloro-3- |HRMS
N-[2-Chloro-5- | [({1-[(3.4- calculated for
(hydroxymethyl) dichlorophenyl) C18H15CIsN4O,
gen I]y1 [(31 Cl_) methyl]-5-methyl- | Theo : 425.0339
dic:loroyhen methy N 1H-1,2,3-triazol-4- | Found:
]_5_metf] X m_ i 3E’ c — yi}carbonylyamino] | 425.0339
triaZoIe4 T o N\N'/N benzoate Rt: 3.11 min.
(Example 34) MP: 220°C

carboxamide
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(et hyl oxy) phenyl ]-5- 421. 0807 net hyl
triazol e-4-

benzoate Rt:

WQ200@0608F boxam de Exanpl e 58 di net hyl

2.99 mn.

(Exanpl e 41)

-1 H1,2,3-

ol
VP:

4- [ ({ 1- P('BER2008/065104

LI A
ARIVD

L bl
ur Cirn

Campated ed f

rophrenyt)y—N{374"e

or bi s( Saictxsg et hyl )

hyt1=5nethyt=

o ~oHrbm

Physical data

trid
SR
di chl or ophen
HA(RS3- dic

D.&mér@é@ér@d)‘l-

ed f
(hyqii%%ymﬁ“}w)EZ ne
(metHﬂoky)bhanyl]pﬁs a

409 O

e,

meftR410

f oun

maZﬁ%pé

CaREAMigier bo

zol -4- ClsHIsCl12N4Os

21. 0834 yl}carbonyl)
yl)methyl o~ " %1, 2-
arboxyl ate 421. 0875°R
(Exanpl e 46) car boxan

g

-N-[ 4-fl uoro=3}
~2H
630 2-fl uorobenzoate
92 mn. 1,2, 3-triazol
am de Exanple 60 dine

y#}carbonyl )am no]t

e- 4-

phenyl |

- et sopay o
- HiFoi Bhieingaiy-

| C pihariognypaminoet

NHgetyion).

( hy§ne%8ffret hy
phéng@pléd et hyl
(Exanpl e 4

hyl 5-({[5- H

-1-1(3,
Aoyl SHEUHIE,5-
be%rkﬁorlhe%yﬂm

-
Ve

calculated for
Exam],€1,N,0,
'Ihhﬁo :421.0834
Found:
421.0807

Rt: 2.99 min.
Nﬁf\%mc

H

o LLI

<

Eseinfplé 58 -

C19H20ON403
3 1613
yﬁ‘f:[:gaﬁbonyl }
bis(HydBexyeretiee
phdh P“{’(@W' at
&tﬁgl
I-5- n]etrsvlﬁatmﬁ-
tiizszOldy4Hr oxy e

dichlaf

carboxamide

ca

ph

| culated for N[3,5-
bi s(Hydr oxynet hyl) 1,
enyl ] - 5- net hyl -
am no) - Found:

I aZ'o

353.1628 1,2,3

e” 2. N?“b
2( |l 61 OH di np
henyl ) met F]yl cal cul at

H 1,2, 3- C19H19CI 4O
thyl) triazol-4- The

(phen

eH41,23-ttiazol-4-

Iﬁéﬂr%y{)brﬂtr@i}-”

ed f()
3
O

2 Babkhd

ﬂ’carboxylate

. (B@&MplL26)

dimeenydet-iigl) r 1 H
. SndnidrBaRnyf-

" of

y1 Rethiy-eymathyl

HRYS:
calculated for
C19H18C|2 403
Td]eé)t 421.0834
d-ound:
f2f1.0875

Rt: 2.60 min.
MP: 203°C

Example 59

1-[(3,5-

Dichlorophenyl)methyl

]-N-[4-fluoro-3-
(hydroxymethyl)

methyl 5-[({1-[(3,5-
dichlorophenyl)
methyl]-5-methyl-
1H-1,2,3-triazol-4-
yl}carbonyl)amino]-
2-fluorobenzoate

HRMS
calculated for
C1sH15CI2FN4O2
Theo : 409.0634
found: 409.0630

henyl]-5-methyl-1H- F Rt: 2.92 min.
phenyl}-5-methy (Example 47) min
1,2,3-triazole-4- MP: 178°C
carboxamide
Example 60 dimethyl 5-({[5- HRMS
on methyl-1- calculated for
N-[3,5- (phenylmethyl)-1H- | C1gH20N4O3
bis(Hydroxymethyl) 1,2,3-triazol-4- Theo : 353.1613
phenyl]-5-methyl-1- ! iy yllcarbonyl}amino)- | Found:
(phenylmethyl)-1H- ©/\N\ NS0 1,3-benzene  |353.1628
1,2,3-triazole-4- N=N dicarboxylate Rt: 2.21 min.
carboxamide (Intermediate 15) [MP: 148.2°C
Example 61 OH dimethyl 5-[({1-[(3- |HRMS
chlorophenyl)methyl | calculated for
-[3,5- y OH ]-5-methy|-1 H-1 ,2,3- C19H19C|N403
bis(Hydroxymethyl) | %/K triazol-4- Theo : 387.1224
phenyl]-1-[(3- \©AN\N:N ° yl}carbonyl)amino]- | Found:
chlorophenyl)methyl]- 1,3-benzene 387.1198
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phenyl]-1-[(3- VN o yl}carbonyl)am no] -
1, 3-benzene 387.1198 61 WO

chl or ophen |

meth 1]-

Found:

WQO®90H80D53 PCT/ EP2008/ 065104 Conpound St r uckCir/BPFng06s104

dat
t

Physicat

gogpound.

a S-methyl=1 1,23~
ri azol e-Aruciurat er nedi

dicarboxytate

at e 16frowP; 192

L.
7hysical data

5- mgﬁﬂf/lb@%( j’E %
1@?9'.?8‘1‘:12!\!40
catolginjdeN- [ 3

Anl: nQQE In
\vjuju)

Exanpl e 62 M5 net hyl
N N di chl or ophenyl) c
2 Dichl orophenyl)

H1,2,3-t

afia{céébéa%% "
F'mﬁ date 1M e

rlazol Theo

RE2.37 min.

[V 192.7°C

no

E-wvfdle&s rre

trlazole 4-

2C EX
D"H-Iéég )rl a
mehyl]-N-[3-(3- :

hydro?zyétﬁ&lﬂpr{eﬁiﬂ] 4
|Lﬁa| 3 2‘%

r(’ﬂzﬁ{el"bn (2

catbot@@ideor 4

-Tiijﬂﬁ@bhenyl)nethy
29 car bonyl ) an
A mi xturerdf ethyl
-dichloroBhe fy
azol -4- vyl }carbonyl ) am
(0.06 g, 0.138 mmmol)
m., 2 mol) in ethan

\II ] FaWal'd L\f\h\ll \ [ala’sa
yl Ibal U\Jllyl } ATl
}acetate 405.0
Miethy| {31 (B4

ichloro einyl)

nfaf%“gﬁ%dﬁ%thﬂc.

1H-1,2,3-triazol-4-
IyHBarbBhymsido]

AR
ol (B*ampe dRs s

hours. The sol vent W

T IUJ
MS
e
calculated for
Ci1gH1sCI2N4O,
Orif@o@d05.0885

Found:
405.0869

OH Rt: 2.84 min.

ENipr £boc

as 10 evaporate

d and

the residue was acidified with a 1 N HCl sol ution The
xR o PR RS B S H B3Pt ©
ylegdhaybamingleengeiceeid C18H14C12N405 (I\/H—|)+ 405 0521

found: 405.0520, Rt: 2.23 mn. M: 267.6C. 15 The

foll owi ng conmpounds were simlarly®
anal ogous nethod to that descri bed
62 WD 2009/ 060053 PCT/ EP2008/ 065104 abl e 16 Conpound
Structure From Physi cal data Exanp 64 net hyl

3-[(fl-[(83, 4- HRI\/IS 3 [({1 [( , 40 dichl or ophenyl )
cal cul ated for N

=N

&gar ed by
or Exanple 63: 20

A  mixture of ethyl 3-[({1-[(3,4-dichlorophenyl)methyl]-5-methyl-1H-1,2,3-triazol-4-

10

15

20

yl}carbonyl)amino] benzoate (Example 20) (0.06 g, 0.138 mmol) and a 1N NaOH solution
(2 mL, 2 mmol) in ethanol (5 mL) was stirred at 40°C for 4 hours. The solvent was
evaporated and the residue was acidified with a 1N HCI solution. The precipitate formed
was filtered and dried. The title compound was obtained as a white solid (53 mg, 96%).
HRMS calculated for C4gH14CI,N,O5 (M+H)™: 405.0521, found: 405.0520, Rt: 2.23 min.

MP: 267.6°C.

The following compounds were similarly prepared by analogous method to that described

for Example 63:
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Di chl or ophenyl ) met hyl nmet hyl]-5-nmethyl - Cl9H16C12N404

1 H1,2,3-triazol-4- Theo: 435.0627 ]-5-nethyl-
WORMIAG®S3 : NOH yl}car bonyl)am no] Found: tri aROI/EB2008/065104

yl}carbonyl)am no]-4- -4- ( oxy) 435.0630

o

(et hyl oxy) benzoate Rt: benzoic acid
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|)5rﬁ’ihc7>]

d

calculated for
G4 CloN4O5

T 'Wﬁm"v‘%eo 405.0521

rIgound

40p 0531
Rt: 2.33 min
MP>260°C

Example 67: 1-[(3,4-Dichlorophenyl)methyl]-N-{3-[(ethylamino)carbonyl]phenyl}-5-methyl-
1H-1,2,3-triazole-4-carboxamide

O L

X

A mixture of 3-[({1-[(3,4-dichlorophenyl)methyl]-5-methyl-1H-1,2,3-triazol-4-
yl}carbonyl)amino]benzoic acid (Example 63) (0.143 g, 0.35 mmol), ethylamine in THF,
2M solution (1.75 mL, 0.35 mmol), HATU (0.199 g, 0.52 mmol) and DIPEA (0.09 mL, 0.52
mmol) in DMF was stirred at 40°C for 1 week. The solvent was evaporated and the
residue was washed with water and extracted with DCM. The organic phase was dried
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=
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(Example 64)
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t he

dRrMS
UeHlculated for
C20H19CILN5O5
Theo:
448.0943
Found:
448.0935

Rt: 2.87 min.
MP: 222.2°C
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15

Example 70: {3-[({1-[(3,4-Dichlorophenyl)methyl]-5-methyl-1H-1,2,3-triazol-4-
yl}carbonyl)amino]phenylimethyl acetate

