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I n one aspect en stituted by one,

two or 1 HEHeSEBmRE M ALT ST Pos B B RATENOtoRa) - i sal Kyl (such as
-CH3 or -CH(CH3)2), -0OCH3, -G _shal oal kyl (such as -CF3), shal oal kyl (such
as -00:3)WO-2@%/6€1)65|706bé’Qﬂbes-&ﬁ&i_rﬁqmﬁ‘dr@ﬂhé(ydemétid@@ gl (erudibitihgd STUmT o,
br ono orE{ @ro) (b) phenyl optionally substituted by one, two or three
grou&z cted from hal ogen (such as chloro, brono or fluoro). In
anot ér aspect of the invention, Rl represents phenyl optionally

subst i t utlde dsgsemhenvention proddes $1peepgrrmmfsorirmwa@)efndehtbit'yngﬁtfeecteﬂy:f rom (a)
-Cl_6alkyl (such as -cH3 or -CH(CH3)2), -0OCH3, -G _shal oal kyl (such as
-CF3), -0Cl1- 6hal oal kyl (such as -0CF3), -Cntycloal kyl, -0C3_6cycl oal kyl or
hal ogen (such as chloro, bronmo or fluoro), (b) phenyl optionally
substituted by one, two or three group§qselected from hal ogen 15(such as
chloro, brono or fluoro). In another as ect)@f the invention, Rl represents
phenyl optionally substituted g-one gr Bups |ndependently sel ected
from -G _sal kyl (such as -CH3 or CH(CHB ), -OCH3, - 01 _6hal oal kyl (such
as -CF3), -0Cl1_6hal oal kyl (such as -odEs - Cncycl oal kyl, -0C3_
206cygl oal kyl or hal ogen (such as chlogg, bromo or fluoro), or phenyl
optionally substituted by one or two groups selected from hal ogen (such as
chloro, bronmo or fluoro). In another aspect of the invention, Rl represents
phenyl optionally substituted by onengwo or three groups independently
selected from -Cl _3alkyl (such as - or -CH(CH3)2), - 25 QOCHS,

-C _shal oal kyl (such as -CF3), -0Cl _3hal oal kyl (such as -0CF3),

- C3_6cycl oal kyl, - 0C3_6¢cycl oal kyl or hal ogen (such as chloro, brono or
quoro) or phenyl optronally substrtuted by one, tmo or three groups.
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40 In another aspect of the invention, Rl represents phenyl optionally
substituted by one or two groups independently selected from -Cl_6al kyl
(such as wGHB90058€H( CH3) 2) or WD 2009/ 060053PCT/ EP2008 POGAPReDs06310gEN
(such as chloro, brono or fluoro) or phenyl optionally substituted by one
or two gr"m‘?ﬁ%'”sel ected from hal ogen (such as chloro, brono or fluoro). In
anot her aspect of the invention, Rl represents phenyl optionally

substi t utyebphsseRECONME, NHEOL ar_@e-|2|'-|o,ups i ndependently sel ected from
-Cl_3alkyl (such as -CH3 or -CH(CH3)2) or hal ogen (such as chloro, brono or
fluorq) or, phenyl optionally substituted by one, two or three groups

sel ected Rrrﬁﬁﬁesﬁ%{ﬁogen (such as chloro, brono or fluoro). |In another aspect
of the inCenbiyon(suttl asepplesght spixinaty | substiiutatal byy apebstiviot wrrethréy gnoepor 10
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- CH( CH3) 2) hI r en
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sel ected frayyn o ho tl%l@'ﬁjbgtltgfedhﬁﬂ fetd §Mﬁrbeag%ro%ﬁ i%@pen%ﬁ‘t@sé?éctéd uor o)

or phenyl optio subst| 0 ree groups selected from
hal ogen (such a@o%ﬁ% S ok (Blf%lrﬁjs %\JO% tff8'fn(S’)or\fYo?lroénot her aspect of the
invention, Rl represents phenyl optionally substituted by one or 20 two

gr oups iererpeneéerﬁttsIhydregérecﬁm_eélkﬁmuoh@lsJSCHgﬁ}l( CH3) 2 or hal ogen (such as
chlong, bromo or fluoro) or phenyl optionally substituted by one or two
groups s%ect ed from hal ogen (such as chloro, bronmo or fluoro). In
anot her aSpgERES8St he invention, Rl represents phenyl substituted by two
groups 25Cndepyen@eeh | §s srfienyh) e dptanahy hetibstiied fayctongs el @r othrée ogroups
fluoro). iﬂ]dbp@ﬁ@érh@l’se&a&ﬂﬁ(ﬂonﬁ)f the invention, Rl represents phenyl

substituted p depen |y, ed cfr {s as..chl oro,
br omg,_or fluég %) (éﬁﬁotﬁirq%[]é %6(31‘@% {gamjg S%gﬁzl i ld%Hez)ts
phenyf) subst i { WOEd 6y heRyl oBRSORaRly sUBHEROHTd Dy nalSibtLBuch as

chl oro, bromo ofCHMOE(BP)R’ rCoanllsyiPét (sasipas tCHdOH, hE(Ga)£H borGH(RH:)Qip esent s
phenyl substit uted)RUROhgaH,) NRBL fcwotd)@mz%mém Jdc1t65|ﬂy|omvecq Lribaldyl

represents phen £O of

t he invention, r%l? 51 f)%dﬁrﬁa\{?at”{w S%gh ?%&8 Rfsséc}J os?{% on, ﬁfc'?oea g

the 3 positi on,ord}@épgten ds r%%?tt?re??ooﬁﬁﬁ?ro?s in the 4 position, by

hal ogén e. g()hl-@sbeteroaryl ficktlas Gxazol&)dD 2009/ 060053PCT/ EP2008/ 065104 I n

anot her aspect of the invention, Rl is phenyl substituted in the neta

posi tion, . hat 0S| t| on, and 5 position, by halogen e.g chloro
i.e Cl (?f rgPrIesgﬂgt(g@PargI (ge&asﬁ’ invention, Rl is phenyl. In one aspect
of the |fﬁéﬁ@$§$ﬂtsﬂiofﬁpm@§)€rﬁ$l§hrﬁﬁd%bn | n anot her aspect of the

i nvent i orR® refresas a3 entG_;alcll (Sadhkasl -CHsoraGatdliefiOispect of the invention, R2

repr %@entﬁre&éséﬁé.w& d, Qa@}nqg&wasa@pg;:t of the invention, R2 represents

-CH3 (net e 10i nvention, R2 represents hydrogen

or -ClL 3 reserﬁ ghggg %@f Lfcthtaﬁecmbentl on, 53 represents phenyl

optional I F§m§%t$d‘ﬂ@d bealbv/iésuqhm -6Hst hr ee groups independently sel ected

from (a) -G _sal kyI (such as -CH3), -G _salkenyl, -G _sal koxy (such as

OCH3 or . é]rg (CH3)2), -0(CH2)n, R4, (CHZ)n,OC(:O) R4, -(CH2) nC2R5,
cgr% &5{% z | kyl OH (such as - CH2OH, - C(CH3) 20H or - CH(CH3) OH), -
=0)’RHRE! C( =0) R1, -0(CH2), I NR8R6, -0Cl_6al kyl OH, -C _shal oal kyl

(such as pr@P@)SentS@@ ; aslal oal kyl (such as -0CF3), -C3_6cycloal kyl,

- 0C3_6cyq] epldsghtsars;hal ogen (such as chloro, brono or fluoro), 20(b)

-05het eroaryl (such as oxazole). In another aspect of the invention, R3

represents phenyl ?tlonall substituted by one or two groups |ndependently

sel ect ed 9 AdiRr %%ﬁeu igglly Acrsmtable saihtheseolcz) | -G ol kenyl, -G _ol koxy (such

as -@QH3 or - 25 0C2HACH(CH3)2), -0(CH2),, R4, -(CI—|2),,OC(:0)R4,

- ( CH2) CO3iM the pldvidd)thEitRd t&Rapourfdatidnt @lﬁ@h as - CH2OH, - C(CH3) 20H or

- SG0) W oAl BB Y P R g o o

- Cntycl oal kyI -0C3_6¢cycl oal kyl or hal ogen (such as chloro, brono or

fl uoro), 30(b) -05het eroaryl (such as oxazole) In another aspect of the

i nvention, R3 represents phenyl optionally substituted by: (i) one group

i ndependently sel ected from-(CH2) CO2R5, or -C(=0) NHR6 and/or, (ii) one, two
or three groups independently selected Trom 35(a) -C _sal kyl (such as
-CH3), -G _salkenyl, -G _sal koxy (such as -OCH3 or - 0C2H4CH(CH3) 2),
-0(CH2) . R4, -(CH2).0C(=0)R4, -(CH2)OC(=0)R5, -Cobal kylOH (such as -CH20H,

- C(CH3) 20H or -CI-l(CI-B)OH), (CHZ)pNHC( O)Rl - O(CHZ)qNR8R6 - 0C1_6al kyl OH,
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brono or fluoro), (b) -0O5heteroaryl (such as oxazol e) I n anot her
aspect of the invention, R3 represents phenyl optionally substituted by:
15(i) onewgrowmpsdosdependent |y sel ected from - ( CH2) nCO2 RBCOIEP2@810651NHRG
and/or, (ii) one, two or three groups independglatly selected from (a)

-G _sal kyl (such as -CH3), -Cl_3alkenyl, -G _sa&lkoxy (such as -OCH3 or -
0C2HACH(CH3) 2), -0O(CH2).R4, -(CH2).0C(=0)R4, 2) n0C(=0) 1R5, - Co3al kyl OH
(such as -CH2OH, - C(CH3) 20H or -CH(CHS)O , ) pPNHC(=0) R7, - 20

0(CH2), | Nl RBR5, -0Cl_6al ky-GH S s -CF3),

-0C1_3hal oal kyl (such as -[pCF3), cI oa}HkyI -0C326¢cycl oal kyl or hal ogen
(such as chloro, brono or ro) NB) - 05heteroary| (such as oxazol e).

251 n anot her aspect of the invention, [oresents 1phenyl optionally
subst i t uthst-tHymethyl2 Bﬁen@paewﬂrhaéﬁ@mé@hqny Jmethyld1 B! 2 Sdiezqietio) ncoR1R5 or
- C(=0) NHRGrzxedfite, (ii) one or two groups independently selected from

(a) -Cl_3alkyl (such as -CH3), -Cl_3al kenyl, -Cl 6al koxy (such as -OCH3 or

25\—

- 0C2HACH(CH3) 2), -0(CH2) nR4, (CH2) n0C(=0) ~4, - n0C( =0) 1R5,

- Co- 30sal kyl OH (such as -CH20H, - C(CH3)20H or qhzﬁ

- (CH2) nNHQ(=0) 1R1, - 0O(CH2), | NI R8RS, -Closha h as -CF3),

- 0C1_3hal oal kyl (such as - . aI Kk C3 cycl oal kyl or hal ogen
(such as chloro, brono \ b) N eroaryl (such as oxazol e)
35 I n_.anot her aspect of venthuN R3 Hepresents phenyl optionally

SUbStISt uted by: (i) one gr oup i ndependently selected from-(CH2) nCO21R5 or
- C(=0) NHR6and/ or, 00 one, two or three groups independently selected from
(a) -01_3wiMNpheidclheryimehg))-1H-12,33rbaaiaricarbogamistel koxy (such as - OCH3 or
- 40 0C2HACH(CH3) 2), -O(CF12).R4, -(CH2).0C(=0)R4, -(CH2)nOC(=0)1R5,

- Co3al kyl OH (such as - CH2OH, CH( CH3) 20H (@ CH( CER) OH) - (CH2) pNHC( =0) 1R7,

- 0(CH2) 9NR8R5, -001_6al kyl OH or haI ogen uch oro, brono or fluoro),
(b) -05heteroaryl (such a Q20 .N. u
re

/ EP2008/ 065104 | n
anot her aspect of the inv§ : esen s optionally

substituted by: (i) one ghQup ndepelrﬁﬁntly sel ect ed from - (CH2) nCO2R5 or
-C(=0)NHI R6 and/or, (ii) one or two groups independently selected from (a)
-C _dél kyl (such as -CH3), -Cl_3al kenyl, -C _sal koxy (such as -OCH3 or - 5

OCOTC ) e corl Wl ool TR ek BTENIOGHR) B ity O
(such as & @ZLH el SELOML Bt LR O, L ERUNL AT it oy o )

(b) - OShétSé@Qi%ltF’Sil Vidhyc h’ﬂ‘”as agReFHl e)Plagia  difist herofie pé@‘f'U@ﬂgt h&yslipidmig; on,
R3 r epr edgpbdspipdipoyilotedqdrional | y Isypbdietdlipdgdtdinemia) ) onewygemuplesuect&@emdent |y
sel eqied E)le jl &H@%Hmméﬁrhg@(chg)éswrtﬁ@mﬁi‘dc{n?n’a (dchémPN&ardiyiseherhal €€