Cl

Cl

To a solution of 1-[(3,4-dichlorophenyl)methyl]-N-[3-(hydroxymethyl)phenyl]-5-methyl-1H-
1,2,3-triazole-4-carboxamide (Example 24) (0.1 g, 0.25 mmol) in a mixture of DCM/THF
were added NEt; (75 uL, 2 eq) and acetyl chloride (25 pL, 1.2 eq). The reaction was
stirred at room temperature for 2 hours. Water was added and the product was extracted
with ether, dried over sodium sulphate and evaporated in vacuo. The title compound was
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data Exanple 71 1-[(3, 5- 3[({1[(35
di chI or ophe HRVS cal cul at ed Di chl orophenyl ) 1 j
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40) MP: 85-95C 1-[(3,4-
Example 72 dichlorophenyl)
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| ) ,b, -:lazo.- ] 4-carboxamide | Rt: 3.58 min.
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Example 73 HES
xampie dichlorophenyl)
31(1-((3.5 methyl]-N-[3- HRMS calculated
D.{ r;|[({ '[(hs -| ] JY(L /@\/O\’(Q (hydroxymethyl) |for CsH2CIloN4O3
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10

Example 74: 1-[(3,4-Dichlorophenyl)methyl]-N-{4-[(2-hydroxyethyl)oxy]phenyl}-5-methyl-
1H-1,2,3-triazole-4-carboxamide
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benzoate and benzoyl chloride 10 Exanple 74:
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65 WO 2009/ 060053 PCT{ EP200&/ 065104 CI N." N\ N O
~ao0 OH To a sol utio t e ¢rugde
1-[ (3, 4-di chl or ophe™ds nethy et hyl -N-(4-{[2-(tetr
ahydro- 2H pyran-2-yl oxy) et hyl] enyI )-1

| nt’er [

H 1,2, 3-triazol e-4-carboxam de ( diate 19) in 5

met hanol was added a saturated sol uti Z«: of HCl in

ethyl acetate. The reaction was sti rredOHt o 60C for 18

hours. After evaporation, the title conpound was

obtained as a creamsolid after recrystallisation
Tofar swotioe toh eeadru ) 1-3,49dicidiaph e mmim etit el Sveetrat-N- (8 ){[2- By dro-2H-
pySRlEL Bgf}éﬂﬂc;x%fhQégﬁm-qglﬁ%oﬁewwrﬁo%dgg%ﬁ\tean%H%gé 19) in

421.0837, 2.0 n. M 4C9C. ﬁé& Ex?$I& /5. tirred
mefignoswas pelgsd %F%%F?é%??‘%&”h‘iﬂ 40 fEWHIAEIRE ] I Pafignygs stire
to €Q°Refay 1§ hours(Attartgyepxalighdig/titje. gompound was obtained as a cream solid
aftét rlbcrgfs%’rlkéticﬁhzf&irﬁﬂﬁtlﬁéﬂquxa(lT"g,dM%lfrdhﬁ' NterMe@ate 8). HRMS- chiculated

0] . t . ; . 0

for PO PP TR oy R REAZO R MR 0L

triazol -4- yl}carbonyl)am no]-3-(m ethyl oxy)benzoat e
Ex¢riplafist ¢-[(87-Dicbloromheng)mathylirbin)ethyt-NFI4E 1¢rBethylrthepylivas
(meigies ndnyhi 130} 013 Gazgié-4rekbtamignes um br ori de i

THE (5 eq). The reaction was stirred at room

tenperature for 2yhours andyheated to 60C for 2 hours.
After cooling, wat s Ndded folQowed by a 1 N HC
solution and the &m}iﬁ% agfed with 20 ether,
dri ed over sodi um sul phat andO ev ated. After

purification by flash chromatograpfy>futing with DCM
and DCM MeOH 92/8, the title conpound las obtained as

a white solid (0.02 g, 10%. HRMS cal cul ated for
C21 12N402 431. 2 f d; . 102 S
Togh swigten. oherehomt b rd G prn Ry AR nRBEP T2 3 tiazo4-
yllegrpenyhpminosdpeiyipxpipenzeate dexampiet o 0203t hdd mmol) in THF (30
mLiessrddded a fTMsolaieirpt eyt m3aGnesiim bedmid®ir2 DAL/ (6 @ANShe reaction
waE St &P %hqgﬁﬂagfbtur-er%@r] £hdits Qﬂgﬂg&fg #I(?E *5331‘0\" e oL Rfter cooling,
nd ‘'t

Wafélﬂr]yv?elscg de aftoﬁ‘owe%(gﬂl ‘FN T—ﬁ:l%tom(ion ar ec p’oﬁr_md \blvglg/sextracted with

ether, dried over sodium sulphate and evaporated. After purification by flash
chromatography eluting with DCM and DCM/MeOH 92/8, the title compound was obtained
as a white solid (0.02 g, 10%). HRMS calculated for C,yHxCLN4O, (M+H)" 431.1042,
found: 431.1028, Rt: 3.69 min. MP: 170°C.

The following compounds were similarly prepared by analogous method to that described
for Example 75:
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163.1 C. Exanple 78:
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164 CHRYScCalaiaied sz idsCiN e%ne\éwx é‘t7§014I1@‘,l fOU%MJﬁ B‘r% Rt 2.47
mird\DEL168er°€. added and the solution was stirred at room
tenperature for 3

Example 78: 1-[(3,4-Dichlorophenyl)methyl]-N-{3-[(2-hydroxyethyl)oxy]phenyl}-5-methyl-
1H-1,2,3-triazole-4-carboxamide

i 2 i
Cl
; A Y — ij%%
Cl

Cl

To a solution of 1-[(3,4-dichlorophenyl)methyl]-N-(3-hydroxyphenyl)-5-methyl-1H-1,2,3-
triazole-4-carboxamide (Example 31) (0.1 g, 0.29 mmol) in acetonitrile (10 mL) and a
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descri bed for Exa 49: Ta | ey20 Co ound Structure
From Physi cal data xanpl 4- ({[5- HRMS
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Compound Structure From Physical data
Example 80 dimethyl 4-({[5- HRMS
OH methyl-1- calculated for
N-[3,4- on (phenylmethyl)-1H- | C1gH20N4O3
bis(Hydroxymethyl) 1,2,3-triazol-4- Theo : 353.1613

phenyl]-5-methyl-1-
(phenylmethyl)-1H-
1,2,3-triazole-4-
carboxamide

HN
\

N=N

yllcarbonyl}amino)-
1,2-benzene
dicarboxylate
(Intermediate 20)

Found:
353.1593
Rt: 2.23 min.
MP: 171.4°C
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Exanple 82 H
chl or ophenyl)

di met hyl
nmet hyl cal cul ated for

4-1({1-[(3- HRMB COH

N-[3,4- HN,

WQ 28908008y | - 1H 1, 2, 3- CLOHI9C NAO3  bi s( Hydr oXBerBERNY/065104

N—Jtriazol=4F Theo — 3871224 phenyt=1+=1(3=— N
y&gropeundny| ) ajri no] - Fwetire chl or opheny! Frast hyl | - 5- Physical data
ne 387.1223 nmethyl-1 H1 boxVI
%?gmg%ﬁﬁe triazoIe-4-cara%xan1(%j%?ﬂ&f§ﬁg ﬁ¥ ﬁ% X
MP: 157C Exarrpl e 83 dinethyl 4-[({f1uqrpehen phmehull | calculated for
f 1 NeBdphenyl ) pet hyl | calcu d for -5-Mefttd/]-4H-12,8H| C1oH1oFN4Os
bus@@&ﬂ% myh_H 1,2, 3- CLOMIOFNACE " bi s( W.@E&wmet hyTheo : 371.1519
agq ‘f Theo : [519.phenyl ] 11 % ﬁ - LFound:
ﬂgnyl Found: quoropﬁg ? ﬂ 5- '
ﬂuorqmelr\vl)nlethylb zene 371. 1544 net hyl Qn@neF 371.1537
melihglatHbd)y3-at el Rt: 2.29 mn. triazol e l&oawdxgbamn deRt: 2.22 min.
triazdld- @ICQFH&anﬁfee 23) MP: 175.5C Exanpl gn@fm&ii ért%téﬁ | | MP: 180.3°C
VS ftuoroptieny} JTretiy a d
%L [Lﬂé‘bé*é mefhyl -1 H 1, 2, 3-( C19H19 #ﬁiﬁ% | £ (§ s
bi s( Hydr oxymet hyl ) HN NCH tri - 4chigiepbenyl) BByl 36dculated for
phaqu} 1- [F;- th:%carbon n1ng]}5ﬁmumﬂ4H 1,2,3- | C19H19CIN4O3
et hy 5 N 1, 3-bénzen 1342 .
bis(H ﬁi?p‘}% 800 e o boscl a b Rt : gua%i% Theo : 367.1224
”d' e 4- caf boxani de"¢1 nt er medi at ¢19FPORNHaMIRL 3 Feund:
Ch|0r®barndbreet8$] @i et hyl 5-[({1-[(3- HRMS rtC#benzene 387.1223
méthyioriepizenyl ) et hyl ] cal cul ated for  Nidadbdkylatdd | Rt 2.41 min.
tiaz B e L S e henyl oA Nlb: 157°C
= LA~ 2 orL. 1919 PIIT Iyl = L= U
ﬁV?@@WBﬁhyl)an1no]- Found: fl uor opH&m§iny ﬁ&Kf SHRMS
ANN 1, 3- benzene 371. 1533 net hii - 1| #adkozhedwyl)methyl] | calculated for
di fg ngxyIate Rt: 2.15 mn. triazole5ﬂﬁﬂ%;ng§@BdLCwHthhos
ternme 28) MP:. 157.2 WO 2009/060053 .
b's(%@/"é BB oeb 104 The fol| oulid qvf}ere Theo : 371.1519
_hamyll-drl(4; pr epar e aI gous msi garp@nxl)ammo] Found:
fluorap@scy! jninethlyl]- 5-0 I able 21 Con'p%dee‘ﬁTer uct 8ire1544
mEWn‘i IH?%]Q?G cal t h | EX%nbb: et 83 2— [ P@xﬂé‘te Rt: 2.29 min.
trlazo,?e & Gi bo en}/Je) rre z’ Scapcﬁu?ﬁ. ,\,,,22 ill medlate 23) |MP:175.5°C
@hamp@ﬁﬁbnyl)nethyl] tri azol e- 4- cardvogipyi [(Thkd: | HRMS
o fluorophenyl)methyl] | calculated for
N-[3,5- -5-methy|-1 H-1 ,2,3- C19H19FN403
bis(Hydroxymethyl) y oH triazol-4- Theo : 369.1363
phenyl]-1-[(3- . M yl}carbonyl)amino]- | Found:
fluorophenyl)methyi]-5- @AN\NN © 1,3-benzene | 369.1342
methyl-1H-1,2,3- dicarboxylate Rt: 2.20 min.
triazole-4-carboxamide (Intermediate 27) |MP: 173.1°C
Example 85 o dimethyl 5-[({1-[(3- | HRMS
fluorophenyl)methyl] | calculated for
N-[3,4- OH -5-methy|-1 H-1 ,2,3- C19H19FN403
bis(Hydroxymethyl) HN triazol-4- Theo : 371.1519
phenyl]-1-[(3- F NJ\//KO yl}carbonyl)amino]- | Found:
fluorophenyl)methyl]-5- \QA\NN 1,3-benzene 371.1533
methyl-1H-1,2,3- dicarboxylate Rt: 2.15 min.
triazole-4-carboxamide (Intermediate 28) | MP: 157.2°C
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N-[ 3- (hydroxynet hyl) HN acid 355. 0962

phenyl ] - 5-nme
WA 29860083 azo

e

forfExamptgptieny |
FI uor ophenyl

thyl-1 H ci N (Internediate 13) Found:

| e-4- N=N and 355. 0927 car boxani BPET/EP2008/065104
4 h
ﬁrlymergper%g{y%a}ogpus Te?l'(og to that described

) et hyl ] C, $H17FN402
) met hyl ] -

-5rapd byl -1 H 1, 2, 3- Theo:

N[ 3 (hydroxymat hyI ) HN tri azoI e-4- car boxyl i c 339. 1257

[¢193| U allu I_U

ek phenyt}=5= m:Lllyl-.

Codp8utd i azgl e-4- | BtrdctideN ( 3- am nophenij'ro)m 339. 126%ysical data
ar box de [F methanol RI: 2.6/ mn 2.1 C
%?g‘r&?') 28s 1. [(3- HRMB OH chi or oBthyI m%té” HRMS
cal cul ated flor 1-[(3- ]-5-net LCfPJprPPQede)methyl calculated for
C, $HB7CI Nd02 Chl or pphenyl ) met hyl ] ]-6icethyl-1H-1,2,3- C18!—|17C|N402
Chlor&;ﬁﬂeﬂﬁhsmﬁ}ncar boxylic Theo: H%QBI@W&@BMM fcd
N-[3 N (Internediate F i 3550962
-B-BHERY eE‘YHet hyl -1 H NEN HYd 357, L109 aci :
phenyl]-3-nwethyli 14 gl | et ( 4- ani nopleengdigtery3) 2Fqupd:
1,B4riazorthanal 36. 2C / HRVMS Exanpl e 8%nk-[ (3 | 355.0927
d flor | uor ophenyl ) met hyl i}; oF gﬁ 02py. ;
c%ﬂi[oggh%e -a M Rt: 2.64 min
- - -5-mgthyl-1 H1,2,3- (M Fluoro .
et h\/l 1 tri 7n!y€ 4 Theo- !\‘E[SH%hlrlr nvm H MP 151.9°C
J,I c dcid 339.1257 F (Internedi ate 26) N HRMS
%&@ % met hyl -1 H and Found®H1]1, 2, 3-4 4aZO| e- 4ca|cu|ated for
N=N 339. 1272 car boxam de (3-ari nop 4
metd@nol MP:| 124.7C 70 WO 2089060 @cgé{ﬂ)r?en%me%yﬁ CIHYFN.O,
Fluor® ngz,ggm% 065104 Conpound t urEMetyin! PrlygPeaf heo:
N-[3- ydroxymNEyI) Exanpl e 90 14[ (4¥" cal cul &taedefdocarboxylic | 339.1257
N acid and Found:
phenyl]-5-methyl-1H- N 0 _
) N (3-aminophenyl) | 339.1264
1,2,3-triazole-4- N=N .
carboxamide F methanol Rt: 2.67 min
MP: 142.1°C
1-[(3- HRM
Example 88 [ S
on | chlorophenyl)methyl | calculated for
13 ]-5-methyl-1H-1,2,3- | C4sH47CIN,O,
triazole-4- lic | Theo:
Chiorophenyl)methyl]- riazole (.:arboxy ic eo
HNl acid 357.1118
N-[4-(hydroxymethyl) | :
N 0 (Intermediate 13) | Found:
phenyl]-5-methyl-1H- \
. N=N and 357.1109
1,2,3-triazole-4- . .
carboxamide (4-aminophenyl) | Rt: 2.74 min
methanol MP: 136.2°C
HRMS
Example 89 e calculated for
P OH | fluorophenyl)methyl]
5-methyl-1H-1,2,3- | eH7FNO:
HE- YIS (M)
triazole-4-
Fluorophenyl)methyl]- carboxvlic acid Theo:
N-[3-(hydroxymethyl) &) (Intermeﬁiate 26) 339.1257
F
phenyl]-5-methyl-1H- N N o iy Found:
1,2,3-triazole-4- N=N 3 amiio henyl) 339.1272
carboxamide meth pn | y Rt: 2.64 min
enano MP: 124.7°C
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1-[ (4-
Fl uor ophenyl

Ymethyl]- HN I -5-nethy

of f fluorophenyl)nmethyl] Cl8H1L7FN402

-1 H1,2,3- Theo:
W(N2([04/06(10§Cdr oxyrret hyI ) triazol e-4-car boxyl i ¢ 34RCT/BR2008/055104

actd—and—Fo

Compgund i azo

nd—phenytj=5-methyt=]

| e-4- F Buuetnienophenyl

H——N=NINEN

341. Eaga

Physical data

car boxam de
HRVS Exanpl €
Exampde Bt hyl
tri-f#ol e- 4-¢

Fluor FtdinditL
N4 %éwﬂ?%{zo

phenwh?ﬁ@s@ayh%rb
1,23 ol-5i ch
cb(ﬂ&érmdeam n
,3-tri a

T t-nl at i

nmet hanol Rt: 2.61 mn
91 fl uorophenyl) net hyl
-1 H1,2,3- C18HL7FN402

ar boxylic Theo: £OP
4 N-[4-(hydro t hyl
phenyl ] -5-metthyl™ 1 H

| e-

e ol
|'or ophenyl ) net hyl ] -
o) car bonyl ] phenyl } - 5- nme
zol e- 4- car boxam de OH

+ hyvl

é ! A 164
L rfophenyl ) QFrlaz%Ie- -Cal] ?]thC
R 134.3C Exanpl éCl@@Pd

N- { 8-

VP: 145.6C 1-

] calcul ated for

1-[ {34
faorgbhemgt)imgthyH
eﬁsln{}s,ltr( FFF-Ief predi

(4radciirppeeginy |
t hyl mdthanol
O\W H N=NO

LBMs

calcullated for
G18H17FN402
Phed:
341.1414
Found:
34151434

Rt: 2.61 min
Rrthas.6°C

3-[({1-[(3,4

Exdni@ bt 4-

yl } car bonyl)

(i ntlér medi at

was l\gdded a
Fluoreghenylhethgi(
N-[4-WybRixymatyBd
phen -%eth r1||_pd

np
LLAAY Ilyl

- di chl or ophenyl ) net hyl ]

af
R—o+

i NO
4301

Al H4 i
tirred af

am no] -5-[ (et hyl a
e 31) (0.206 ¢
1M sol uti on ,Q|

reactio !
df“\he cofipound was (InRxhéd@stees) W

0 sodltUm sul fate an
trituration from hot

- 5- mef gt - 1H-1
fluorophenyl)methyl]
e ‘PrE/YH

Ttk

RT f @cidone ni ¢

d concentrated

met hano

HRYIS

calculated for

%ijMOZ
fi.%

yBri1.1414
Edund:
5D 1427

1 3?1trﬂq28{er%n and dry, the title conp )ur%rawaz,opbsmd 1 ne@t: £7 min
carbaamele sollid (0.03 g, 15.8% . HRMS cahethbatled f oMP: 134.3°C

10

15

20

C20H19C12N503 ( MtH) + 448. 0943, 448. 0910, Rt:

Exipill Tyephadbleimar s ful BT TRREY 17 20
[(w@w@mla@marbpayupm Y o503 5 ey aad o aie

PCT/ EP2008/ 065104 Tabl e 22 Conpound Structure From
Physi cal data Exanple 93 net hyI 4-1°A{1-[(3, 4

f ound:

CI

/

CI

To a solution of methyl 3-[({1-[(3,4-dichlorophenyl)methyl]-5-methyl-1H-1,2,3-triazol-4-
yl}carbonyl)amino]-5-[(methylamino)carbonyllbenzoate (intermediate 31) (0.206 g, 0.43
mmol) in THF (5 mL), was added a 1M solution of LiAlH4 in THF (0.65 mL, 1.5 eq.) .The
reaction was stirred at RT for one night. Water was added and the compound was
extracted with AcOEt, dried over sodium sulfate and concentrated in vacuo. After
trituration from hot methanol, filtration and dry, the title compound was obtained as a white
solid (0.03 g, 15.8%). HRMS calculated for CxH19CloNsO3 (M+H)" 448.0943, found:
448.0910, Rt: 2.66 min. MP: 223-225°C.

The following compound was similarly prepared by analogous method to that described
for Example 49:
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HRVS cal culated N-{1-[(3,4- CN"lz~-N o

di chl or ophenyl ) nmeth for ClsH16C12Na0O2 vyl ]-5-nethyl -
wWOoROPO6M06F ophenyl )m et hyl DC-1 ~H Theo : 391. OF@BEP2008/065104

]-5-nethyl-1 H1,2,3- off 'Il %,%-Tfri azol - 4- Found:

391. 0740 triazol -4-yl}-4-13A84hino)carbonyl] Rt: 2.47

mn. (hydroxynethyl) benzoate MP:. 160C benzani de

?hpﬁogmgadi atle 34) 58%90% CAL ASB5AY The OqTqrrpoundsé%ksical data
fhe present Lnventiaon I\/< ed in \/|frn fo

Ectmpleé 0§ usi|n an assay based on 1he roduction of

[ 3H H20, whilch is rel eased during tHE HRMS calculated

| yzed gemerati on, ok t e nmonounsdicbipesbeanymeatly | acyl
%g{ﬁ%%duct 'w; per f or med yis-ed§-wel | fOF ElatioCLNO,
chhlqrpmqnak)m@wy\o dt e Litr d substqgtfmgi%ql_i n| {igo : 391.0728
|-5-neeisgstHi-528he 10 [9, 10-3H s Af { Eound: 391.0740
trlapGuR@ison flor 6 minutes of SCD- contYARRIRYC RO | o 5 47 min.