2C1. 3l keligke RS beib e Sbietsblss OB 06t s bR Eks Dype T ebeiss s,

- (CH2) n, (i) RsistanceHpyp@OstHiNaREIa -asl maakaliky sydrqraeic hthgs cagtip@scular

-C(CHR) ZQirtealses @'tjﬁ q;&)dﬂbi)al vabEtlr) pieEes OpparfusiorD (i) ahdbR8KR, restenosis,

-0C4_6al gg)% b; h@)a@&ﬂé‘r ér'ﬂ Ih:aﬂénscm‘ Yidbetdd qmnﬂﬂfosﬁsl %QBQQC’ sfe ios%x%ﬁl e. In
BY

ok N S S o A Ay

subs t ut
- 02 C2Hb liverCisRiICHgHAers- e. CHIEEPTER I8 Ne. - (L §idiHKIn -agging) Nﬂmﬁﬁcan Gf(rﬂf\e)IM-IQQI-B or
- C(=0) NH@&%Q'rb@néﬂoOdlseééeis)re@M tdt w@d@étuohMre@cwteuesrohﬂde@@ruﬂmtﬁbfar&%l ected

f 14 2 2

-aa?ooéa)&;e(g%ﬁ Gl *?%%@,na@%fast&’s%%%g ) o BRIl - ot
- 25CH2NISE[HAenesTS.. AR the BspiRidigepnitive gMGIE MeStich as
chl 026, WisgaseofAl)l gercbi| a(nmlowbmygc:ﬁpethyl (o Aefv) oorhdemerstjpe assoofatach@ith et i on,

R3 repr essatfon @) arPéthen@drydetieRsiative tRdadns: chaPddteriZea® gﬁ@lﬂﬂmatlon or

[ ndepende I C2H5, - CH2CO2CH3,

cHzc:0202|3r51E %E?ﬁﬁld} ﬁﬁﬁ’%'é 8?’@(5‘) p”s(‘:%%%mz%or ©O( =0) NHC2HACH and/ or |

(ii) one or two groups independently selected from (a) -CH3, -C(=CH2)CH3,
, - 0Dk Ghipeitid) e invEBHRA rep@<42O1S(-CONRE, |In-arGHRD GspE0t CHB\e invEHEGH, X

- OCH3

-C2H4;@H, éeg'e‘éé?h@)@ﬁbo %%Dh%%%pec%# the .%%MH@{ e, - N Ah GRBther
e eg—l o Seﬂqes_m_g c Ioro brono or fluoro), (b)

oxazol e aSp O fq? At R% 30;5% ﬁtl on, R3 represents phenyl

optionally substituted by one or 40 two CHZC]—I groups. I n another aspect of
the invention, R3 represents phenyl substituted by one or two - CH2OH
groups. WO 2009/ 060053PCT/ EP2008/ 065104, I n anot her aspect of the invention,
R3 i s phenyl substituted in the nmeta position, that is in the 3 and 5
position, by -CH2OH i.e. 5 n anot her aspect of the invention, Rl is
phenyl substituted in the nmeta position, that is in



the 3 position and the para position, that is in the 4 position, by -CH2OH
i.e HO HO In anot her aspect of the invention, R3 represents phenyl

substi t utwo 2b0§9/06@H20H. 10 I n one aspect of the inventi oRCTRL2008p0638€Nt S
phenyl . In one aspec‘; of the inyention, R5 repre%ents hydr ogen. | n_anot her
aspect ofNt9ME 35PeEhPt Bie, inventiel, RejpRisasiits Pheay! exbrifiited) by QA% ey OaltiieRt of
t he i nvergrouns, ind@pendentysefected-f@h®alkyl. | n 15anot her aspect of the

invention, Bh-CERIGERALS as @HDol(-eHgH)),), L@capot:hgrrarcewﬁcspcnfastpes)l myEent | on

RS represents p of resent
hydr ogen. In ng?% §”(§l§$}gé% O#:Ef)he ?—‘%2@%?%%n O%@dl@a\f slé)lrrl?%bgﬁ (é&%kgi
anot hér aspect® Mott}ﬁ‘émf’r‘r’(/g‘r*ﬁrp n, R6 represents -CZH5 (ethyl). In 20 anot her
aspect of t e phewgrdptiomgllyhibstipreddpnorse, -W@bidr (et lydyps datecderbirbrer haleperct of
the invention, gz é‘sed}f&§e(5}b§10 o@ﬂug,@b kyl OH. In anot her aspect of the
invention, R5 represents - I n one aspect of the invention, 57
represents hydrogen. |In anot her aepect of the invention, 25R7 represents

- C1_3a1kyn anpRenasierkel the gwentions R FepresRidnphesy! OW”?M%@M@ by, two

(et HYI ) .orkhiree@ geoups frefependertingelented iiohon, R8 represents hydrogen. In

anot her aspﬁagtcpefamyheubng@nénpn ORACHER) SSERLSC, %ro%%r ch b8 -8pgt fees,

aspect of t tion nt s gS%

e o) oo ohalgSR Rl B8 OREEF L on i P‘\/%%%@itor&eﬂrgﬁa?meﬂ% Con,
RO represents chtglozmrnyprﬂw@ro)anot her aspect of the invention, R9 represents
- CH3 (et hylb).phkenyloptiors yestibstithtedhsy omenbropmhrgmglrr@msmh & fromr halog(?rn .
anot r aspect Vi epresents . n anot her aspect of the
.nveﬁ? Lon. r(Z%{heéssgﬁ’t'dsrBl&%E%vbm%ogl 060053PCT/ EP2008/ 065104 11 one
aspect of the invention, n represents 0, 1 or 2. In another aspect of the

i nventi orn anothepaermhpétr@ inyentignoR heapregsptscrhany! entionplweutistioited by peppesent s
2. 1In anqrvb@ro@%pﬁ@épe@ﬁeﬁtnesermwtrbmnrcnalr@rrxée@reaé SCH, oﬂm(@myzmeoc&gpect of

the inverg | 5\0 |I?y|r(%§EﬁS§‘s“téF§ %ib%k?rﬁ? 8£ H?fr}“ 2N c%%rk

reprrel;% ents 9 he p Pase 5 .
In a gt hefFY tor Belogen %%Oéﬁt‘?h&io %’Oﬂ“é’pﬁ’ref ) or PheyT gpff ”ﬁ‘&éf %%'BE? of

t he i nvertyiane,orpve grmues eelested from: halopen (rueh as pbloto, bforamer fluov@nt i on, q
represents 1 or 2. In another aspect of the invention, q 1lOrepresents 2. In

another 35BRGheLduiFo! R FOLARR: R SERSTEME fon ARl arbsrnfed%gpcﬁ%t fwcgf the

invention are illed
per son wiqrth @ﬁo@?%@%mﬂ’eﬁ’ﬂ&’@r‘ﬁy Isepﬁ@dﬁ&'ﬂut%ts?'bws(sb‘Fh ?ﬁecﬁsp’éc%'
desci2bbed@ig - tHaloalkyh ¢sueh ogee-@fF 3),t HUBC ishalealkyl qauchT bsiSOICE3), sC&gmyd:jealkyl

under st oaglct B%Ioélm éﬁh@lb@é@f‘(%uém\é%nkhl@% Oc%r%sora|flho&>§’”%r Qﬁbhﬂ”éptﬂfnally

sui t abl e, r earrpe
'n one asgﬁztr R A S R G B

r epr esentIOlQBGONH and R2 represents -CH3. Certain conpounds of fornula (I)
may exist in stereoisoneric forns (e.g. they may contain 20 one or nore

asynmgt r g 4R8{hBPYs d;?éc@%?)he ﬂ\'/’laﬂrtrbﬂdRVrép'Hé’éen{%t &’fe%?! S %ﬁélﬁl élﬁi%ﬂfﬂﬁtéoOHFBﬁe %F‘d

di astereqners in 8)

Bt A S I K S RIS o AN
conpoundsCehalpgkyhu(sacii 195 ahls)any Cydetnatkyl dsyai §s Pl tGsansiodlybm&@: of
sai d corrpoymmbskyl bt kelsgéere (such dsschigreebrdtmoost fludad), 60 pReiyndstiovnklly entstitiaed | )

TRy ex Sty dhol@LOBRIEE sbBERE (RhBEIOkBAUEL ABRIBGG B ol Or mul 3 and

t hes areasomc of the present invention. It wll
be ag reciated that racemc corrpounds of formula (1) may be optionally
resol ved |Inanethehasnect efdhe inyaatione Ramerresants phedytdptions iy sitbstittedrayone, two
conveni ertirItryrrebegra@p@mpbp@medwoxe@@eaarrw@rid:1 RN QSSchKEOVOH] br Id:re(cwer For

exanpl e, Jg%ﬁ?%‘rén %&Eﬁ?{?ﬂd”ﬂro% {))ro{ J&% aor Cdﬁep@ptrﬁﬁelfy%%ﬁﬁ%&%

preparati ve oun
i nvent i orfNiRRIGEPHRS:Selacteddromy hArge BH%‘P a?r?&hrﬁrS%rtliP'@Q Ofﬂ\éﬁ’rébf are vvr t h| n the

scopéOof the present invention. 35 As used herein, the term "al kyl" refers
t o strai gRtanethebh ofltHaYifv&Eish bnhrerd?éyene p&rm/abmrongw st by 666 BHMber

cont i i MCa8rope  ep SRR Cpel i ed YN TGERV C( A MG SRREMEA B o

used herein include, but are not limted to, nethyl, ethyI n- pr opyl ,
n-butyl, n-pentyl, n- 40 hexyl, isobutyl, isopropyl, t-butyl and

1, 1-di net hyl propyl . However, when a noiety is defined such that al kyl bears
a substituent it will be clear to the skilled person fromthe context that
al kyl may include al kyl ene, for exanple nethylene (-CH2-), ethylene (-
CH2CH2-) and propylene (- CH2CH2CH24 WD 2009/ 060053PCT/ EP2008/ 065104 As used
herein, the term"al kyl OH' refers to straight or branched hydrocarbon
charns contarnrng t he specrfred nunber of carbon ‘atons and a hydroxyl

o o o o o o,



As used herein, the term"cycloalkyl" refers to a saturated cyclic group
containing 3 to 6 35carbon ring-atons. Exanpl es include cycl opropyl,

cycl opentwb 2009h600561 ohexyl . As used herein, the term " CBCTOiRRM080GHDY]| "
refers t n aromatic cyclic group containing 5 to 10 ring-atons 1, 2, 3 or
4 of whi 3}??0&@8 (ﬁ‘é‘ihe"?‘%d%{g@r’rﬁ’rq Qbﬁ‘t‘fH@)n?rl phesyf erdfoagiiy ?%'W?% By ene obyen
and sul phaneupsratlectes frameiatdgeg (suahgsathdors, rpmocaflbon). e. g. 40
benzot hi ophenyl, indolyl or thienyl. This definition includes both

nonocycl i ' ' ing syste ' LG SL . ast  a
portian c; aﬁﬁtﬂ Eﬁé"%%g?@r‘éhvgmz%dh[ @rgﬁﬁbfgﬁﬂ brﬁ@é% %}rbg['@??,d%ﬁ/a%%r g’f/(f y or
f ul | y unsattiiest €aurs necprisients 60/58ieefatsodoe? 0653 2% -Gldeer 1di&ith)2) Phe
term ' ar yalogeedsischass arlanvabiocnacar tharg)cdr phengli artipnallreibdiitfiiedi by @, twe budes
bot h nmonageldréuRndIdeteefdn:haldgad émte%rfﬁllcﬁ@,dorgﬂn&b?hh&ro tructures at | east
a portion of which is aromatic and the other part is saturated, partially
or fully unsaturated. Exanples of aromatic, aryl qroups i ncl ude napht hyl ,
ant hryl , 'prReatst AeRACt of K@aRYantiopndefppresesiszpiiesyl Prtioaaly sbptituted bopee¢r |
phenyil0 artdongpupy lindepeddardlyesaeeted ffranal G, .splkeiniduch ExaarPHe ©r oiCH{EHeR o ar vl
groups i nEldddR’ (sl ¥ chibld 8R¥ho oPHidr8) ¥l phd®yl b&tlonak sittBtfAZhY bne or two
oxazol yl, thIaZ?||dfl mld?zolyl, p rﬁ&olyl §yr zolsnyl, i soxazol yl,

i sot hi azcﬂr%'p,s B aﬁ%ﬁna,ogcepi(ﬁli%]l%ﬁ? R A/TES| Wr,o ‘pyranyl, pyridyl,
pyridazinyl, pyrimdinyl, pyrazinyl, sulfolanyl, 10tetrazolyl, triazinyl,
gzep! n_y:j,ln arathepaspect oftthé aweptiony R' reliregas plydnyanstiohbilyesumistitoydd, by one, two

enzi (r_~gi n n

benzathi %?*nf’v‘%?f RpER I SF%%S?F% bﬁs’g%é"n* OROp 8RR %%gfh, SRS iyt
qui nazol RS dfRRERA R ehtiepaLaLRSISe Phye, B obPa aE s, stlects

pht hal i nmifeo): hatageofeucamgichldsareup @z Bydrayl , i ndol yl and isoindolyl. 15 In
one aspect of the invention, -05heteroaryl is a 5 nenbered aromatic cyclic
group co (Al i t: : 1 i

ndep ndﬁﬁ%ﬁhégeé%*{%ﬁﬁh% 'ﬁnvr@a*.t@w’8@eﬁ%?f%izéseﬁé‘@é&“@@ﬁﬁﬂﬁ%%ﬁ%ﬁoﬁ%@Pneeng.r i ng
ri ng- 28t orio %“Q?*ai”ﬂ%ﬂ?”d@f‘@% SgiReiee | oM - sl & halogepe (gughRs chloro,
"substi t liredd ardfuere derophsmyk bptiamally subdtitiied iy orened tveu lgsiups Leetectast from:
subst i t uepicyenT3ldhi R @6 Bre@s pflusyhst i tution being al |l owed unl ess

ot herw se stated. For the avoi dance of doubt, the term "independently"
means that where nore than one substjtuent is selected froma nunber of
possi bl e 'Bunotharaspest of s dnveahati Ruéprressmds rheny habstitiedoby diver @0ERE . 25
As u2éd hedependeritlyeseteetenh ffqnin halbgere(sucit as tyloas beptadd felorajeans a conpound
which is suitable for pharnaceutical use. Salts of conpounds of formula (1)

whi ch are_suitable for use in nedicige are those wherein.30 the counterion
o phar B o Bopdit ofS ey BRI B, 80 BsilS ndDF STk Pt P e 1
accept abliedepsnserdlyisglestedifeonnalpgen tsheh 3¢ spjerapbranteoifilies®nt i nvention, for

exanple, for use as internediates in the preparation of other conpounds of

phar e cogffr Bt o) ARG RilapoRARERIAN SISTI Bl PRI, ¢ e
art and isﬂfbftﬁﬂtggpéf%agﬁﬁﬂ%%hd?‘&ch%é%l&r?mgﬁr@Léfﬁg)s formed with inorganic acids
e.g. hydrochloric, hydrobrom c, sulfuric, nitric or phosphoric acid; and

or gani ¢ asiafsther gspesusrahdinentoal Rl faprégehtsophenpirsdettitated aygihiesyl. fumari c,
glutamc, lactic, citric, tartaric, benzoic, benzenesul fonic,

p-t ol yuenesul f oni c, t hanesul f onL¢, et hapesul foni c.or napht hal enesul fonic

D 0330 HR Ao oo TN NoBaR, (Pritsea i ooy Dk Sied 25 Mo SRR G2ty be
used, for exanple in the isolation of conpounds of forrmula (I) and are

i ncl uded |Miahbiher h§ecE60BE iBfentibh, R'i 9 paGkY @0bsti@b@ Ireheanéts prBiien tthaBenimge et

Cortai n ogt o Bincant il eardteghindina 7R AEAUGRIR TR BASRAES i o1

one or nore>duiNsafents of the acid. The present invention includes wthin
its scope all 51 bl e stoichionmetric and non-stoichionetric fornms thereof.
SSoIvates(3 ee/conpounds of forrmula (1) and sol vates of the salts of the
conmpounds™of fornmula (1) are included within the scope of the present

i nved0i on. As used herein, the term"solvate" refers to a conpl ex of

vari abl e stoichionetry forned by a solute (in this invention, a conpound of
formula (1) or a salt thereof) and a solvent. Such 10 solvents for the

pur pose of the invention may not interfere with the biological activity of
the solute. Exanples of suitable solvenys include, but are not limted to,
wat er, nethanol, ethanol and acetic acid. In one aspect of the invention,
the sol vent used is a pharmaceutically acceptable solvent. In another
aspect of the invention, the solvent used is water and the solvate may al so
be referred to as a hydrate. 15 Sol vates of conpounds of fornmula (1) which

o o o L T o r o o " o o o




car boxam de,
5- Met hyl - 1- (phenyl net hyl ) - N- {4- [ (phenyl net hyl ) oxy] phenyl )-1H 1, 2, 3-tri azol e
4 car box aND2e(9/060053 PCT/EP2008/065104

54!\/!9'[2201” B@La@égépﬁ% g%/tlhglilrg%ntlor}/]@qseg erkyl Suéﬁl?lﬁgg |nm?1t hr%/et)a p%)gll_tlcl)n 2thg)t |tsr|r|1 azole

-[ (7- Chltoe a-p&bSIborphemﬁIppSl)l(DrBthia]Ogsn@ngcbrome{4 [ (3- net hyl but ypoxy] phenyl | -
H 1,2, €l azQl pv4 car boxam de,
- Met hyl - N-{ met hyl but ypoxy] pheny1}-1-[ (4- met hyl phenyQOret hyl ]-1H 1, 2, 3
riazol e-4- bxam de,
5- Met hyl - N- {#T ( 3- net hyl but yl ) oxy] pheny1}-1-{[ 4- (1- net hyl et hypphenyl ] net h
)-1H1, 2, 3- tcgi azol e 4 carboxam de,
, 4- Bi s( et hy[oxy) phenyl1] - 5- met hyl - 1- [ (4- net hyl phenyOnet hyl k1H 1, 2, 3-tri az
4 car boxam de,
2- @l pgﬁg}{%%pggdgﬂ orths [moier‘mlt'c}ﬂ' Rl [g%th@ﬂ,loxy) phenyl]-5-nethyl-1H1, 2, 3-tri az
car boxam
B| s(met hyl oxy) pheny1] - 1- [(4 fl uorophenyl )nmethyl]-1H 1, 2,3-tri azole 4
oxanildene aspect of the invention, R? represents hydrogen. In another aspect of the invention,

3, 4- &%ﬂ@bﬁgs@m@ew @?ll hyl dndhereddpett dithe (iAvertion aROkeptesdntPrenyikl: 14+ 1, 2,

| azol RbQ ts -C th r t
3, 4- [ﬁ RIS Aé r&e?‘%ve B RSB, e ri APoBergsRs AiY, 2, 3-
281 e'wvenﬂg'gzo Hs&éﬁ?'ﬁ%h PENy Pr @?@ kyl. g/%p\h nyaf

1-[ (3, 4-di chl orophenyl ) et hyl ] -5-nethyl -1H 1, 2, 3-tri azol - 4-yl}carbonyp
- 3n ORBIRYE@RY MHRERGER,; R® WD ré’é&ﬂ%’l\é}@ YBcPtter AIRFFRRERHRBH0dhe, two or

%r%glg?&%{%h%}%%%ﬁys]elegte%;owl [ (et hyI am no) car bonyl | pheny1} -

4-
4 Di ¢ oréphiky Oftehy RS *ﬁ"ﬁét hytsaigemu- [-CreRpY akiusb) é%r‘&ﬁﬁh 1%¥heny1} -
tri az@CQ—lz@H(GHb)@)xam-d)éCHQERhyl -(CH;)mOC(=0)R?,  -(CH2),CO:R®, -

{1 [(3 4- di @iy ﬁbg Pr@ot Bl ibrPes 08t By lerjdH, -8(SHhJo18PlcHTH,)OH), -

arbonyl) a
acetyl an Oi %gg NG or UG R R 2l iAo ¢
| e-4- carb a@ﬁ@% F3) 15haloalkyl (such as -OCF3), -CssCycC oaIkyI 3scycloalkyl

acetyl am noormwjgﬁﬂa](s&h[a(s&hﬂardlbrbdnoro@ﬂh@myl)rret hyl]-5-nethyl-1H 1, 2, 3-tr

zoI 4 10ggar bex
[(3©4 Di chl or opheny . (%Jy?hl?lil-of(%z%l??ydr oxymnet hyl ) - 2- met hyl phenyl ] - 5- net hyl -

H 1, 2,3- triazol e-4-carboxam de,

(3, 4- [bn@np@ﬁbpwm’éIehyve(Noer%%mwtsemww ontionglly substittad,/by ore or 2 3-t

zol e 4w6@hhm$arﬁﬂe(ﬂ>%ndérﬁl!§/%bb¢ied from:

({1-1,(3, gyt e capheay L] Scli@i: Lt o 1dubAad - bethd G bonypa

1 [(§54 o oh oréﬁﬁéﬁy @y RUSERPB oxy GHORPG TR et hyISHMERRT-- 5- et hyl
-1H1,2,3- tri a@lzb%(e@)%oﬁmﬁlﬁﬂoﬂﬁhw as -CH,OH, -C(CH3),0OH or -CH(CH3)OH), -
{4-[({1-[ (3, 4- deelo) NHPa@hE(G}LQJﬁHbYﬂ@)Fﬁ n@(ﬂdwzb NRRL, DB hikyI8F)|-C4shaloalkyl

20yl | car bonyl)

44({1-[(3, 4-di g‘%}’or ophen"%/( é)rré?iaﬁ Gr\kyé%%wé rOCFe1 S s9493KYL 612G ony pa
m no] - 2- (et hy? %@r‘%‘&@t% ¢ I\%? tRFPmO Orfuoro

54({ BO[ (3, 4¢di c-Iﬂskm&Btelpnlae,myslu);thlwbz}ol@ met hyl -1H 1, 2, 3-tri azol - 4-y1} carbonypa
m no] - 2- hydroxybenzoate 25Met hyl

{34({1-[ (|§P51g[ﬂe,c p%ﬁp&q $%' érﬂ%tnhf’él’ 1ep§esmﬁ hﬁﬁleng/‘l Onalé'sLE).stﬁutgd 'by'

yl I car bon
1-[ (3, 4- m @nﬁ@f%ﬁ@fﬂﬁf@ﬁé@%&vla@m(@fmr(&kgz}nﬁ@n'?qur -S(FRINFRandlor, 2, 3-tri azol e
4 car boxdii) ahe, tdedrtiitee groups mdependently selected from:

o L BE LS e, @'akﬁpgaew%tm " B BB Lt Jaioxd- 16ucAZ8b - otk AT bonypa
uor CH, (=D) c ( .
|8>Q%'5'13ﬁ'3n ;{'i)T?Q PRch Sﬁé)pﬂ)%ﬁﬁﬁm)t 5] - 5-

N45- ( Am nocarb
et hyl - 1H1, 2, 3- taa ésua;hcaérﬁbte pr AH(BIHLIQH B =(GH:

-1 (3, 4-di chi or @WWRP}WC})CE@I@WI -AEhdlp2lkA- tsuclazad ~8F;), -OC,ghaloalkyl

yl I car bonyl ) am z
[34({}-[(3, 4- dl(c%ﬁ%rg‘rgg %g?];? I\éﬁél{?‘?ﬂk% metcﬁ yCIoaIki/I gr halo? éSﬂCh rilc():rzca)r bonyp
ami ndP- 4- (et PER BHESYI ] acet ate, Met hy I

3- ({1 [ (3, 4-di chl orophenyOnet hyl ] - 5- et hyI 1H1, 2, 3-triazol -4-yl } car bonypa
m no] - 4-fl uorobenzoat e, 7

[ 3- (hydr oxynet hyl ) phenyl ] - 5- net hyl - 1- (phenyl net hyl )-1H 1, 2, 3-tri azol e- 4-car
boxam de,

40N 4- (hydr oxynet hyl ) phenyl ] - 5- net hyl - 1- (phenyl net hyl ) -1H 1, 2, 3-tri azol e- 4-
car boxam de,
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201, 2, 3-tri azol e- 4- car boxam de,

1-[ (3, 4- D chl or ophenyOnet hyl | - N44- (2- hydr oxyet hyl ) phenyl] - 5-nmet hyl -1H1, 2, 3
-tri azol ewo-20ashzam de, PCT/EP2008/065104

1-[ (3, 4-Di chl orgphen t hy| kN45- (hydr oxynet hyl ) - 2- (et hyl oxy) phenyl ] - 5- et

iyl - THL 2, ST | SoOREOAE LB RR RO )

25N 3, 5- B| s( hydroxynet hyl ) phenyl] - 1-[ ( 3, 4-di chl or ophenyl ) net hyl ] - 5- net hyl -

H 1, 2, 3- |hbhahet SspecCathenasntd, R® represents phenyl optionally substituted b