Cros s (|2 pg protein) and subsiratdoe(nzogim the.. o
(hﬁ}é gg/?)f atty acid acyl - CoA speci s(n@ffledmhier 1@5 160°C

berzagidsrr bed with charcoal and separated from ]| H20

by centrifugation. The formation of [3H H20 is used
as a neasure of SCD activity. Conpounds at
0 rations starting at 10 pMto 0.1 nMor vehicle
S B'é'ﬂﬁég‘&'a?@ prei ncubated for 5 mnutes with the
Thericompsamissofibé praseativivention rody bé@nslyssst inatiteo forHeCD activity using
an CRBEE Maked ioANthE asBAEBE GE[BHHLO! Qthich khrefla88®@iddahg the enzyme-

at‘é&%&?‘c‘gekgra?gﬁ aéfnthbﬁgg&?rlsléﬁﬁ%tegl 1Ja tﬁ acglg%oiy otaﬁzzf Gl'hg assay is

escr

pe"f?f”\ﬂdt PP §§é"é?3V filrglongpipfesc h?/|t‘fr§te\ﬂe?@sfr%t§n‘éﬁefjo'”etﬁﬁ|ar§§@y is the
10 [9,8r°Hivsteanyl SbesymamAudfef igrubatier forhAmiGues @0STRecontaining rat

mlérgédrﬁé’! @g gsmm SRk gatl 3Q.|I\}W ﬂ%ﬂé@&le@ﬁgﬂy’\@@@ abRBdxspecies

?F??‘i/m‘?/sve aref 8uﬁ%{8‘?9 Wgrr‘n el 208 38%”8'18%& Ty IO by
cergflfug@g(gm t h2gh fermatiQgnaf $tl-}]u@@u|,seused as a measure of SCD activity.
Coinppdrddi phenyitaHtratiomsy Isjarfingrat Myl uM- {et-0[ 1 3 NeNaHide (DMSO) are

15 pre’%Bé{ﬂeQ%l‘/lS) H?F\Yllé%h\ﬁﬁ‘rylﬂ}e {l’né'r'bsdmés Be@rd addition of the substrate. The

t
congef 3o P SHSER 1 L Ry ol GHiYasy P obtaln 1P Yaluggen
met hyl et hyl ) phenyl Jmethyl }-1 H N o~
All bf the3yhthiedz BEkample Garmporads 1103 tedled B theQDbAVEO Ae&HIBOS H vitro assay
for e F& gﬁ/e%ﬁl%apélt%%ﬂyén a'i/errédelplb ?Vaﬂje df gpeater than 5.5.

20 nyl) met
The following compounds were also prepared and when tested by the above described in

vitro assay for SCD activity were found to exhibit an average plCs, value of less than 5.

Name Structure

1-(4-Biphenylylmethyl)-5- O
methyl-N-{4-[(3-

N=N
methylbutyl)oxy]phenyl}-1H- O r\fhﬂ
1,2,3-triazole-4-carboxamide \©\

o o/\)\

N-[3,4-Bis(methyloxy)phenyl]-5-
methyl-1-{[4-(1-
methylethyl)phenyllmethyl}-1H-

- y N O
1,2,3-triazole-4-carboxamide 0 \©io/
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met hyl
(et hyl oxy) benzoate Cl
WORWLO6WES- ({ [ 5- rret hyI

||4nn.|.

-1 H1,2,3-triazol -

1- Oo_

yl } carbonyl ) am no] - 2- HN
c

r NO N=N

dimethyl-1,3-

Z, O-U11 dLUI = o UUIIyI jdlll IIU) J. J U
benzéﬂ%tav'c%i(ﬂo&%/ﬂate 00 / NN Di met hyl 5-[ (§1-B(3- o
O ldichlacoptengiphethyll-pret hyl ] - 5-methyl 1
H Jme%hﬁrmu QBQhafd 40 'l yl }carbonyl)amn no] - o=
benz }%g ggﬁgﬁ? ate c \ O N=N

phenyl)methyl]- OH -1
X'?Wé%%]zo@ft-e yl|} car bon j ';l \ NN
benzenedlcarboxyllc “aci|d of f \ thy? 3+f
1+3, 4- 0 di chl or ophenyl|) met hykj}= N N net hyl -
H £l yl }car bonyl ) @m NO0PxZ>0Cl rret h
in?cl%ﬁ%’g}y ey l%\':[({1-[(3, 4- 0
gty yetriagpl |15 nethyl -1 H 1, 2, 3-tghazol -4 cl
0 a-ylicbtboayboniyib) 861 no](-1, 3- - N benzened| ox I at e
Cl IpehbeMddftamdxibls [ (3,4- 0 N I
Di chl or ophenyl ) et hyl ] -5 net hy 1 tr| aza - 4-
cl N/ yl}carbonyl)amnino]-N,

Dimethyl 5-[({1-[(3- o~

chlorophenyl)methyl]-5-methyl-
1H-1,2,3-triazol-4- o
N
yl}carbonyl)amino]-1,3- o a
. N o)
benzenedicarboxylate \©/\ e
5-[({1-[(3-Chlorophenyl)methyl]- R OH
5-methyl-1H-1,2,3-triazol-4-
yl}carbonyl)amino]-1,3- g N
benzenedicarboxylic acid \©AN N
\ OH
N:N @]
o)
Methyl 3-[({1-[(3,4- 0
dichlorophenyl)methyl]-5- cl NMN SN
methyl-1H-1,2,3-triazol-4- . i
yl}carbonyl)amino]-2- cl
methylbenzoate
Dimethyl 5-[({1-[(3,4- N0
dichlorophenyl)methyl]-5- o
methyl-1H-1,2,3-triazol-4- N
yl}carbonyl)amino]-1,3- j@v — N AN
benzenedicarboxylate al N\N//N 0
5-[({1-](3.4- N
Dichlorophenyl)methyl]-5- N
methyl-1H-1,2,3-triazol-4- cl N
[}carbonyl)amino]-N,N'- Dﬁw N N/
y ’ ol Nz o} 4

benzenedicarboxamide
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dinmethyl-1,3- C N O benzenedi carboxam de 73 WD

2009/ 060053 PCT/ EP2008/ 065104
W(Dammwsaﬂf ({[5-net hyI -1- OO0 O~ (phenyl nmet hyP()T/EP2008/065104
l'l-J.LJlIIdLUI 4yIJL.cIUUIIydeIIIIIU) J.L U
benzenedi car boxylate HN N O N=N D met hyl 5-] ({g) [ (4-
0 @imethlyl 4difDpietni) met hyl ] -5-met hyl 1 o~
kbrib,naln%mmﬂmlzﬁma%l yl }carbonyl ) ani no] -1, 3-

5-

rbo

b HIF / NeN O
e%‘gﬂg%é’ﬁg‘ﬁ?‘? 2ﬁyl)rret hyl] 5-methyl - N-{ @
N Qel'?é iR AYPEar bonyl | phenyl} N H L HN

H-123tr|azole4 O-|N=N O car bexaphde e
fol | owi ng compounds were al sopar 8d Jnd Wwhen tested
by the above descrl bed |in VI grassay=Ror SOD

T

P nl oo ol o
I UUIIU L O AIII UI L af—aver agc MPT bJU b I

Lactivity were

of beRimedy 5I4hH4- 5. 5. |5 Name Structure ~

TrdotaphthylimethyipSyretingt hyl ] - 5- N=N

met hy H"t"i@tr%zgluﬁ tetrcthydro 2- N I Ny~ ©

nap hal en 3 triazg -C '
%‘H@/y)é')é‘tflﬁ%é 3PCT/ E_PZOO =10IN d msu 1K ~

conﬂlﬂlﬁ@l@lcafbﬂ*mt% (1) RN %Rd 17NN (D)

1-[(3,4-dichlorophenyl)methyl]- 0
5-methyl-N-{2-methyl-3- cl
[(methylamino)carbonyl]phenyl}- D/\N\ N N
1H-1,2,3-triazole-4- ol N=N O
carboxamide

2T

The following compounds were also prepared and when tested by the above described in
vitro assay for SCD activity were found to exhibit an average plCs value of between 5 and
5.5.

Name Structure
1-[(4-fluorophenyl)methyl]-5- N:N

methyl-N-(5,6,7,8-tetrahydro-2-
naphthalenyl)-1H-1,2,3-
triazole-4-carboxamide
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wherein: 10 X represents -CONH-, -NHCO or -CH2NH;
R1 represents: -C6-10aryl optionally substituted by
W@ r@9/060883 or t hree groups i ndependently sel ect PCI/EP29A8/065104

cidid

or

- Cl1- 6al kyl, -QOCH3, -Cl-6hal oal kyl,
1- 6hal oal kyl, -C3-6cycl oal kyl, -0OC3-6cycl oal kyl 15
hal ogen; (b) phenyl optionally substituted by one,

1. t Wo AQlonigdlRe ofiforH@s (fndependent |y sel ected from
hal ogen; R2 represents hydrogen or -Cl-6alkyl; 20 R3

represents: -C6-10aryl optionally substituted by one,
two or three groups |ndepender}tly selected from (a)
- Cl- 6al kyl, -Cl-6al kenyl, -CR6al koxy, -Q CH2)nR4,

- (CH2) mOC( C»RA (C}Q)nCEQR (CH2)nOC( =0) R5,

- Co- 6al kyl OH, - HEEXO R7 , 25

- Q( CH2) gNR$RO, e Ba Kyl HH JCl- 6ha| oal kyl |

- OC1- 6hal oal kyl , -C3-6cycl odFdyl, - OC3- 6cyc| oal kyl or
hal ogen; (b) C5heteroary|; g 4 represents -C6-1oaryl;

30 R5 represents -H or -Cl-6

kyl; R6 represents -H or

wheein:3al kyl or -Cl-3al kyl OH, R7 represents -H or
-Cl-3al kyl; R$ represents -H or -Cl-3alkyl; RO
Xrésr%%@&@%@NHH RHCGdor36Hkwi; 35 mrepresents 1-3; n
represents 0-3; p represents 0-3; and q represents
,1-3; 40 75 WD 2009/ 060053 PCT/ EP2008/ 065104 or a
W?W&\“eutl cally acceptable salt thereof; with the
-Crayli aptiohdigtsubstitute d vy ouadtwofor troeegraipé I|r)dep6nd‘eﬂtitly selected from:

& 53’-(5%%“@“ bbﬁs’u%gg?%%%%n M%Mmal%}ﬁ( @‘%&%@d&ﬁ@yhybhégcycloalkyl

N=N o’r

alogen

NDJ 2-phgnyhephgnallp stibgtirigd Py keeytiwp-or tired.oreupsyndsivengéntivselected
t hyl Jroin:Halbg@n;3- tri azol e- 4- car boxani de, 10

R? represents hydrogen or -Cqsalkyl;

R® represents:
-Ce-10aryl optionally substituted by one, two or three groups independently selected from:

(@)

(b)

-Ciealkyl, -Cisalkenyl, -Cigalkoxy, -O(CH.)mR*, -(CH,)nOC(=O)R*, -
(CH2),CO,R®, -(CH,),0C(=0)R?®, -CosalkylOH, -C(=0)NHR®, -(CH,),NHC(=0)R’,
-O(CHz)qNRgRg, -OC.6alkylOH, -Cqshaloalkyl, -OC,ghaloalkyl, -Csscycloalkyl, -
OCs;scycloalkyl or halogen;