1-1(3. 4yl oy Sy TRE i SN | P11 B ety 1 -5- eyt -

, 2,

354 [§I)&ﬂe&rd‘ﬁ%émq‘?wm"[t%S?'QCtﬁ9(§*P5kyet hyl ) - 2- (et hyl oxy) phenyl ] -5-m
-1H 300, 2G3sdlkyl aokke- 4s citHhhx abisdikenyl, -Cisalkoxy (such as -OCHs; or -

g 4-Di chl or@@mmgml kBr )L ROT a(Grf)IoREt REHLROEN RS- &t hy! -

3- tri azol xam
chI oro 5- ( ha)?I ép nyl}j(cﬁ Pf' q qu(ﬁ;IHS)rOWhe(r?Mﬁl%gl )RS met hyl
1,2,3- tri aQ Br.-bd , -Cishaloalkyl (such as -CF3), -OCqshaloalkyl
- [103, 5 Di chl (eudplaengbom); h@t E]cyd}ud@kjlhy-d)@xwmhgyl pr Balpger ligdchxas) ey | - 5-
yl-1H 1,2, Gobll #410b@),4 car boxam de,

, 4-Bi s( dr 1 (3, 4-di chl orophenyl ) net hyl ] - 5- et hyl - 1H
3t ?W@?@&&@ﬁﬁa‘é ckadid
3,5-Di chl or ophenyQOnret hyl ] - Nd4-f | uor o- 3- (hydr oxynet hyl ) phenyl ] - 5- net hyl -
, 2, 3-In40btheaaspleet & tiainbentiuim Rérepresents phenyl optionally substituted by:

b 6 2,3-t |
o SRR S i« 511
,5-bil (de’@(?f Eeﬁﬁr9‘ﬂﬂ~?éﬂ en eT B eny Onet hyl | - 5- et hyl - 1H 1, 2,
|azol e- @) cénbakdnisgeh as -CHs), -Cisalkenyl, -Cisalkoxy (such as -OCH; or -

3, 4-Di chl or@QM@F@HQ)@){']OM&)ﬂ* hy@kBHM@Ct%d)Rﬁher(mm]z)rnée(mwl 1,23
ia

zol e- 4- car ¢
(CHs (Chis)OH) PNHC(=ONR

no% E‘I[’lgglél gc (:P'ﬁ)zrqgé? Sgly%rg kﬁO& -Ci 3hgloalk3|/lgl_(isu?h€s IZIC 3) OC1 gh oa?kf bonypa

34({1 [ (3, 4- Di clsuidr ephOGFeethydyploslkitet@FLscyElodlk, @- haldgerolsush yak} clioisony pam

i no] -4- (et hyl grabhsmasics, aci d,

5- ({[ 5- Met h@lr b&&ﬁ‘%} ﬁ%}gwa)s o}(JeIlZojre)Z 3-triazol -4-yl]carbonyl }am no)-1, 3-

10benzenedi
44({1-[(3,4-Dichl orophenyOrret hyl ] -5-nmethyl -1H 1, 2, 3-tri azol -4-yl1} car bonypam
i non@Azoilo aacthdr, aspect of the invention, R® represents phenyl optionally substituted by:

1- [(3 4- Q %hle@F&Ibhﬁ(ﬁ%@ﬂ?&rhby'slél}eLc{e%“fEcﬁﬁt(hﬂqzﬁGDQ@&ad@ﬂﬂ)r\ll-]ﬂéﬁﬁﬁﬂ%r - 5- et hyl -

2,
|| e or 0 le 0
sl P sﬁff’i?fékc&"’%iéoéﬁf’%@df%fza?&o%D&%ﬂ"LS%b"“W}phe”y“
[ (3. 4- Di chl orOp}e/NBHL Y| 1-OBSHBLRY! - wﬂz)mﬁeﬂwl“ AMm(CoR@CHDIR’] - 2o

met hyl oxy) phe %fklﬁdﬂ"(éucﬁ Eoy UH2@W|§Cﬂ4392@ BX&EH 2)OH) (CHLNHG(=0)R’,

1-
(
{3- [({1 [ (3, 4- cﬂ#ﬁ%\ﬁg enyc%‘eqq%,dﬂfet 3 legﬂkfh (Suc as t&lz% 601 shaloalkyl

20yl | car bonyl ) a
{34({1-[(3, 5- Di GHttoEsp oré- wplpalskylrrefaﬁwcyqlplalkylzorshalmw&ﬂuclzt as chloro,
yl | car bonyl ) ami mreiphe fybloet hyl acet at e,

{34({1 [ (3, -methyl-1H1, 2, 3-tri azol - 4-

yl | c bonyI @m no?aﬁensﬁ@ﬁ%%/:&% oat e,

25{3 {1 [ (3, 5-Di chl orophenyOnet hyl ]-5-nethyl-1H1, 2, 3-tri azol - 4-

yI | car borly hethehagnehicefyihe imeettion, Berepoegests phenyl optionally substituted by:

(3 4- E@l)@hb@f&@hﬁd&ﬁ@ﬂ&émbﬂs}em&eﬁd@ (cydy, coyRT Sh-opxy INHRE I Jor 5- et hyl - 1H-1

tri e
1- [(3 4- [@zﬁ fWAb eny ilespend? tl Seﬁﬁfd fio nmet c}/I et henyl) - Cgmat hyI oxy)p
renyi ] 1h 603 SR Gh ¢o% ChibosaaiiEny. -Creakowy lahch” 3k BT S
1- [ (304- Di chl or@ﬁmwtoﬁﬁa)hyl kSUGH )Ry HOMY-QCHRIRYI et(BYL)PBETY)R - 5-Get hy! -
H1,2,3- triazg :j;(@gh%aw H, -CH(C ézOH or -CH(CHj )OH) (CHz)pNHC( O)R7

vt or8 ek D an R i

r oxymet hyl ) oRam

[(3,4-Of hI'@rﬁB‘ﬁﬂ@ﬁ‘Wh@ﬁ]Oxﬂcﬂ@ [ (2- hydr oxyet hypoxy] phenyl) 5- net hyl -
2,3- triazole 4 carboxam de, or

{5-] ({1- [ (3, 4-Di chl orophenyOret hyl ] -5-net hyl - 1H 1, 2, 3-tri azol - 4-yl } met hypam
i nonenzenel, 3-diyl}di methanol. 40l n angfher aspect of the invention there
is provided a conpound, or a pharmaceutically acceptable salt thereof,
wherein the conpound is selected fromthe group consisting of:

N-[ 3, 4- bi s(hydr oxynet hyl ) pheny1] - 5- net hyl - 1- (phenyl net hyl )-1H1, 2, 3-tri azol
e- 4 car boxam de V\D 2009/ 060053PCT/ EP2008/ 065104

- I T N . 1 a r /7 A C1 1 e a1 1T T T 1 A1l A ~
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H 1,



20car boxam de,
1-[ (3-fl uorophenyl ) net hyl ] - Nd4- (hydr oxynet hyl ) phenyl] -5-nmethyl -1H 1, 2, 3-tri
azol e- 4- wanrhoxmnisde PCT/EP2008/065104

1- [(34d|chl ). et h N 13- dro met h met h Iamno)carbony
| ] phenyl }”§”°‘ﬁ%‘i$ﬁﬂec ‘Fi”ie BV loi“ B%Eﬁgé @”ESa‘?%BX'aRH\('Béa”y&M’S“tUteX

25N- { 1- [ ((8 oae diratipl indenshdently)setectagl ffons - (ﬁetthiD—zRi—prlctQ)NHR anadiord-y1} - 4-
(hydr oxy Iarm@émpg@deﬁgm&mygg@a@a f@®m:t he i nventi on have been found to

i Tt SCD et iy i 8ﬁm¥st FLOE SRS Bl BRALL N diplg)

levels, e.g I'ons caused

assocnsat ed wt hOQrI"@d)‘H ppég'ﬁﬁmlﬁl ' pi éc'ﬁff)e@p ‘é))gnd f(GF2kHEFQ)Rat of
whi ch the conpq;ah@tol-d)’(sucheaa DreOH, e@(Grh).Obt orusEH (CH;)0td), b(@é{z)pliyiﬂ(¥©)Rfem a,

hypoal phal i poprgt cmyer«msag bmw@g@@ﬁldrmae@@ﬁ BJURR 5 @hlohy, RESREBF A6y, ol em a,
hypertri gl yﬁozrl %eﬁ%t?"ogpﬁ(wﬁygégr Oa(?)c ol ésterol enia, angina, ischenia,

cardi ac isc infarction, atherosclerosis, obesity,
Type | diabetes, Type Il diabetes, 35 insulin resi st ance, hyperi nsul i naem a
and mét abo Iancthsyamheonm‘ th€nhentionard reprvessats @rendi aptiasally sUbstituied oh: t he

CoTBoUNA) Oho RS RN o ACHREULR! AUt vascul o
vascul ar (5) { Hrr‘f? d(5‘|"’ %’ 5@%%@@8%{& ’ ﬁf) is. Qther diseases or

condi tions (%cl@@'kﬁép@ﬂlpb 3% e&itbsi sCr- sﬁtkﬁmeu cohellkaxy s{stigh oRe p&tGitd $r( NASH)
and ot her di seadegH j0(8HeM), t cOOEHGRTTUI-CHHROOf=0)RD] dé(CH@)n(Dbe:d))lR\?er CMD

2009/1?60053PCT/ Ig M/Qﬁﬁ]ag‘ld:h@l—? @m grf CEIJR%HJM-?)M('GP—B)F, (S be
o gt s, actar B R

inthet yg
ski n agei ng, B f' Mk h
production @ s@@rzebl ons from nucous rrenbr anes. 5The conpounds of the
invention may also be useful in the treatment of cancer, neoplasia,

mal i gnanqxangﬁ%p&t %ﬁﬁ&thérﬁ@ﬁ‘croﬁ R Hﬁéﬂp Bt sub i Glppgenesi s,
hepat R of th ‘\97’“ Pg ful
i @”?feg{'nﬁegfpuwnqﬁppad%@grﬁe{%%%@m Gt rieeC w:gﬁ AT e
(AD), cer@tuCa).Calry FG(=)dhigi-Ofed INHGHEAA} (= @r)Nldéti'dHurl-@F&)Blbl@th@d anilfoh Down

Syndr one (((\pk, Wo,qhké@rgr&%r,ema@rﬁ@tge@téyf&e@ses characterized by the

formation omgc g%(ll n%)ehf ar%bpl k: ldﬁ-ﬁgﬁo)”prg I—Pﬂ“ Alééf%dq\cbbt)@ n the

cont ext of ent’i on i ons used
15 herein are c Hp.n GO HErCQZ"NQﬁhaI' BfCht@ no&@"b)ﬁ@"h’he@'dpy 171h
Edi t i26n and/ or @HMH@F@)@HMM( Q)Gidsi-OCelaIN(GH 3 )af - CEEM@H&&T HadddenEduth on
(1CD-10). The vayifdte, SrebioyReEo), t he di sorders nentioned herein are

cont enpl at eﬂ) a (Bpart of the present invention. In one aspect, the

i nvention p 3v 5% conpound of fornmula (1) or a pharmaceutically
20acceptabl e salt thereof for use in nedical therapy. In one aspect, the

i nvent i orin phothedaspethef this mvedtion, RO rapoesed tsofhehgiraptibaallyIsubstitutad by:

phar gceyt 'dh%' ér%ué‘?r?o%%ﬁ%rﬁ RldetddngsRold,Ar é@?srﬁm”ébé‘@}l—wﬁ:@fc@cm -

nmedi came trea ntin eas |
suscept i br'e 6Cé'ﬂ<’er{:¢):bg{\lﬁén f)ﬁﬁ%é( ﬁ@'@é—i (= HNE ‘E:g?a @Bect he
i nventi or{")mr@\nrd\e@gtqwsu&ep@m ently gpigeleAdrost formula (1) or a

phar maceuti gl | y:kess:oeptelbj)eHgaL@CHaeree5H4f0H(CHQ)e redE,LREt WCie,AE(=0)R?, -

medi canent for ﬁnd/ oH, Heve@tH BY. aC@ﬁéCl-ﬁg@H' as(t(% eblHn a@gl ng,

i rgbeféi"p'gﬁm% i %ﬁ%é Gl SR osmrabitas

and/ or non- al cmmrpcbrgmatr(ﬂherpatl tis (NASH). |In another aspect, the
i nvention pryvieesokhe use of a conpound of fornmula (1) or a
pharmaceutically acceptable salt thereof for the manufacture of a
medi canent for treating and/ or preyenti acne, psoriasis, skin agei ng,
cancer, dySnpibeaanpest Ogﬁ‘?éP&’E'PEr%sfeé)res’?%F%@lﬂ”Nh ptiogply sifistituted by one o
hy periOnsuwbr@dstd grabppe || di abet es and/ or hepatic steatosis. |n another
aspect, the invention provides the use of a conpound of formula (1) or a
phar mace p | e t her u f

rodi camert. o BESRY et aisn. RS EReso Rt prdRy PR AR B B & e
i nvent i orefQBY9@ERS-a conpound of fornula (1) or a pharmaceutically
acceptabl e salt thereof for use in treating and/or preventing a disease or
a condition susceptible to anelioration by an SOD inhibitor in a manmal,
i ncluding human. WO 2009/ 060053PCT/ EPZ008/ 065104 I n anot her aspect, the
i nvention provides a conpound of formula (1) or a pharmaceutically
acceptabl e salt thereof for use in treating and/or preventing acne,
psoriasis, skin ageing, cancer, dyslipidema, hypertriglyceridemn a,
at her oscl er osi S, obe5| ty Type I I d| abet es, | nsul | n re5| stance

o o o o — I T T

Er é’se



Since the compounds of the invention are intended for use in pharmaceuti cal
conpositions it will readily be understood that they are each preferably
provi ded wo 2msb@ati al |y pure form for exarrpl e at | eaPCTAEPAOBO6HI4 NOI €
sui tably at ast 75% pure and prefe ea 5% especial |y at |east
98% pur e @%Ofiﬁ@awcaogrﬁpgrhv[enmf 5 ?@ﬁ?” SH%%F%F?S ﬁ‘ﬁd?%taé}oéﬁa?aﬂf‘gtdﬁé” of
the conpdbemd@sind@pdstionsad-GroPHireeparing the nore pure fornms used in the
phar mace(tjﬂb TN _CONROSMt i ons; these | ess pure preparations of the conmpounds
shoul d ¢ ain st 1% nore suitably at | east 5% and preferably from
10 to 59% of a paund of the invention. 10Processes for the preparation
of the conpounds 9f fornula (I) formfurther aspects of the invention. R1,
R2, R3, R4, R5 R6,| R7 and X are as defined above unl ess otherw se

speci fied. Thngyghout the specification, general formulae are designated by
Roman nunerals (1), (11), (II1), (1V) etc. 15l n certain instances final
conpounds of formula (1) can be converted into other conmpounds of formula
(1) by tashRbmeesserovnthtnehos R'Ms bhen@ktibsthed axm@rhéeta positibeXyht is imci d

subst | t“%ﬂé§g%€’1ﬂor?§n&91%dp%rré E&’s c91fﬁ1satt iR t%% B&mﬁcﬁf Pycg(%ill jge techniques. In

a general SS, ormul a represents - CONH
and R3  HOOr epresehys,, whereinrepresents -C6 _10aryl and Y represents

- Cl_6al kyl, y, -0(Cl1-12).R4, -Cmal kyl OH, -(CH2) nC2R5, - (C=0) NHRG,
- (CH2) pNHC( =0 0O(CH2), I NR8R5, -001_6hal oal kyl, -C3_6¢cycl oal kyl,
-0C36¢cycl oal Kyl , hal ogen or -05heteroaryl, (formula (la)), may be prepared

accordi ng tlHOreaction schene 1 by reacting conpounds of formula (I1) and
conmpounds of formula (111). The reaction is suitably 25 carried out in the
presence of a coupling reagent such as HATU or EDCI and HOBt and base such
as DI PEA la@naibenaspeckoidhe tnamt@nsEi?mﬁ%e@tﬁdweaxl wketitptedibyabbyOlt r oom
tenpaoature to 4000). Schene 1 Accordingly, in one aspect the invention
provi des npounds of the formula (la) by
Feact i ng A oReagaitql b iishuBl TP ALA Breth T ind Re v

2009/ 060053PCT/ EP2008/ 065104 are def| ned above, with a conpound of fornula
(111) whenena aypeptdf tisdwentiom R°Heprieses hydropen. an eoetpei arpeageirine invention,

de1;1 i ned2 FCorsprasaas -af, Al mal @ndtﬁér)afsmﬁyt dfethprigyestion, RT esprédants t@,. 3é|];a§\|fcun onI
sche SR V, n mul a
(IVb;I% The@s%egc S%ﬁg?fghgﬁﬁ%% R rrer)érg%éﬂgufc Mr? @hﬁp&eggﬁﬁégpggﬁ%asetﬁgch as
pot assi urMEaHRY rgpreﬁergs @’ ol vent such as DVF or DMSO (suitably at
40-80C), and is foll owed by saponlfl cation of conpounds of forrmula (IV) in

basi c conﬁlloheggﬁe&uﬂthear&/eﬁﬁm mﬁrby@éms Aedroferd |6 dhbtabl @sp’é@ﬂ ofeRd invehtih, as

(1 undy dReRNg ottt citSher depe oI e g, B BIPRHEES St Lccvgfﬁng to
r eact?lon 9§‘€H@H@SBG%P‘C t%%ldﬁ"eﬁborb RGBS St r(r’ﬁﬂ”?ay I"!/zi’)"o ﬁaaé@ ¢y of she

pr opynoatirveintiom Ruispesketss6hyatiniOld umharasheztadspead]of tiiee neértion, Rémeebreserﬁ@r | owned
by S&pOﬂI?-Q@HI on of conpounds of formula (V) in basic conditions such as
sodi um hydroxide in a suitable solvent, such as ethanol or nethanol
(swtably at reflux 20 Schene 3 25Conpounds of fornula (IVa) may be

pr epar ed 2089 REPSHY O %E‘S‘er‘@@@f'iﬁbrﬁ §§W@ﬁ@‘tgﬂb§[09% Ip apetheiopsPSEt Qfépr‘l%SV‘IVe’Hé’l”r de
chl orsne RirrepresentseC {dIkyl. Wi arvotiserdispestat theanvemtian, SRIi repleisents eCMeetbylth as
DVBO or DWVF (suitably at roomtenperature to 80C). Schenme 4 30 WO

2009/ 060% one aSpeE(’:rt 01( Me)invenﬁgr{/lgpr%gr%gérﬂfsﬁ1(9rogen In another aspect of the invention,

R® represents -C.salkyl. In another aspect of the invention, R® represents -CH3 (methyl).

30  In one aspect of the invention, R® represents hydrogen. In another aspect of the invention,
R® represents -Cy.salkyl. In another aspect of the invention, R° represents -CH3 (methyl).

In one aspect of the invention, m represents 1 or 2. In another aspect of the invention, m

represents 2. In another aspect of the invention, m represents 1.
35
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defined above (formula (Ib)), may al so be prepared according to reaction
schene 5 by 5 reduction of the ester function (Y = -(CH2) nCOOR5) of
conpoundswof2odsmsmsBa (VI1) in the presence of DI BAL- H i RrCT@Pt08065104

tol uene. The reacti?n i,s syitably carried out swtabltcﬁ sol vent such as

THF at r dBRNE 8R4 8t thednvestipfa ferepresents & d ¢y ¢ H‘g‘? TSRS OhEIE I9¥GIEER: 1 he
i nvent i orrepresentsl8s Irmamtigrexspettof tmmmvgmtmanaepr@aerds 2cbrmmirrm‘sasoecttdiéhe

formla (ihfehti®y, megrebhen. af additferes V\ﬁé‘dﬁt of thaGhvedloh, ¥ reprdsehtd)on COORS)  of
15conpounds of the fornmula (VI1), erein R1, R2 and Corrpounds of formula

(1), wherein R3 represents are defined above. )n-K H and

defi ned 4b&0® appest Hfﬂhﬁ InyeRyion. Rygprasentsie pr @d'rh%’t%rﬂ%aﬁ@e‘ité’f He4BY§NSAN R hene
6 by sapoapresers i2om arfothdreaspsttenf theimventam, O Yepres¢r@bid) MCDORTr aspectarfploainds
of the fqgxyaatign,(PMebleséRis. basic conditions in a suitable solvent such as
met hanol or et hano suitably at reflux. Scheme 6 WO

2009/ 060053PCT/ EP2008/ 065104 Accordingly, in another aspect the invention
provi des '8 ope G6e_Y of de tMentidine BALRIEFYHS df orch P GNAAST Bsrachel therimAndon.I ¢) by
saponif i aapresentoD. Intemotisl @spdat ntthi inveation; g-réMidRemEDORG) of conpounds of the
formula (M1), wherein R, R2 and conditions. are defined above, in basic

defi ned ove fq nul a d)), repare cc ti.on schene 7
by 1 oact ot chBaatsts by il Inerug wﬂﬁ@mﬁiﬁaﬁ eseo st s
wher ei n Rlevephelsemthe skiled perpn wilhundasstgpe §1ah e thef peimeitations ﬁfgthne@ége,@ts okuch
as HATU, ddeBibear afeDwithin ahel sgopa o€ tisaidvedlas THIUBEA Do NEt thderst@ods that atd e

sol vg t é:é'én@ﬁ]v% écH/'eran é{on%l ét%@c;f%[mﬁfl@td%% é’nt%qg)exeﬁg) rbu

Accor not a e |1 nvent oV|, rocC % ?1]

or opar at sRcied BBt Hes SR TPlse it &nﬁu?%oedﬁj Evewé%w 5B G goRauD P

fornul a (fomula heberein mepr@nm%i% ahsf RivedresboiseCHwi t h conmpounds of

formula (VIIl1) wherein Ris defined above, 20in the presence of a coupling
agent .

0- ( C# alkCe am&_?na%;):%lds of forrg%llaf(g mm.YI exi SIH} stewﬁ)gsoarinenc If:%ms (e the may\&ontacp Wi s
def i af%“&xﬂé ne6r 'i“él“e(”l'cta%r Orhﬁﬁp R EUS) SESPPM rﬁde?%'em%a%hene
8 by reachaahgeommsr)m@smfturbsmmthasela@ laclddexbwpmlmnuse stodeoomihen pfédent The
reaction ihensioh.t akd MveRiohl £Eb et toicBnfohBatin@Fi8HmErsadf cBnpeURld dfdormadgent

such as HYTHPaM, DRIRCEHC A S P AN BrBll LAOLE, SahUERke SUTkoaE. OV

(sui tabl tection

of corrpo&WH@rSB?OdftB?hﬁFPr&pqws\Mf fermalanfl) may sistin F%‘tt%ﬂer}qdor'@%loﬂ"ﬁrdfr‘\arl Hhahc Ot .
30 Sehenesh8wn (ihXhe {oBhuleadkd GheseHareAalsoridtindéd/ ,within éheosbere af plee tprédeat

i nventi onpgineyh des a process for the preparation of conpounds of the
formula (le) by reacting conmpounds of fornula (I1), wherein RL and R2

It will be appreciated that racemic compounds of formula (I) may be optionally resolved
into their individual enantiomers. Such resolutions may conveniently be accomplished by

30  standard methods known in the art. For example, a racemic compound of formula (I) may
be resolved by chiral preparative HPLC.

It will also be appreciated that compounds of the invention which exist as polymorphs, and
mixtures thereof, are within the scope of the present invention.
35
As used herein, the term “alkyl” refers to straight or branched hydrocarbon chains
containing the specified number of carbon atoms. For example, Cssalkyl means a straight
or branched alkyl containing at least 1, and at most 6, carbon atoms. Examples of “alkyl”
as used herein include, but are not limited to, methyl, ethyl, n-propyl, n-butyl, n-pentyl, n-
40  hexyl, isobutyl, isopropyl, t-butyl and 1,1-dimethylpropyl. However, when a moiety is
defined such that alkyl bears a substituent it will be clear to the skilled person from the
context that alkyl may include alkylene, for example methylene (-CH,-), ethylene (-
CH,CH,-) and propylene (-CH,CH,CH5-).
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S5are defined above, with conpounds of fornmula (I1X), wherein Wis defined
above, in the presence of a coupling agent, followed by the deprotection of
conpoundswof2odvmmsBa (X). Conmpounds of fornula (1), Wh@CERP20R8/065104
representsis defined above and 10 Y represents branched -00 6al kyl OH (such
as - C( CHY'SoHfed PeetaIiae (“Frﬂ))ﬁ"k%‘rév beisr OpslFAet X PRI 'PWW@%&Q’%/BW'%MWE
9 by r eaconiaininpimecpadiedhurhbemilcarbowiatgms and b dy@iosy enewp. ofor@xgmblet t@n of
net hyl nmagReSHIMeBRHIsBBighNoMbiantisdd dIRRIcBnRInIKPATeL& M ehatad hdsPB, edrb&PC) -
15 Scherreatgm nQesPr di ngly, in another aspect the invention provides a
process for T Ae preparation of 20conpounds of the fornmula (1f), wherein W
and Y2are defined above, by reacting conpounds of fornmula (VI1), wherein Rl
and R2 arle ctefdspect alibe énventiorn, Hise peres Gtk ldT rafiess Hy Istraigghbwiracarboroohales WO
2009/ 06005 3RArTAEREADBAESARHiber (A EBAISALIrAS ah @8 Ykl HroupMier b

represent si s ned _abo and Y represents,-C mal ken (f.o rruImB%I’_C1' ma
[ v . - , y

e br epardlVSEE gEdng oL AR cortERRE RN %ﬁ%‘gﬁﬁ%%%&%@ﬁﬁ@%?w

fornul a (R1) N wrenaskeckbribe igvendiogolthy ity ghaimeiry®-atyldsiism steightie in