-Csheteroaryl;

R* represents -Cg.qoaryl;

R®represents -H or -Cqsalkyl;

R®represents -H or -C.salkyl or -C4.salkylOH:;
R’ represents -H or -Cqialkyl;

R®represents -H or -Cyalkyl;

R®represents -H or -Cyalkyl;

m represents 1-3;
n represents 0-3;
p represents 0-3; and
g represents 1-3;
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NN O/ NON N N\ I NN H or,
N- phenyl - 1- (phenyl net hyl ) -1
WORMIBAG®53 ri azol e-4-carboxamide, O C N N N=RCHERZ08065104

ound of for a (1) or_ pharmaceutically
or BebaTaBl Dupt PTG BB ng o ¢l atm 1 wher ei n
X represents -CONH or -CH2NH. 20 3. A conpound of
with @igprodis that eHe dInaIOIRE @Efdr@akl () issept abl e sal t

S IEA BSR4 G 08LELBhce

or three groups |ndependently sel ect ed from (a)
-C, _6al kyl, -0OCH3, -C, 6hal oal kyl, -YX1_6hal oal kyl
- C3. 6¢cycl oal kyl , -0OC3. 6¢cycl oal kyl hal ogen; 25 (Db)
phenyl optionally substituted$y o WO or three
groups i ndepende y _sel ed ! from_ b8 o?
compound of for | aY(1) Nor ar [Faceu i cafty accept abI e
salt thereof aceording eNnany ohe of clainms 1 to 3
wherein R2 represg&nts hydrogen or -C, _3alkyl. 30 76 WD
2009/ 060053 PCT/ EP2008/ 065104 5. A conpound of fornul a
I 4L
N- [% Cog g?égttuﬁ'g?%f%?@bﬂéngm [¥4- ﬁ‘t%ﬁtg%épylﬁn%tﬁ%} mgfz" e%zme 4
CaPA8SEnt s phenyl optionally substituted by one, two
or three groups independently selected from (a)

-Cl_6al kyl, -Cl1 _6al kenyl, -Cl1_6al kox ) R4,
-(CH2) nOC(=0Q) R4, 5 (CH2) nCQO2Rs, =0) R5,
-C0_6al kyl OH, -C(=0) NHR6 -(CHR) p N

- O CH2) gNR$R9, C oal kyl ,

alhk
- OC1_6hal oal ky . 6cyiel oal kyiy, OC3. 6¢cycl oal kyl or
hal ogen; (b) -C5 feroarytN 10 6. A conpound of
formula (1) or pharmaceutically accept abl e salt

o AR SERRAIRN Proabr R oty 1) "

one group i ndependent |y sel ect ed from - (CH2) nCO2R5 or

-C(=O NHR6 and/or, (ii) one, or pHF®e groups

i ndependently s cted fr -C1 yl

- Cl_6al kenyl, - oal Koxh INTRE

- (CH2) mOC( =0 R4 5 ( =OHR5, -CO 6al kyl CH,

- (CH2) pNHC( =0) RiIs"="Q( CH2) gNR$R9, - OC1 6al kyl OH,
- Cl. 6hal oal kyl , -0OCl1. 6hal oal kyl, -C3.6cycl oal kyl,
- OC3. 6¢cycl oal kyl or hal ogen; (b) -Cs5heteroaryl. 20 7.
2. A campoyodndbf foonatal(B of bharaaceutitiatyataeptabéE saltlthereof according to

claf®h &fHefsn ﬁ(rr@HFeseMsLéOﬂttp'oﬁ(GWW| oxy) phenyl]-1-[(4-f
| uor ophenyl )nethyl]-5-nmethyl- 1 H1,2,3-triazol e-4-

3. A compound of formula (1) or pharmaceutically acceptable salt thereof according to
claim 1 or claim 2 wherein R’ represents phenyl optionally substituted by one, two or three
groups independently selected from:
(@) -Cisalkyl, -OCHjs, -Cyghaloalkyl, -OCqghaloalkyl, -Csscycloalkyl, -OCsecycloalkyl,
or halogen;
(b) phenyl optionally substituted by one, two or three groups independently selected
from: halogen.

4. A compound of formula (I) or pharmaceutically acceptable salt thereof according
to any one of claims 1 to 3 wherein R? represents hydrogen or -Cqsalkyl.
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car boxam de,
N-[ 3, 4- bi s( et hyl oxy) phenyl ] - 1-[ (4- bronophenyl ) net hyl ]
WOEGOWBGGO?S 1 H1,2 3-tri azol e-4- car boxam de, BPGI/EP2008/065104
(4 Br ono t hyl met h
5. N-{ \ FOTRR ﬂ% 'Tecs&ﬂ H%Wlo,@“ Caﬂw fogeriakle s34 Hiageof according
to ary box @htcldems 1 to 4 wherein R® represents phenyl optionally substituted by one,
twcior[tﬁl"ee ruw@ﬁa@demhéwé%yéc}eoﬁﬁmt hyl N-{4-[ (phenyl net hy

()a J:% a8y ! Cis i p(ﬂ%‘ b@“am(eﬁé)fngq( O)R",
butf WS g”’ he &qum@gw S BEob M E M icoR

car be@(ﬂiﬂﬂ&{RgB [(%Balhyi@;bheﬁydh)atmtklyyl qDC5shm1dH§yl —~Csscycloalkyl, -
N-{4-dd Joymsdmih Bukaibdenxy]l phenyl }-1 H 1,2, 3-tri azol e- 4-

b

égﬁ/bggé}]r&e%g?r%enyl nmet hyl ) - N-{4-[ (phenyl net hyl ) oxy] phen

yl}-1 H1,2,3-triazol e-4- carboxam de, 35
6. 5- Matdoyrpoling 4f fo(rBulaEl) loy bbarmdc aticg]lpaereptabielsq| themnyt aebrding to
an}hMrHé oflcidimd 1203 \X/i’iérélﬁcﬁsereﬂres@r% ér%nbgt%nally substituted by

SRS SRR RO Seiod F PR S Of B b cOW R i

i (eone, two or three groups independently selected from:

5- Met(ay | Ne{awﬁyl[(&azekbwlbumdséll@ow] p*mtwlz}mRi [{@HHROBKHO)RY, -
ghmﬁh% UOyRd, Hely 2 yigtlrl 3] gﬁu 49 02 bOAMARVRS, -oC
hyl etA§Y! Hnerdﬁ‘yfs ﬁi%%qu e k? By Q{]ﬁ?%& 8|”‘é1' é‘l?a idalky! or
r boxdaiogge;, 77 WO 2009/ 060053 PCT/ EP2008/ 065104

N- [ 3,(8y Bichertdurylioxy) phenyl ] - 5- met hyl - 1-[ (4- net hyl phen
yl)methyl]-1 H 1,2, 3-triazol e-4- carboxam de,

7. et Atortopun oY torBuibl bodartina fo ot Seatiad TokE < 1>
N-[Rb4- 35 (e d@ryinhiep byl ohengdhenhméthyii-Suatoy xR Brtdarojé-4-
carbotarhildd, 2, 3-tri azol e- 4- car boxamni de,
S B PR AT R e s
ari’oﬁ"ﬁ' 8- Di chl or ophenyl ) net hyl ] - N-[ 4- (hydr oxynet hyl ) phe

1-[ @y B forrphen ety F6-ineth yB- N H aheh@méthyaxyiehesyi-dél-1,2(3-triazole-4-
cal¥Bkdntige4- [ ({ 1- [(3 4 di chl orophenyl ) met hyl ] - 5-net hyl -1

1 [QL I;IH%roﬁh% o) ﬁ}egné/ Hzoa h%PNQQTéb%%ﬁﬁ‘me%l)oxy]phenyl} 1H-1,2,3-triazole-4-
Ca@orf{rnlda* Di chl or ophenyl Ymet hyl ]-5-met hyl - N-{3-[ (et hyl a

1- [mﬁoamahémm)we]rmn@mle}hymm 1(32mathylbuiyB@ollghehy-d He hpBariazole-4-
carb8fa

1 [aﬁ %mipg'@ﬁ ﬂ?@ﬁ]eﬁ %@4%@;2%@91%%@ y@gxy]%e{nyl}HmE%ytnazole 4-

canbpxaRigee- 4- car boxam de, Et hyl
5-Methy {1 pheRyIdkethy)N-(1-Qpteenyi othgfoRylbherbAlrmed-a, 3-riazole-4-

car'ﬂ‘ofzrgi g-tri azol -4- yl }carbonyl ) am no] benzoat e,

A BT AR B2 e S e P
carboxamide,
1-[(2'-Chloro-4-biphenylyl)methyl]-5-methyl-N-{4-[(3-methylbutyl)oxy]phenyl}-1H-1,2,3-
triazole-4-carboxamide,
5-Methyl-N-{4-[(3-methylbutyl)oxy]phenyl}-1-[(4-methylphenyl)methyl]-1H-1,2,3-triazole-4-
carboxamide,
5-Methyl-N-{4-[(3-methylbutyl)oxy]phenyl}-1-{[4-(1-methylethyl)phenyllmethyl}-1H-1,2,3-
triazole-4-carboxamide,
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20
N-[ 4- (acet yl am no) phenyl ]-1-[ (3, 4-di chl orophenyl ) net hy
WO peoSoemwshyl - 1 H 1,2, 3-triazol e-4- carboxam deCT/EP2008/065104
-1(3,4-Di chloro n I dro l).-2-
N-[%?)e“l[%igbﬂgﬂwp@nﬁ@%ﬁ%% L s ibnen By ehel A Fet e dhadaie+
carbdgamide
1-(2-Hihengtyfh es:rwlpm DAY MbEBIdRYIph eﬁm Snidiwaln pxy petthydolde
ca = emathy -1 H1, 2 3-triazole-4- 25 carboxamde
(3, 4- dlchloropheny neth met hyl -
N- [ﬁLﬁBlg(ngetmL qg%/i@'{enxlj >jr[ nylérﬁf:‘tﬁggl]] 1H trlazole 4- carboxamlde

1-[B-4-Bishloydheny eeathpibemethyl-N-[4-(1,3-oxazol-2- yI)phenyI] 1H-1,2,3-triazole-4-
carbokdmidd: Di chl or ophenyl ) met hyl ] - N-[ 4- hydr oxy- 3- (hydr oxy

115 BYc%P%ﬁh%}‘.}/ﬂ)mgthWN'}X'(h}dr'&kﬁne%hﬁ)phéﬁyna% Rlefiyt1 B3 D3%Aole-4-

carbgxanige. [ (3, 4- di chl or ophenyl ) met hyl | - 5- met hyl - 1
Melhyl , 2-[(31-{(Bjdadichlorédphaty})oettyd] Sy toyi- ﬁd)]1pﬂj@+tr}dzbla¢-gl}(mmonyl)amino]-
3- (%mmx -e[,;g({alfe[ (3, 4-di chl or ophenyl ) net hyl ] - 5- net hyl -