THF (18ui thgbtogadionr craain tcenfa@iray thee spacified 6GGher SCloamen lftoms arbOaomyeioexyts of

the for "‘{;Lr/&d' g), whereinand Y are defined above, by reacting conpounds of

formula (VII'), wherein R1L and R2 are defined above, in the presence of

met hyl magnesi um brom de. Conpounds of fornula (1), wherein R3 .

r epr esentAs useddtergindhatrive atkgayl'1sfers tepiraight or SranclieP phain byaroyarhon chains

-( E:HZ) no%g&)rﬂﬁg ¢He)smdif?d(rim1)ber o%%;ar?m Eroa;samﬂﬁa@ﬁrmrz@ragddgbler B@ms':ﬂggr f

scheng 11,0y, ree@t_s;?ﬁ@nﬁméa%%%ﬂa t 8 braféh dOJIQF BhthihRy aMdd foafﬁla%]lﬂ t 0

t he for a )?I’), erejn represents R4 o 5, 1Nn.a suitabl'e sol vent such

Lhe Formie d s FHEATSHRT ABVJS SNy FraiBblEs (5 oAkpRimes 4pes a5Tero

Schene 1include, At cardi mayl limiteidntoaredhanyt, beedudethenyl.i proeyltd-ene, pi-ovopdey. &-

process ftakeryh)@-neRarasdrtehyd f3-petitaryinBonsns-2butehd dor Grhaxkayl(| h) , wherein W
and Y are defined above, by reacting conpounds of formula (Ib), wherein Rl

and are defined above, w th copmpounds of the formyl XI), wherein Ris
def i %d dBovred hayn JlHe & %%bd?f%%b@é%@%ﬁ%ﬁ”%‘?ﬁﬂ@ﬁ@gy Q%OUPcﬁOH{ﬂ'rH”Q 1),
wher ei n Xhe epegtiehnsmbiiHODcadnd #8mMs e pr@sernwple, Cudatkosy mashanal siraight or

del;1 i nedleztﬁa@h@wk(o_éd} QFdu contdinihg aFﬁa}éstbﬁ, é?fdeéi&ilﬁ@éi @@ﬁ@bﬂlaﬁﬂné.OEkﬁ?ﬁlbs on |
schene g [ S r . mul a
(1. TARG0E S Uss RO R bR RECHRRA ) Iney2hY, REBEUAIR prbanl B
reagent SV¥HPEHEXSHATI-Qd 2N eRYBropuAxYa L DEDZIRMIMZ-2X % UPABYeab N8R Ysuch
as DCM orTheleir(t of attadhimenaay beronttbepreyrgenor eatbon 40H0) . Schenme 12

Accordi ngly, in another aspect the invention provides a process for the
preparation of .co ot:fllgqs of 0 reac Qun

Pormul a (3 v5pe (PR el SLIHICG i) g ncERE Lo SRR (%),

bromine (bromo) or iodine (iodo) atom.

30  As used herein, the term “haloalkyl” refers to an alkyl group having one or more carbon
atoms and wherein at least one hydrogen atom is replaced with a halogen atom, for
example a trifluoromethyl group and the like.

As used herein, the term “cycloalkyl” refers to a saturated cyclic group containing 3 to 6
35  carbon ring-atoms. Examples include cyclopropyl, cyclopentyl and cyclohexyl.

As used herein, the term “Cs.ioheteroaryl” refers to an aromatic cyclic group containing 5
to 10 ring-atoms 1, 2, 3 or 4 of which are hetero-atoms independently selected from
nitrogen, oxygen and sulphur and the remaining ring-atoms are carbon, e.g.

40  benzothiophenyl, indolyl or thienyl. This definition includes both monocyclic and bicyclic
ring systems and bicyclic structures at least a portion of which is aromatic and the other
part is saturated, partially or fully unsaturated.

12



15conmpounds of formula (XI11) wherein Wand Y are defined above, in the
presence of a coupling reagent. Conpounds of formula (XIl), wherein Rl and
R2, are owbizn@deaisove nay be prepared accordi ng to reacPCOEPI@RORHIL3 by
reacting co nds. of formula (XIla) in the presence_ 20of brgnm ne_and a
base such“‘%gg%gf‘ﬁ"se& uhe HGE o%rV'dé“f?aﬁ‘Saa“s&fQ%FeC%rBP%Pﬁ MRS ige Wgfiaipion

(sui t abl yn@wdes0both ongdyclicSehd rhicytl: ridDNyStenE And KjowclicRelrugtiKes st Reast a
Conpoundsyopffonf &rwRittis(akbmalic aMb eiecbtieMRdartRtsdraateal padighy SremingbesteuE®d. be

5 Sk AU L S R ol <
t errpe|5at (Feeleny 0??%{7@’8 fH9re,n¥IaelﬂeryhaW P3Pty BRRADFAN PhRMYcet onitrile on

ice (e.g. -5to 50. W 2009/060053PCT/EP2008/065104 Schene 14
5corrpoun(i§(aﬁf Iéshgf fh@fe%'ér Glcdubs k1Y@, fukyy! Qhﬂen(yV' dylrdotyl,( b%}ollnfllxI )im%@Qol&le 1)

are commefr own in
the liter% u % thaaz cl)’c'ensdagzgﬁliz;@ Ogy? ?%%ﬁxglk ﬁog éﬁ?n% ‘H'&gpf X chﬁ hds of
t he for mifiazoy Iﬂ)'a%@'lﬂe RyFaar @W'(B/éc@y'ﬂﬁ'%g"yi o PYiBIdgwh e PYRZIP¥actulle ”!é'chema
1. 1QBur ttbtesizotist aribAnylor azepiypr eparedinydn tblazegngoudidzepidyl f @andultisiatdiipylar e
];rgyngel B Hehﬁ'nﬁd‘a%m es |RBchiHBly hr% ‘?u'nfb%fzé ndm'l/'he qRABUBES), Of %Hﬁcgglgilﬁgt' ]9”
excam e SR eoiopRNE A RRR TG RrLBRr R Gty 8U ERRAIBThas.
Li brari esilmadr@cwméglﬁwls lsinzptieazotyls epfith@imigay benaopiraphr eenzediogeriovtbindatyor i al
"split armhdmdothdoppr oach or by nultiple parallel syntheses using either
sol utjison phase or solid phase chem stry, by procedures known to those
skilled in the art us. accor di to a further aspect there i rovi ded a
conpound TiABFPeEb DS THE T I ERAT nb i g ST Eh @ O RIGH TR 1965 Those
ski |l | ed iaentafrengptringtatomapp? oc Baafevhithaare) heterratpme raleaendentip Seleoteg diomls  of
forml a (HifogehdbBiyes ahy 8LIBBurtd1eIrtee terhdiniBYin§aitdtes 8RSarYNABY. B%azdRsi rabl e to
protect one or nore sensitive groups in the nolecule or the appropriate
internmediate to prevent undesirabl e side reactions. Suitabl rotecting
groupd fdis Yred %@BT‘EPW”{ Supsiduts e@%ﬂs 1o Hvksitutian “@Péh%ﬁa%@ég ISBWBW“ £b
t hose skidubstiuénis,trhdtile degneds nhgulstitutisre deing aboveashurdessi alimeriviseestated.. See, for

exanpl e, FdPriRd aesiiaedsoatuBt, ithe CrBRMEpBNBEMGS hitanYhat - Mer&rnﬂﬁaeh&nenéD GM

}’V‘Gtezré‘]%’&g%/ﬂéb%}f ﬁ&s&&llg%ﬁ?%l%x%bef 35 Ble{&@bﬁtﬁ’&% thS’%’e {Gg;lmg??t%' ég}foups

i ncl ude éE‘?Pam9Béd'ﬁP@PECtl ng groups (e g. fornyl, trlfl uoroacetyl acetyl),
arongbi ¢ uret hane type protecting groups (e.qg. 30 benzyl oxycar bonyI (Ch2)

and substAst Us& helet, th@'tbtﬂh%h&m‘é&&]tf&éﬂ}ea%é&&ﬁé | gadd euaﬁn.&cﬁma which is
9-fluore thogﬁcar on t - but yl oxycar bonyl (Boc),

|sopropyl%§z§}%g% 9Tma"ceyﬁ?%?{8§<y| oxycar bonyl ) and al kyl or ar al kyl type
protecting groups (e.g. benzyl, trityl, chlorotrityl). 35Various

i nt er mediSatite of comppaunds oﬂﬁeﬂular(l)t\mecraém\seﬁammormjeedw pedicias e those wihieregn but
not. 3o tfel (cBufFibRi s ComBRYREEally [ ooBbbasiel| Miwelel 3B (HhvingOnghi tute
a further has ectt | %[R asent tﬁ\o fg 0053PCT/E 008}1 065104
The conpdliAdeeEH "F%P’rﬁﬁf’ g 08&’” B%%[Pn%[%m‘l” il yo%?c% t RBTSENSYEV9Y: Pher eof
may al so e¥empiedor wﬁec@ﬁrmtefam@tewntthedﬂtrwatt%@ agibert sampeyweds ©f famuila (1)

i nvent i orandhhisir piddpmiadesticallylaczeptablehaitsaspect, a conbination conprising a
corrpound of fornmula (1) or pharnmaceutically acceptable salts thereof

t oget one or further, th eutic und t he
{noer orfdiable iR Et ALRORRDE SR AL TOPRAT N (BLHSe SHER 4B AL Ry ent 5.
Pr ef er r ednalésr fgseerenplexgeidt gdditian sa@ltsetarmdd fwithminorganid seids &ng.i yeirddhiasic, of
chol est erWHrdbSdrﬁlE: ulriASS eitrRSEr ﬁr%ﬂil?omdﬁb@@l 4% 8igank ddMs 6QAsHCINE Raic,

i nhi bi t or Hafibclit? tict f rPéfSla:cﬁ‘?rﬂ Va%@tﬂzs %A%;%\tr?o@enz =cp8ér%!n§8ﬂ?6 ic

proli ferar?or activafed réecep
i nhi bit orP" OHJGEH%'fQE'LCeF&ﬂth%B'F%N Fihanfsriietoer ngbhihgleass diopic Qftht h@i‘ieé

i nhi B0t ormongpharmacugicallyi arceptabnsalisne.gx okedaige, megibe, usad, dot exsmplarnt thean
i nhi bi t ons&énoﬁcc»flce%ouﬁ&wbter@hﬁulal(l)%uIatré asfoet antid hNeAtop&bf Hid PRntion.
cannabi ”%eqer%né‘é‘{s%%)d‘e BB %é°§e§ ?%hﬂ rﬁeé‘éi'e?éfﬁ%% 1 gyher preferred

t her apeutic agents are sel romthe’Tist: @ corticosteroid, a vitamn
D3 derivative, a retinoid, an i munonodul ator, an anti androgen, a

keratol ytic 15 agent, an anti-nicrobial, a platinun1chenntherapeutic, an
anti netabol ite, hydroxyurea, a taxane, a mtotic disrupter, an
anthracycline, dactinonycin, an alkylaykng agent and a cholinesterase

i nhi bitor. Wen the conpound of forrmula (1) or pharmaceutically acceptable
salt thereof is used in 20 conbination with a second therapeutic agent the
dose of each conpound may differ fromthat when the conpound is used al one.
Approprlate doses Wil | be readlly appre0|ated by those skllled |n the art.
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The invention al so includes a pharmaceutical conposition conprising one or
nore conpounds of fornula (1) or pharmaceutically acceptable salt (s) in
conbi nat WO 208%de0@AEe or nore exci pients. 5The conpounds POfi/EPR@SIOMENt | ON

may be adm nistered in conventional dosage fornms prepared by conbining a
conpound Qﬁ”aﬂ%@feﬁ‘?v%mﬁ%ﬁdwof #rw%ebmyﬂﬂw ﬁﬁ@eﬁ?&'t@ﬁl Saitarvv'%e%e B M uent s
accor di ngauiyateotsv ehthieoaeitl. pfFlog edeseet invehtiork insludes rwithire itarscopd Hadlspossible

pr ocedur egoiefymétA @hY forisididhibmétfigfitmathdrgofand conpressing or di ssol vi ng
the ingredients as appropriate to the desired preparation. 10 The
pharmaceutical conpositions of the invention may be fornul ated for

adni nPst reAVass eythafpmoeypds obiRemiladl e sahedes ¢inthg selis /f Kgaganerpunds obr al |

t opi cal dornpaa 8pareriadiudedinitiiirs theastcopen ot tbe pearseat isvéntiohudi ng humans. 15The
conpositions may be in the formof tablets, capsules, powders, granules,

| ozenges,, cre or |iquid_preparafiqns, such ral or steri]l nt er al
ol ut Pon oSBT b Rt USRS I 103 comthel, A aBhy sRletfisfaibl BrREL 6071 51
may be pracsifedg taig investion. gsoamesnd f fafmea(ls or 8 salhtheres?) anska eiventeprch

oi nt mént sobedtseyethe pugmaise df thednvenitipm egiyaioe thtatfers gith ¢fee A0lagidalaetidsadfihe and

nmay cont aioit@PExARIA & SMAMENIAR indfdL! bYiesre SR NinfRd RbeRSleY.ahbieRol,
sol vents netration an ment s ad;\c;%crearrs.

0 assi st _dr.ug p. empl l.ents 1 n,0int

& eamn. 1SRty PO AR T Ih T B0, ED AT ToR ndB BPPER Srdhie

pr oduct s,phagmegsutically acaeertablggelvenledn aretherrspaciceldhe iventiaw, ia solanhepedki n

cl eansi ngs aatemanagiegphie maRpBdIde reftsred thas adiypesd.t i ons can be adm ni stered
aﬁ a 1l Inse- of f prodgct in a h: gher concentration form _sgch as a gel, ?ndh
then a | eaye-on product 1n ower concentration to avold irritation of the
Skin. EachGio ALERMPRHE of domeie (M VRCRBoRBhI RbSES 8t Msisear'y ORFY | i
the art, vwheceintthat selwenigesphaipapeuticalli egceptaipierr Haweveri sobyaissr havdng men-

Ehgr n'&CeLBhiaﬁﬁéceQm@IQdecbpl_@bl@;sdIMté areentthionhe 36ofd Bt MRNBres@itanvention, for ded

ydr ocar - has a nde
dr ugs, %%%w@%ﬁ% e bl B AL e A LR, SR b RS
appl 8d HheipPRmer?Wickllysrccgpiap P Gel formulations are sem-solid
systens in which a liquid phase is trapped in a polyneric matrix. 35 By way
of non- | iprbdiugy B XA BbRpolide &ifBIMBAYS i@ ¥hdRfRbakithi®PRR StopdDsfehs YEgphobi ¢
carri ers_ﬁ\%lnggrli ed from for exanple, white soft paraffin or other mineral
waxes, liquid paraffin, non-mneral waxes, |ong chain alcohols, Iong chain
acids and silicones. The ointnent nmay contain in addition to the

hydr @SholAscusat hereins ts® termhjmtodpbi hleaos Gacompowtnd4d@hiskelie comeerfedowithif dine

exanpl e, RHOPEIENS BlHER,isARNhBObYEY hikkEME &5tYE Obrrh NhEORRE i@ eMebR. an

appropriate surfactant/co-surfactant system. .T arrier sigd i ons_of
The’ oF e annareEEa Aok @B ot arees bt '{Aﬁ’?gﬁfqucm_qde%@@’aéﬁ?ﬁm " and
an appr opsi Meve! efivaiy SyRteMso Yot f14celdhe Ay st SymAosiugbRpiigfaenein FdardBher
carri er s/RopfippetnBoraersite &arfigremn Dihay D¥y200860G008AGacER2808506a M6
elxamb_e, PR SAEN Bhaoh 98ﬂoaﬁatrreg.ngls}é§QJ, %4. %ﬁdn?ﬁ?ﬂpﬁé%@“ﬁf&ov@@&al

0Ly ST i AR Sefon SR Oyicome Ty BRaree of BRYTORa AtvaafH: Drug

si | i conedDelivei-Raviawsoll 89801 4@etS-13th Ereisuas angyartyyconalpnivf bandgesaEsieethat

f or mul at ediesé RYcorBpgUNAPYT stlat@Boll) Br vied yenabeshplodryyy Epxdemestdegltycol and

water wth.a gell| e : |l . itabl ¥
corbi at i%a@“ﬁg#dgh%?%@oﬂﬁfﬁ%@aﬂ#ﬁr @W RS ARy aaﬁ? Fugt
glycoP ardtPaGeTeAiHAIgRtCIRaYER 1BV Yis ParRAt GPRPREME  Profdgm Mbt i on,
gel , and indiedd, ifdregxaomte, faamphendscaintpisi igeendomuihstain hydroyyl gemine g@uph@re

nDi st ur i ZoRge@ ety Galp BtatavirlaaniRRRIred 04 phtibrt Zd188/c8 36 RdrmStHE hya@®xy or
ceram de’ahnm%ggﬁgg.' mhst, g&p‘?é’%%'iéﬁve e&%@%@?‘ofrfb odrb%:oi'n@ﬁ&&é%ﬂ'a?@h{% ik ) 2
m xture there ra rophilic nolsturizing agent such as cerine

hyal ur oni%‘oéﬁ?%‘?t%oﬁr%%r 855Piendemnais| 3nd g'i‘%ﬁ’, t%ﬁ’éﬁ‘{at‘ﬂ%t%wr%i and

ker atd0n aminefuaciias| gmupsa ohthetcompotuids efdérmulbThe conpositi ons according to
the invention may al so conprise conventional additives and adjuvants for
der mat ol %o%@?hon%?& | 'a%g{alt Osnsr{en%'aqg %f‘ld pcra%aa%a\l/tg% 'n\/aﬁlS be %%&i\qs.inoqheﬁ)rag\ﬁr'?‘ rﬁ;zl?d as
pH buffer ex IBI ent Seand anti oxi Jant s. e present P ivent i on enconpasses
adni ni st rAA{Bnbei Ayrolypahie derdil patikh endBicRer Inf dPershyDaRf bedvansHERI
adm ni stration. Suitable formulations for transdermal adm nistration are
known in the art, and nay be enployed in the nethods of the present
invention. For exanple, suitable transdgrnmal patch formulations for the
adm ni stration of a pharmaceutical conpound are described in, for exanple,
U S. Pat. No. 4, 460,372 to Canpbell et al., US. Pat. No. 4,573,996 to
Kw atek et al., U S. Pat. No. 4,624,665 to 25Nuwayser, U.S. Pat. No.
4,722,941 to Eckert et al., and U.S. Pat. No. 5, 223 261 to Nelson et al.
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For parenteral admnistration, fluid unit dosage forns are prepared
utilising the conpound and a sterile vehicle, water being preferred. The
conmpound,woep@ddesg on t he vehicl e and concentrati on used]/Epacvsioesied t her
suspended or dissolved in the vehicle. In prepari

1 Ng . .
2009/ 0600%8pTageERsIYy AIcoRaRa 13 yivatyerysable %B%&S‘EHF% 'V\‘gﬂd%ﬁ‘oa? LhighRrgalf
wat er f ordownj readilyoim thrdhundnt bedystoeleave dead parehbaed farlilsi sadf. iAnploosahsndte abl e

vi al ?L frarmld 18 r%@ého‘h&iﬁ H MSgﬁ&hS?@ Ph@SPENic) acRIBngtHvds kwea&nailmii qgtab art. ]
anaes e er C S n e
I'-l_loo eg%ht% %%ﬁ/oef} i’é{} F’By tge dhrr\gati@gse @h %s @lggﬁf%lg 2 S el ¥ o A

vehi cl_e. e Cco |on frozen a
filling iAEHR t?ear\‘/ieé fer ghacet H‘ea%t'%rbef‘é?%‘?/é%aﬂir?é@f %é’@ﬂ%ﬁﬂecﬁiﬁ’éxﬂ'ﬁyac'd A

| yophi | i ssadbgpuatel éran sstérhdcadealiedcidn t he vial and an acconpanyi ng vial of
water for injection may be supplied to reconstitute the liquid prior to

use. Parenteral 0 par u nti t

except t AR PREET Doy Ten B v EaS R 2, G e 4 bR gl ng
di ssol vecrcapriakle sait fheseqf \Mﬁ‘ﬁré'ari FOFBEOlﬁi@'déﬁﬂ??t%érér”bt{leigfcittpr(@tiﬁ'éi*ﬂg Ihe
conpdond N-{8¢-bis(rattbylioky)pleehyilyl - gk fosruplesrydmethyiisemethoiki e L trarelestis pendi ng
in the stgpridxgmyhi cl e. Advantageously, a surfactant or wetting agent is

i ncl uded conposi.tion to cili tr| i.an_of ,the
conpound. 5B ESTHEENPhERY il BimnaRr S BS P e AR e er al y
from 10- 6RY%BEMIGS, ght , of the active ingredient, depending on the nethod of
adni ni st ra(4-Bromdfreng )mbidyIit-6amas yItN-OR K plemypridtsg)otgipagey uTH-H 2, 3-arebleuni t
will grefg gﬁg A ontaiﬂ fron150 500 ng of the ?ctive |ngred|ent The dosage
as enplo e ul t ef er 00 to
3000y pE ﬁvrori?ﬁspy' eid e sreRenE Rl ety G BhT erktReded- 0and
f r equencycagioxaaideni st rati on. Such a dosage corresponds to 1.5 to 50 ny/ kg
per day. 1%@4-F&btc}phbhﬁ)rﬁ@ﬁ?ﬁ@-meﬁh)ﬂﬂ\p{m—[@ -rietRRAbutm)ok g pRetylicay 1,2l 3-triakblk-4be
recognise%tg% A, of sk; in the artftPﬁt t he oFtinaI_quantitytand spgckng
i ndi vi 0SAges o co ound o e inventio et erm nped by
Che. nlt urell GREOmE gV aet g STRETI-P GTP bR e Bhe - i D e Bt o

and site aafbaxdmid®, strati on, and the particul ar mammel being treated, and
that suchs IQIB{Hme(@n giﬂiéaieyiﬂiei{ﬂ[(gh&%ﬂinbﬁiﬁyiﬁ%}w%yiﬁmeh,z,sqiiuﬂow- It will

al so be ac%PJo%in?ote y one of s int art that the optiml course of
t reat ment onpound of the invention given

per day f%Meﬁ‘yH@f{ﬁﬁ@d“ﬂtQWBéiy')@fy]RfW¥'} 1daherwé“%i§té'eﬂt'ai #édridfplafose skill ed

in tRé ardari3Bamideg conventi onal course of treatnent determ nation tests.

The i nvenitj @fCi%reﬂi l%lti&%‘Bn{e@nﬂf&ﬁ\bmyﬂquifi’gédhéﬁh?l%u@)é)@]&ﬁs‘ﬁgjlt}hﬂtﬁ!z,@+ used in

the prep riato'le%c f % ounds of formil a or Salts thereo 35The

fol |l owi ng T8 @& TSt of dfahe used definitions: DEFIN TIONS APTSpara tol uene

sul foni ¢ Mietityhtiﬂéxt@tre@ﬂiylbutaa@tyafttenizjizﬂ/tii‘icwptbwipﬁefﬂiﬂmféhyli-1H-1,2, -triazole-4-

Dl BAL- Hdidagsaxainydeal um ni um hydri de sol uti on DI PEAdi i sopropyl et hyl am ne WO

2009/405000BIRY K25 ABAF M phohy 1 TRLNGUNGIINE PRI grar de
Qdi metth% | %‘: %x%d E opane

N3- (et hy!'¢ iL N1- di met hyl -, 5hydroch| oride NEt3triethylam ne

Et OHet harhbi3. 4R E0Dethy AY)Rbemldt-miekwbil L patyiphanydmethydt trafret hiflegelert um

hexaf | uoroarmﬁsmlrc@te 10HCI hydr ochl ori c acid HOBt 1- hydr oxy benzotri azol e

NaOHsodi uy I rom ne 15Pd
tetr |ste EI s tri iﬁig{ﬁﬁ] hosgtﬁﬁ&ﬁ%ﬁﬁg%%ﬁ?g@f%}% #F'a%‘ig'%% (0) on
carb erature THFt etrahydrof uran 20Regardl ess of how t he

pr epar at INJEB @Blﬁmmuwmhmﬂ T-Epiflogronbenymethiel Hpil @sketizgpdedabexa@niidm no

i nf er ence-gERA-MeniHopMEnyl)hth & ineGiyl-RIT4-p8 B @820 LON)pREMIHTIES , 208-triapBleQs- nTOT €
bat ches) fbdxgﬁiﬁf medi at es were used in the next stage of t he preparation.
The exarrp(i €5 and 7 nt er iates are intended illustrate the siynthetic
routes sul E(%tﬂi%cff'wppmra@ateéityilﬂih-[%@yﬁWéyfgam')pﬁe@y'ééér%tt‘y' e gdriegdeer sons
underiot aruarbngamidet. he present invention. 25 Where reference is nade to the
use of a m&hy lagy{i- [Wﬂ@i%ﬂiéFcﬁ)heﬁ)ﬂ)rﬁéthglfl] EencuRreiC, @mdaiamtyi}@éﬂboﬁ}bi}dnii@@] in
the art, gg t?%% e may involve mnor variation, for exanple reaction
t emper atur aﬁée[ sol'vent anount, reaction time, work-up conditions or
chr omat ographi c purification condi ti ons. 30 Anal ytical nmethods LC M5