1 [@L %Réc{n %p&%@?lﬁr‘hﬁtﬁﬁ&i#ﬁh&k@ﬂﬁ (m”lhy%]mmo)oarbonyl]phenyl} 1H-1,2,3-

triagolp(4-qarpex@naideli chl or ophenyl ) net hyl ] - 5- net hyl - 1
1-[{3; 4 D2hBrdpheazirhethyybineath -} methyzrin@barbonylphenyl}-1H-1,2,3-
tri ollay@ié}ﬁ?%%\ gate, Methyl

@‘gpﬁehr!y W@B{ﬁ%ﬁ%@fﬁw %ﬂg\%r{acet at e,

yl}@?qrell)ammomnm@iphenyl ymet hyl ] - N-(3- hydr oxyphenyl)-5-m
N-[8t(Bydtyldmittolphan$H-t {33 GicRiofophe Ayl PestByT]-Slen et 1 NE’[ JDgltriazole-4-
car%o L& §[ (3, 4 d| chl or ophenyl ) met hyl ] - 5- net hyl -

N- [é (@@qm‘a@mé) g I&?-[%@l,i-glcﬁlggo% e ﬁ{rnnethél] 5-methyl-1H-1,2,3-triazole-4-
cargok&dwnidéwn nocar bonyl ) - 2- (et hyl oxy) phenyl ]-1-[ (3, 4-di ch

13049RJhﬁfﬁ<y rAth]/3-B=[BRh by rdeth¥l)-2-methylphenyl]-5-methyl-1H-1,2,3-
“ F*”e“@ R by ety & metypheny ety

1- [(4'5 %F?ICBI0<50F§'ew'mewk!\‘zﬁdﬁﬂwmm}wPﬁ‘ﬂb@-ﬂ}ﬂtﬁw-éHn’e?,ﬁ;iriaZO'e-*
carboxdndide, 3-tri azol -4- yl}carbonyl)am no] benzoat e,
MelN‘%Ai hyJ[(é{ R3 4(d.éh|&r6§hény%fémyqr53.meﬁlwi e, By dzoP4- YR ddmbaminol-

t 4-yl bonyl
4( © ﬁfe‘{’WF“‘ﬁ‘ henyly 222{ a?(re]y )am no]
1[@ -Piehlarerhenylimethl s dﬂﬂyﬁgﬂwﬁe@mw}y@ethﬂmwylﬁ methyl-1H-1,2,3-
triskblg;L2¢Bbbdxansde| - 4- yl } car bonyl ) am no] -

Etrﬂn }%4' N@E[e@@%ﬂ%&phe methyl}-5-methyl-1H-1,2,3-triazok-4-

eny ] - 5- et hyl

yiGar éﬂ I'W?%ﬂ%ne' % '1, 2, 3-triazol e- 4- car boxam de,

Meglp 44-@(]5 H?&@%@@QMMWYJ] =5megiyhii-1,2,3-triazol-4- yI}carbonyI)amlno]-
2-(e(iytosp)pereddiy,| ) -1 H 1, 2, 3-tri azol e- 4- car boxami de,

S P g
t8h| or ophenyl )met hyl ] - N-[ 3- (hydr oxynet hyI ) phe

Metiyl {3-B{1rbES. frglichiorephengl)reethyll-&zesteyl4H- t.3rdloireetidd e,

yiddebdiylyadirlofdhbn]/ifstekateli chl or ophenyl ) met hyl ] - 5- met hyl - 1

1- [@ D%h& §6Heﬂ§ etﬁxlihl(%q{f@%k%aém)%%ethyl 1H-1,2,3-triazole-4-

enz
carpoxqmid ‘3’- Di chl or ophenyl ) net hyl ] - N-[ 3- ( hydr oxynet hyl ) - 2-
Mathyﬂ hij-l[(ﬁ)h{a(ﬁy‘:l—(]lcrﬁornplnehwl)rrmthﬁl]-b 2edyl-1i1aZ oitreazdl-4-gl} cavborgtrminol-
2-fludfbenzoate,
N-[5-(Aminocarbonyl)-2-(methyloxy)phenyl]-1-[(3,4-dichlorophenyl)methyl]-5-methyl-1H-
1,2,3-triazole-4-carboxamide,
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N-{3-[ (Acetyl am no) net hyl ] phenyl } - 1-[ (3, 4-di chl or ophen
yl)ymethyl]-5-nmethyl-1 H1,2,3- triazole-4-ca rboxam
WO 2l@®9/060053 PCT/EP2008/065104

e b E R e

yl}crar@mybhrmmmwmdr oxymet hyl ) phenyl ]-1-[ (3, 4-di chl or op
Melﬂ%lﬂ){fi I(l{ﬂf—t(tiMLdlcrﬁo?hM)meihyhkﬂmgth?r 1H-11i B2 @Lok4-9Rcarbonyl)amino]-

4 (ﬁ‘ 1‘0 “%B& Bl or ophenyl )Tethy ] - 5-et hyl

(|314ac¥grlorgphen )methyl]-5-methyl-1H-1 2 3-trigzol- 4 -yl}carbonyl)amino]-
4fUab§c1bantImhg'I )am no] - 1, 2- benzenedi car boxyl ate, 25
N- [Whljﬁfb?e[tlﬁy{l)bhbﬁﬁ}@h@twmC{bﬁ’eMWﬂé/thQ/I HbYD B-tRaoRLhrbbxamide,

N- [él (ETY Toxyr rﬁéth;?)gﬁ{aréyq] %H}e?ﬁ’y qctppfér?yﬁ‘nnétﬂﬁ 1H-1,2,3-triazole-4-carboxamide,

N-[3- (px({rgqujhﬂ) %I-,ntqﬁipyml'@@wéﬁw§th>élt1hgﬂhj?,ny§mﬁﬁtyﬁyl|l-[ 1,2,3-triazole-4-
caodaridd;- t ri azol - 4- yl }carbonyl)am no] benzoat e,

14 ib?ohﬂorébﬁ“eh |%9ﬁ?|?my[b)(ﬁﬁdr8wrﬂeth\§n%pﬁeﬁﬁ]y@lh@&vwmhhv,izbzt@azole-4-
ca met %I oxy) phenyl

Pri azol e- 4- car boxani de,

Meihyﬂ (@—[(&1 [98 SrdigrieprerynetvyA-metay| 1H-(12. Briazekdrubearbgpyhaminol-
4-(eyHylox§yoertdatd,- 1 H 1, 2, 3-tri azol e-4- carboxani de,

[ﬁ Eﬁfor&gggzﬁgﬁﬂ |?W[b)(H¥F1d PWrﬂeth@n(é?Nﬂﬁ%W%trﬂé&h}l #1-1,2,3-
tri O'ﬁ darpp ®-4-car boxam de, 35

N- {IQ-[ P@%’@h'@@]ﬁ@&lh)ﬁbﬁ?ﬁﬁ'hﬂ(ﬁﬁf@ﬁvofppheqy()memyﬂrﬁzmpﬁwbﬁﬂé@3
tndzblﬁmwbbxaﬁma@t hyl- 1 H1,2,3- triazole-4-ca rboxam

gdﬁggh ZE)r(Ehem/l methKIé N)JP (1- he/ﬂrowetwqphe?y( L% rmoe_try_l-eﬁ 1 d? g -triazole-4-
car 'PBhenyI ]-5-methyl- 1 H1,2,3- triazole-4-ca
N-[Aohicsen3i(Hedroxymethyl)phenyl]- 1-[(3,4-d|chIorophenyl)methyl]-5-methyl-1 H-1,2,3-

triakole(BcbExHMb®r ophenyl ) met hyl | - N-[ 5- (2- hydr oxyet hyl ) - 2

D.qétg‘ﬁhhedg"[ﬁl@f&ﬁ@%&heﬁgﬂﬁétﬂﬁf methfi-1#21,2,3-triazol-4-

yl}egrl[)qryl)gfmmo&ﬂﬂotye(%ﬁ@?gwa)rh@{ W‘?] N-[ 2-f 1 uor o- 5- (hydr oxym
Meghyhy 6 (hEBypHJistBenophdnyl )ymelhyl-5tmathgl-1H11i 233-triszol4-gldcarbonyl)amino]-
o fluBRRRREE, 79 V\D 2009/ 060053 PCT/ EP2008/ 065104

h I di chl
LT q;?fffor e R s e
mie]benzoate,
1- [(B‘[ oashmmhehwometpwemy[n)(hmmmetwl1—5<mbwnow)pnwﬂw-bneﬂwl-1H-
ASBRRYLONDAGRYNE - > MELhyl - L B

ol @P‘awmb[ﬁﬁ?)hefﬁ@mqhw?hfmﬂ] Smtetbr bpfergzoe+
canbpxamigg] | - 5 methyl- 1 H 1,2, 3- triazol e-4-ca rboxam

1- [(3;%3chhlorophenyl)methyl] N-[5-(hydroxymethyl)-2- (methyloxy)phenyl]-5-methyl-1H-
1 213 54[%&? Nolale) @@enyl Ymet hyl ] - N-[ 4-f 1l uoro- 3-(hydroxym

VB N A R IR R o e L e SRR

trlazol(epﬂﬂ@afyomlﬁgl) 1 H1,2, 3-triazole-4- 10 carboxani de,
1-108:4- Bacﬁfd%;ﬂ{ehyl @thylﬂtﬂt[h¥lubw3$—ﬂWd}oxlln{e(f§d)ﬁhﬂzr@/l]fﬁpﬂﬁ@fhyl )| 2,3-

trla% 4] aj%?atnm%f -1 H1,2,3-triazol e-4- carboxam de,
ro th droxyeth

1 PRl anrinyi Ry R SYE 5 by b2 SR e e -1

1,2,3-triazole-4-carboxamide,

1-[(3,4-Dichlorophenyl)methyl]-N-[2-fluoro-5-(hydroxymethyl)phenyl]-5-methyl-1H-1,2,3-

triazole-4-carboxamide,
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15 3-[({1-[(3, 4-Di chl orophenyl ) et hyl ] -5-net hyl -1
H 1,2,3-triazol -4-yl}carbonyl)am no] benzoic acid,
wW@2(4000a00p3 3, 4- Di chl or ophenyl) nret hyl ] - 5- net hyl - RCT/EP2008/065104
N R SR L PR Dbty metry 14122
triazpletecgrboxantige.) - 1
1- [ Q-D?oh%él@;fHea |9}hetﬁy|}LN}[5£(h§szWrﬂeamm2l)(math§rox>2)9heny|] 5-methyl-1H-
8 | c acid

E !j ‘or ophen rret h){1 g

[ﬁx“I (hye 'MXV'H%VDQP%PW&K% ﬁay'mﬂ%] meglaylaH 1.2.3-
triakolp{Bcatboxarmitier ophenyl ) et hyI ] N-{3-[ (et hyl am no) car bo

1- [@yés bniﬂwaadr}enﬁ)rﬁsﬁnmm [4Xubkol3-2hyRiroxy rie@dDbRerfy | GAmEBRK #1,2,3-

t”af aiba(aénﬁfjdro henyl ) net hy I {n 2- hydr oxyet hyl)
Wﬁﬁ&@fpﬁﬂﬂ?thylﬁﬂﬁ@ﬁyli/?@thﬂﬁh henyimet yh-1H-1,2,3-triazole-4-
cadbloiarﬁlpla triazol e-4-car boxam de,

N- [é A i §(h§dr@k3¢rﬂétﬂfllgﬂ&ﬁﬂ}’ h -)[@%WB&M&W%EWI]-‘S%&@WL‘(I—‘T@,tZr,BL{r%zole-4-
no %ar | oxy) phenyl
car'q_o % tri azoI e-4-car boxam de,

1@ P(c{@rq;r(f@nw)rmetemlﬂ B8 BmgoxyateHiphen gl sraretiyyl=1 -1.2,3-triazole-4-
cadodar@idd; tri azol -4 30 yl } car bonyl ) am no] phenyl } et hyl

3- [a T({SQ’E Bic I{)rc?psh_erall rrl)] th¥l %rr]neert]r;/\il 1H-1, ﬁ tilazol -4- yI}C')eq/rbonyI)am|no]ben20|c

aclth 1.2, 3-triazol - 4- K }car bonyIFP am no] phenyl }net hyl
3- [ﬁ&-é(t?)e&-@l,chlorophenyl)met yl]-5-methyl-1H-1,2,3- trlazol 4-yl}carbonyl)amino]-4-

(métBbe((){)&erﬁioﬁ; #&id) chl or ophenyl ) met hyl ] - 5-net hyl - 1

5- (E'!é @? L (E)\g%ﬁ%étﬁyl)-\f Hi-£35RR0 48k a8y R 4 et hy |
be?zsf"”ﬁg'fir PYBICHCS: chi or ophenyl ) met hyl ] - 5- met hyl - 1

4-[{1 1(32A-Bichiorephehyl methyl}-S-andbayhyl Hy #i3- tnaz]ol-ﬁh@pgrlbpnﬁiawho]benzow

acigenzoat e,

R RN B T 2
trlqza carboxamlde
1-[B+4- Oﬁhbfdibf@hvlomeﬂiW@%NY(B){E(@{HW"O}W@MW]CNbDﬂ’ryll(pbemél-Wethyl-
1Heltf‘@ﬂb{éz)o1e24kﬂﬂfokwﬁ1@é%) phenyl]-1 H 40

Z
I FPEnIp e ﬁv'Zm%tthﬁ ﬁ@"% (RO BRTRORLR 1 - et hy
(methylyy)phgnyHyiH-1 ? 13 44cappoKamide, trij azol e- 4-ca
{3 [({Jle[)((aledﬂaoroBKDedy@nEOQQJSQﬁ@m5B1 HRCD, ERRAOIA-065104
yl}éar:[a&fyi)émmo Ry Stﬁwydc)a{y% hyl']-N-[4-{[2- (dlt hrrelt hyllam no
A FE S ooy MRV S Bt Y
yl}qprhgqrell)ammomeavlbpﬁtéw;acym hyl ] - N-{3-[(2-hydroxyet hyl)o
{3-K¥H (R heioHIgropherst)imgthyll- 5Hﬂéth2l BH-1,2,3-triazol-4-

yl}t%bﬁi? '??rg%ern-vﬁ%ﬂg ?‘ya{ﬁ o sbiarE

y|}<1arl®ord/i)9fln}r@|]n’f@nlfihh©myl bﬂnZ@atphar maceutically acceptable
1- [@ad D.dhrwds;mhyl Bethfi]- No{aq@n@r@fyefr@l)mv]@ehw 5afi6@yIdiHg, 2,3

tr| c 9ér ect ed H]om !
1[@ ﬁw@fmeﬁg% S mah A e By P epiB sty phenyll-H-

1,2\8-frez6letdi- @rhwnmtg/rret hyl ) phenyl ] - 1-[ (4-f | uor ophenyl ) ne
1-[3Mtblchfor sEicRyimathbi-K-[3.(3:h BioRE-al BetyleanBrngpsdaethyl-1H-1,2,3-

triazole-4-carboxamide,

80



10

15

20

25

30

35

40

N-[ 3, 4- bi s(hydroxynet hyl ) phenyl ] -1-[ (3-chl or ophenyl ) ne
thyl]-5-nmethyl-1 H1,2,3-triazol e-4- 15 carboxam de,
WOR(G03/080083 s( hydr oxymet hyl ) phenyl ] - 1-[ (4-f | uor opCIERER10DS1e65104

1 Slbtepenyar sy Al ip T ARG opheny ) me
(hydrspyinegwhehdnyll-5imethyl-tH-3,2, 3-triazolleet-darbexamids.am de, 20
1-[08:4- Bmﬁfd%;ﬂ(ehysﬁ@mqurwtmgz)lﬁmmyle]hyﬂ;omawe‘nkén}l@rrﬁ@thﬂnm N 1PE3-

trlag 43 triazol e-4- carboxam de

'ﬁ%% or 0 h % N-h_% droxly thylb heny
{5-[(§ ﬁR;q:hlq_rop_pq] mgtfty}] %@ ihxl-4-1 H@%grﬁ Mémeth I amlno]benzene
1,3dijlfddmethaoolophenyl ) net hyl ] - N- [ 3- (hydr oxynet hyl ) phenyl ]
or g BnaideglnchVdactiohid sdiclogr 4 26 carboxam de
(3-chl orophenyl ) net hyl ] - N-[ 4- (hydr oxynet hyl ) phenyl ]
5 meth -1 H 1,2, 3-triazol e-4- carboxam de,
8. 1-] @@WR%F%BW@HW'?r‘r'é?ﬁ%r]jmﬂl-t(f §3Whyéﬁ'éﬁt§ﬁérpﬁyl ) phenyl ]
N-[33-biethgroxym éth  )iheByi{-Binaat by |-€l-@bhemdmbiby BatiHe € 2 Btriazole-4-
carbokdrflik| uor ophenyl ) net hyl [ - N-[ 4- (hydr oxyrret hyl ) phenyl ]

L T R T R TP e

carbgxafpiify| -1 H- 1,2, 3-tri azol e- 4- car boxami de,

N-[B:4F tﬁus(hgdr@xyrhdathqumieewyh )[@BdHlt}fbﬂ)hdHy{)ﬁle(Hw-&Fmémme’ry12)3 biazole-4-
6%?& | am no) car bonyl ] phenyl }-5- 35 net hyl -

N- [ﬁ4 tis@y%}o%yrﬁ%tgw %pa&lﬁéﬁ@xtf%qq‘ivp?‘?rgetn@ I‘Ih;neth}i 1H-1,2,3-triazole-4-

CaﬂbIO&aFQldsrtrl azol -4-yl }-4- (hydroxynet hyl ) benzani de or a

N-[3/5at5i 5t g @rakyraéthllypree gk pl @ ramiehylimeh Ap5-metlyl 9 H- A2, 3-triazole-4-

carb8 igg,d of forrmula (I) according to claim1 which is

N-Igispppusrgxy Rt KRhep KT IupraRnen rest M- Brenshdrii § Aot igzole-4-
CaﬂmX$nwethyl 1 H1,2,3-triazole-4- carboxam de or a
%bm SrBsRaHylEatHy)-Na drdkirBethhdhehPpbeadthyl B H- Y\ 3-triazole-4-
gggégﬁoogﬁ C%yEnggg/O6%1%4§I%O A phar%aceutlcgfzoe
on ng a conpound of for
1 [ﬁnf&m&%@uvlpra%thv Na[éd@ﬁi@m”@t@é PheR - awﬁhyéf&tlo? %b%’ﬁ@aaoéﬁ 4-
car@nyaroide, of clains 1 to 9 together wth at | east one
1- [@h@m&asl%ﬁyl)ﬁ@thqu [4- @Pdr@sa%@thyl?aﬁéhpm -8Ihhethy-1HL1,2A-triazole-4-
Cm%§q¥9 nd of fornula or pharnaceutlcal y acceptable
f ? her eof accordln one of clains 1 to
T-[Eoftuoerhend) o eiay iyl 3- (h@rowt@fl)pae@dln%mml oH- Y%Bﬁm@e -4-
carpb¥amside phar maceuti cal |y acceptabl e salt thereof
1- [@%&dﬂéﬁyl%ﬁetﬂﬂ}’ Nc{ﬁghﬁro@rﬁ’étm yohehy-Lricdiyl-iher 2, 3 trlazole 4-
cament for treating 10 and/o
gﬁ@l ﬁ?1n a dlsease or a condition susceptible to
qr@ﬁ’r@ﬂvlbmeﬂayll Al 4-Soprepmedhil phenyllss-medwi-3H- 2, 3-triazole-4-
cm@@ﬂrﬁMeﬂ of formula (1) or pharnaceutlcally accept abl e

Fllggfpﬂgﬂyl n‘&) {§-ng19£E agvj-ﬁgrtﬁvtl)rl\i‘g et a/'al?ﬁrgﬁ)carbonyl]phenyl} -5-
é\g; n1t Hd”aztﬂlesg X%’i‘“dgo tions caused by or
N- {és[ﬁ’oﬁ‘d@h@ﬂ)meﬂw)faﬁhﬂbﬁm&w| bt b2 Belriviqhideylipt-of i | e 15

(hyldFsxly bhétHygbehabhiigd demi a, hypoal phal i popr ot ei neni a,
or Q%H&fn%%%@ﬂldaﬂ? Q&%tp?al brlfggl?thereof

9. A compound of formula (I) according to claim 1 which is N-[3,5-
bis(hydroxymethyl)phenyl]-1-[(3,4-dichlorophenyl)methyl]-5-methyl-1H-1,2,3-triazole-4-
carboxamide or a pharmaceutically acceptable salt thereof.
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hyper chol esterol em a, hypertriglyceridema, famlial
hyperchol esterol em a, angina, ischem a, cardiac
WO 2oheei0s3 stroke, myocardi aI [ nf arction, PCT/EP2008/065104
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hypertension 20 vascul ar conplications of diabetes,
t hronbosi s, foatl c steatosis, non-alcoholic
st eétcé?ﬁ‘é’r&?élf“# £ Q”’(‘NMH)OF RRRIMschwically accseiable sqltdhergot gpcording to
anpongioidlgmsdniod®f fot ugs idsheérapyt.he |iver; eczema, acne,
psoriasis, skin ageing, keloid scar formation or

12Pr eYJg?tdfoep c]o%@gurgd %??gr%stjla n,(gl‘jloérl r%gcaﬁlggwcgéc%gta%fe salt thereof

secretions neop

acepsfing ey Onfeal &ﬁ"ﬁ%és"o Q fardbe @%”H@‘#lﬁﬂ Oéla 'ﬁﬁ‘l"P@ﬁﬁWtfPr treating

and/ar prienegiagesdissaskep atoonditoasukc2ptitild & émklmratmnlby an SCD inhibitor.
cognitive i npai rment (MCl), Al zheinmer's Disease (AD),

gg;gg{% Zl eag %\REQ%Z%EQCAA mg{:%ﬂ%%rﬁn?cceptable salt thereof

acm@mg)é{églgmﬁatfq)r\,t@e Mmanel e oha icamend forgieating and/or preventing
distagesndi osnditionacsaused dii @nassbeiatedl wittd anpdtaguesl plasma lipid profile

mcﬁﬁ‘ﬂ@;” S'{}}%n ddada. 30 ?ﬁb d‘l"%ﬁp % m% oun éVBrarbfePanlﬁwr@telnemla

R G RTIR o Biey o s L Pl Sgbroem.  angina
ischetiae a:n@mc isehienia.edokegneengy dial ipfleesient athgroseleigsis, obesity, Type |
diap&tes] Bypes| diakétBs,aailingesistyndd, hy}ﬁ@msalmaemla and metabolic syndrome;

pelfffREAIL Vds asghpéfs%rge%s | PopfLCIGH A mii asﬁgﬁrélét%}{o&s Ti¥¥ertension,
vagtuf3at |Cem§{'<‘é‘é%§| aﬂa?ed?s SRETEPERI 0

hqp@tlc steafosis, hon-alcoholic

stegtobapathie fANSH) sandNAISH) disgBes Selatgsletoodccamuitipo wh dipidé in the liver;
ecié?rﬁdnécﬂe(ééon@élspw Bg6iny.! kdali Isyacierapicbbepre@érition, and diseases
relgtggrgp rocﬁﬁ:ﬁ&% dérn%e&% 8 a'fmnilzmtjgcfust t;'r?en[{%argHésaCI:érf‘rc%r %eoplasm

mai@”a”&yc’@ﬁi?ét%ls &FmPHFrSn(ﬁP%JQ'@ ’Pf ”@H'QW{B} r?ﬁ[?é‘l?@leﬁ%?r'? J‘epatomas and
theablmepnlabbegrsta,iet impagmeof (M@t)owdhhngnercs Daeyse)l(VéDbfcerebral amyloid

anéjb@ét A Br feimeh®i8 h8sdcleat 'vﬂﬂh THNrOTS YR awt and other

a,,con bLe to a y
ne fﬂééqsﬂ%fa‘* PRISEPE khoRes-B PR L0t ”‘E %ﬁ%‘iﬂfbaf amyloid
plagyes W%@tﬁﬁtﬂﬁﬁﬂ%‘ or formula (1) or pharmaceutically
acceptabl e salt thereof according to claim16 for use

141N U%saéf'é%o%%m opﬁ&wﬁrﬁ '(|?Gbr%r%‘?ﬁ§8‘e%tueélly°9&®p¥dbw§alt thereof
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aICBN&ﬁeS?n&g&%tgﬁ{%i@gkﬁyocar dial infarction,

at heroscl erosis, obesity, Type | diabetes, Type 11
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£perfusion injury, angioplastic restenosis,

hypertensi on, vascul ar conplications of dlabetes,

t hronbosi s, hepatic steatosis, non-al coholic
16.st eAtaohmgoand of forriNASHpr phat meicheticallachiephiesaltrtbérapbakcording to
an} On@®f Eithatli ©no edr dsJepithealtlﬂg taRe/or ipY&lenti®s aedi@asd@ e condition

su&%g{lthg% g‘mel%fétg) 88ni +%' d scar formation or

ntion Vs8ases 'related to production or
secretions from nmucous nenbranes; cancer, neopl asi a,
mal i gnancy, netastases, tunours (benign or
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mld cognitive inpairnent (M), A zheiner's Disease
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associated with Down Syndrone (DS) and ot her
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characterized by the formati on or accunul ati on of
anyl oi d pl aques conprising Al342. 18. A conpound of
WO 20090b@s53 1) or pharmaceutical ly accept abl e saP@T/EP2008/065104

thereof rdj cla m 16 for use in treatin ,

17 andPGPTRCBOR A HGTUE AR O phTasst ECaUi Bhocsianih gal tageot according
to dipinh i16i fdense,in rgpling amcgwp@verd&m aliseasee 00 sohdifiensi egused by or
asseesed Y .withy pan1lashcupar eSbJashﬂ}SUhlblﬂ I peofifet affefuding dyslipidemia

R T B B, g
hyRertriglyesideanie.1 femital swee ﬁa@eﬂ?f Py 2B eepegfnﬂneasggrfi'ac schermia,
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dls?Qsde{ Qé%%u %ﬁr] J'uﬁ/g ﬁglgﬂlggt%j%spenoglsc%ﬁ)%lrt aggn S\}é‘z&ﬁgrt &&P&watlons

St er
of djakelps éE@”ﬁ’%ﬁeW‘%ﬂ@é&ﬁ cakasisy ”@?'ﬁ@@h?'{ﬁéteﬁﬁ'@ﬁﬂﬁ'“%fN%ﬂ") and other
diseasgsoratated fto famcombiati¢rl Jof dipidshiar tmeclkvat;i eadeina, eacoeppadriasis, skin

agéﬁé t k&lB%r §6’5r fo?rQaﬁ’&F%F dgBrQ@erFtl@n a%Md Of§efdbs CrIePdté'GS t& drBduction or
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de Wﬂ?z{ ) %%éoe{}vﬁll\ v Sﬁr@%@?b@% aﬂhy&ﬁér (fbgeneratlve diseases

t
chrPRTiE PRSHAION of SRUIRR ALV R fuEe Coafising AB42.

at heroscl erosis, obesity, Type | diabetes, Type 11
18.di abet/e3com¢dmaul bh forefilst @Noe, pﬂwmeéeme@ny Raesptablensklt thereof

acé@&ﬂ?% cfalrﬁyﬁdfo?mge Ilp%reb Rtoyﬁ%%ghtﬂ{[g aéﬂ %@3&&3 skin agelng

on I n angl asjlc’ rest

Y31 REm o by Oy Selorie  BERETSEIe o Gbsey. A7l dlabetes, insuln
residtanmeb dnipsrinduiipagnmie, dtepatio steatosie neral/@ohoi-atcoholic steatohepatitis
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psor|a3|s skin i ng, keloid scar fornatlon

pr everﬁlwp%’ﬁé eﬁ %" @)eloétMFWBC%F'S%I'UC@PB‘?P"%}P'E’ salt thereof
acammn@u)dam116EmuawUdusmngnbmbnpwvauagaﬁne neopl asi a,

mal i gnancy, netastases, tunours (benign or

0 A 0RDor =g R G 8yen 0 25 SRR eCBo b Siscoptive to
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acgpgyﬂ &y sy iEor(dmhs and got her neur odegenerati ve
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21.conPr metheg eldireating epd/ag preveatingifisegses or conditions caused by or
asd¢deentepeutiihcalbhy ebriceeti velamauntipidl profinpoisondiref Syslipidemia,
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tumeyis rglp@”tlg;} ph@qllgn%]tge@gf@tqgeng&g h@p@ﬁ@ﬂﬁﬁ @a |tr}ye like; mild cognitive

ef fective amount of a compound of formula (I) or
pharmaceutically 15 acceptable salt thereof according

to claim20. 24. A conpound of formula (1) or a

phar maceutically acceptable salt thereof according to

any one of claims 1 to 9 in conbination with one or

nore active agent(s) selected from an inhibitor of

chol esteryl ester transferase (CETP inhibitors), a
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deinentiareteeiated witkh iDownaByriomexPdarangd other navnddsigeoeratife diseases
chaaytela by pé asingdtioh @Cytdunangionr &S em(ib@ABlabiéd RBoi@Fising AR42

corﬁgﬁ&@i?@%ﬂ%&é@é t%%nstu%%%pé ﬂer%gb%h?a & e!ﬁ%ct?fé'ﬁ unt of a compound of
fo”ﬁ)‘HE’r(HéEé’U?m&aﬁePSWaﬁﬁ@%‘fﬁ%"%s@bthrqoﬁ%?@bq'” 2&%1 My to
any one of claims 1 to 9 in conbination with one or
22."0r & A&thbY Of ﬁfgﬁﬂb(&*)d/&%ré\fénﬂﬂ% fa&r@é“(gs@n@s% tskfrosdetRidYslipidemia,

hy&&ﬁ@h@@%n@ da‘?ﬁérX&ﬁérX?s 6f)beg no! lick dlabeiteﬁ %nsulln resistance,

I"at or a ke
hy%@ﬁ@“”aﬁi‘i"aanthiepﬁ‘i%r%%@tﬁﬁ's é‘”ﬁ/loét Pﬁrﬂfﬁiceh@ﬁot%‘@t@m@f'iﬁc (NASH)
coraprisfy adrhinisidralgdd iatseibjelol/al thexynaudeallyeffeativersemouwnt of & gdbmpound of

forﬁb%r(w%%ham%e@mﬁ{/ ABHFhAINE salBREEONIEBEFiIRG to @Fm 20.

al kyl'ati ng agent and a cholinesterase inhibitor. 84
23. A method of treating and/or preventing acne, comprising administering to a subject
a therapeutically effective amount of a compound of formula (I) or pharmaceutically
acceptable salt thereof according to claim 20.

24. A compound of formula (l) or a pharmaceutically acceptable salt thereof according
to any one of claims 1 to 9 in combination with one or more active agent(s) selected from
an inhibitor of cholesteryl ester transferase (CETP inhibitors), a HMG-CoA reductase
inhibitor, a microsomal triglyceride transfer protein, a peroxisome proliferator-activated
receptor activator (PPAR), a bile acid reuptake inhibitor, a cholesterol absorption inhibitor,
a cholesterol synthesis inhibitor, a fibrate, niacin, an ion-exchange resin, an antioxidant,
an inhibitor of AcylCoA: cholesterol acyltransferase (ACAT inhibitor), a cannabinoid 1
antagonist and a bile acid sequestrant.

25. A compound of formula (l) or a pharmaceutically acceptable salt thereof according
to any one of claims 1 to 9 in combination with one or more active agent(s) selected from
a corticosteroid, a vitamin D3 derivative, a retinoid, an immunomodulator, an anti
androgen, a Keratolytic agent, an anti-microbial, a platinum chemotherapeutic, an
antimetabolite, hydroxyurea, a taxane, a mitotic disrupter, an anthracycline, dactinomycin,
an alkylating agent and a cholinesterase inhibitor.
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