Anal ytical HPLC was conducted on a X-terra M5 C18 colum (2,5 pm3 " 30 nm
id) eluting with 0,01M amoni um acetate in water (solvent A) and 100%
acetonitrile using the 35followi ng eluyion gradient: 0 to 4 mnutes, 5 to
10098; 4 to 5 mnutes, 10098 at a flowrate of 1,1 mb/mn with a tenperature
of 40C. The mass spectra (MS) were recorded on a micromass ZQ LC nass
spectroneter using el ectrospray positive ionisation [ES+ve to give VH

rml ecuI ar |on] or eI ectrospray 40negat| ve |on| sati on [ES-ye to give (mHy



Anal yti cal HPLC was conducted on an Upti sphere-hsc colum (3 pm30 * 3 mm
id) eluting with 0,01M amoni um acetate in water (solvent A and 100%
acet oni t rwbDeo§awbosent B) usi ng the foI | owi ng eI ut| on grad[rmoosmﬁlmo 5

m nut es, to_ 10098, to 4 mnute %3 4 to
3 5" ot nucehs g espdmea e ners - brlaTiedy o saiboa TG BT b Hro1

mUni n wi tthiazole-éepenodemide, of 40C. The nmss spectra (MS) were recor ded’ on a
M cr omas si-[(§4-DitsdphdtsDiictR IS hethyl- NRG4-§InREh I AHRL RY riAGI SHevp-H AN 338t | on

[ ESt+ve t Qi Yeal b%? rg%lél ar |on] or eI ectrospr ay negative ionisation [ES-ye
to give %%/ 0 Analytical method GC- M5 Anal yti cal

(¥
GC was ccﬁiaﬂ&[é{a [@rf‘ Q'CUBFQH'?E”B(JB’I“?IM] %mﬁthséﬂ -eSHfiRA%at es), 0. 1pm 10m *
0. 1nm i d)yljedrbonyigpmind]beramoatdel | um fl ow of 0. 5ml/ m n and pressure at 3.4 bar

and wi th Nslege Q}'r’rﬁﬁ’é hETME RS W dfohi RoprnPnBethiiB-mdBAGH-9,23nMapolb-6m N,
100C to Zgh%ég by )p % R . The ?r‘gasggs)pec?'r]ar?ws wer e recocr)ded on a
Agl lent T |es G973 mass spectroneter using electronic inpact

i oni sat i dh[4- @@ets '@Q)Ph?f@"]éx&%ﬂ’rdé@'%ﬁ@f‘qnﬁ'r)@ﬁﬁ‘é‘%%m@t@y' thé.2hiieseledn i s
i |1 udOr ateacbdxgmidee non-1i m ti ng Exanpl es descri bed bel ow. 25Internedi ate 1:

1-[ (2" - Oh_gs @- [ﬂcrherBﬁ?éW)We}HWIm}d IhyaroRfhBindn-bindingipReryill Bzl fraes oxyl i ¢

aci d 30T0 a s Iutbl on
1-[(4- brd met hyl -1H 1, 2, 3-triazole 4 carboxylic acid (0.2
W‘ r‘?é?’ﬁ 5?
g, 0.67 Dl¢h|@WEhQrwd)mﬂ)yllvbéfé(hdd@éwnG@ybwhe@tyﬂrﬁﬁéﬁbV')1b'bﬂ8 -tiagelpd;
(0.137q, dért&&am‘nml) Pd tetrakis (20 ng, lo%rmllrml) and a 2M sol uti on of
sodi C at f 48
ym %&Hﬂ 59 & ][%3341di'31'rlo¥o‘b DNE}l)méEHﬁ]rS \;ﬁvﬂ'a%gﬁyl Yos. r;[ﬂg’ﬁ)ﬁ]ﬁ%}%rbgm fho”

hour s. Aft&ﬁ a ded a e ‘react
extract ed” EEW y?ﬁnzﬁﬁt@t ate (2 x 40 nl).The 35 aqueous phase was adj usted

to PH = 7I-[§3.4ddehlerophernyt)mgthiyl NHE-hyssdxr 3-Cry demaimesttyh eleanyt-Swinethy et Hingt1 2, 3-
acet at e. tﬁé@@m@btmgknm@gam c phases were dried over sodium sul phate and

evapor at g4 e olid (117 ny, 40% .
HRI\/S Ic Py ?eﬁ@?ﬁg ﬁ@‘@@'ﬁe Mﬁy’ﬁgﬁpﬁégﬁ r%&?lld‘{ 328.0865, Rt: 2.04
9@[ Gl GeR; %\3‘56@%?@65104 | nt er medi ate 2: 2-Bi phenyl yl net hyl
azi de 5Tdethyls dH({tl + Br-dichRrqpbeoyhmnash i S-nisitpihd hiy1, 2 Btriszalr4- vy canto hy ) anmin VSO
(15 ) vgag,n@ @}Qby@ azide (0.59 g, 9 mmol) and a cat al ytlc anount of

Ater conteith ST ARG Tieh ke Hoah T 23R e Borfli ey
et hyl ace%’%xdéoxy?ﬁ%Z%F%am c layer was washed with brine (2 x 60 m.), dried
on s@di urethyl 84K e[(dAddictiidrephdryl)tmettyl]dnmetyl- 8d-dpH3-aiazdl-4-0 dryness to give

the 10tit (1.1 g, 87%. 1H NVR (300 Mz, CDC 3,
&7 B #I}@ar%@ﬁﬁ%ﬂﬂﬁ’o]@%ngga&téte g, /t) ( ppm

Int at o :
4-Di chl orG %ém;}?%g%’rﬂ%y])gﬁrﬁﬁ ’\i'%d”a‘yp ' egmyi'@fﬁ%’?’zﬂ'%oﬁiﬁbr obenzyl
chl ori de @IW*xgMiq®. 05 nol ), sodi um azi de (5 g, 0.08 nol) in DVSO (100 mi)
was stirridethyt Sr¢oH(3 ediobloadpheey prethyi]-SHiriethyTH E- R Btttiaml- wad cadon@hning]o
wat eno( 150n08rdbentbBseVat er layer was extracted with ethyl acetate (100 m x

it concanis BanSoha RIS IR aHh 5B bbbk b o1 v
the titl e.arjrRnoledd-garbaxkamide. (14 g, quantitative yield). LM nfz 203
(M FH) +, NRthyl2- aﬁormm[m [(3 4-dichhveoghehlipnétng]-6onqiouitis 1 Bereasii | arly

pr epar ed (rz_us to that 25described for Internediate 3:
R i e B £, rosnenes
i sol at ed 4-meihylediriteayBagesi€hl or ophenyl ) nmethyl azide ci so
Methyl 3-[({1-[(3,4-dichlorophenyl)methyl]-5-methyl-1H-1,2,3-triazol-4-yl}carbonyl)amino]-
4-fluorobenzoate,
N-[3-(hydroxymethyl)phenyl]-5-methyl-1-(phenylmethyl)-1H-1,2,3-triazole-4-carboxamide,
40  N-[4-(hydroxymethyl)phenyl]-5-methyl-1-(phenylmethyl)-1H-1,2,3-triazole-4-carboxamide,
N-[3-(hydroxymethyl)-2-methylphenyl]-5-methyl-1-(phenylmethyl)-1H-1,2,3-triazole-4-
carboxamide,
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3-chl orobenzyl bromide LOMS: mz 168 (WHY-, Rt: 2.54 mn W

2009/ 060053PCT/ EP2008/ 065104 | nternedi ate 6: Met hyl

1- ( 2- bi phwoybedasedsdyl ) - 5- met hyl - 1H 1, 2, 3-tri azol e- 4- car IPOXyEHP2108/06H10 a

sol ution of_2-hiphenylylmethyl azjd I nternedi ate 2 1.1 49,.5 2 mol) and
et hyl *acelGaTbePtan et Loy e BUARb e L Srreg Wl Ak o des um
car bonat ea(tl®oxemige, 20 nmol ). The reaction mxture was stirred at 40C for 48
hours. AfM@thylccsqk{nr[@ 5 mmrom@ﬁylﬁcﬁ&ﬁﬂ] Shbthyna HM X BLiFigzoMaS e tbbAaAia@tindl t h

et hyl ace eq e%g l'ayer was dried on sodi um sul phate and after
f||trat|onwa ae tod ness. The residue was purified lobi/flash
col um chr%%ﬁt%a}'%rﬁﬁﬁyeryi)meﬂwa Fhyeremyasty DenrRbdrh el SmelvhiNd 4he titl e

conpound taszotm4-cbatbokdmileg, 68.7%. LCOMS: mz 308 (MtH) 4, Rt: 3.14 mn.

| nt er medipiR[AcetBiMd)methyllphenyli-1 34d|chloro henyl)methyl]-5-methyl-1H-1,2,3-
1- [(3 4- qlz{:hi(ogrogﬁ%n% %]p %}rre[% hyl - f y)tr|3<£;1]zol e- 4y carboxyl ate 15

0 C hSI on of mil ed pot aSSI um car bonate (38.7 0. 28
nol ) | n W@@ﬁorﬁewem@@eﬁwﬂé&&@ wdmwlhdlr)@*mwr@rmﬂ*ﬁvlhw 1e?z?r H@Zole -4-
(1 nt dOmediaedaxad)de; 14 g, 0.07 nol) and nmethyl 20 acetoacetate (12.1 g, 0.1

nol ). They. Pur Ié'r'be?: M@@roﬁ?r‘néfh?gplffgne/q-qu &chﬂ%rgﬁ%ﬁ?)mghﬁ] -5ty 8 HORS, 3p0ur ed

into a mx I ce er was extracted with
et hyl acéf'%tztoéeffﬁﬁ’o?‘rfm e2 The conbi ned organi c phases were dried over
sodi um sPimgthe! 44({1 [(@ﬂéﬂCf&@prQQmB@ﬁthyﬁ‘c%ethﬂh‘é‘me?sfﬁ Higgoktlrs purified by
di sti | | atyilearbbeylgimiso]thBbénidnedicampoyad, as white solid crystals (14 g,

0,

e HarLF’y““@“y' Sﬁé{ﬁq%’ e B B 2 P B PR et e

7: 30 35 766 053PCT/ EP2008/065104 Tabl e 2 Compound Structure From

Physi cal Ejbylé [{Atlexhrdighlataphgnyleethyll-5-mdtiiyd; 18- 1,3i83¢Haai-dpheny | )

met hyl | - 51eBbbiylaniib]derkodtd r i azol e- 4-carboxylate ci ci N 2 N (3,5-

g1 ehl or opfiREYIDicHTEb By AteHfN-- By AR ALy - (et Ry IBensiPB.ntddtdi il R

?)1 1,2,3-triazole-4-carboxamide,

1-[(3,4-Dichlorophenyl)methyl]-N-[4-(2-hydroxyethyl)phenyl]-5-methyl-1H-1,2,3-triazole-4-
carboxamide,
1-[(3,4-Dichlorophenyl)methyl]-N-[5-(hydroxymethyl)-2-(methyloxy)phenyl]-5-methyl-1H-
1,2,3-triazole-4-carboxamide,

25  N-[3,5-Bis(hydroxymethyl)phenyl]-1-[(3,4-dichlorophenyl)methyl]-5-methyl-1H-1,2,3-
triazole-4-carboxamide,
1-[(3,4-Dichlorophenyl)methyl]-N-[4-fluoro-3-(hydroxymethyl)phenyl]-5-methyl-1H-1,2,3-
triazole-4-carboxamide,
1-[(3,4-Dichlorophenyl)methyl]-N-[5-(2-hydroxyethyl)-2-(methyloxy)phenyl]-5-methyl-1H-

30  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,
N-[2-chloro-5-(hydroxymethyl)phenyl]-1-[(3,4-dichlorophenyl)methyl]-5-methyl-1H-1,2,3-
triazole-4-carboxamide,

35  1-[(3,5-Dichlorophenyl)methyl]-N-[5-(hydroxymethyl)-2-(methyloxy)phenyl]-5-methyl-1H-
1,2,3-triazole-4-carboxamide,
N-[3,4-Bis(hydroxymethyl)phenyl]-1-[(3,4-dichlorophenyl)methyl]-5-methyl-1H-1,2,3-
triazole-4-carboxamide,
1-[(3,5-Dichlorophenyl)methyl]-N-[4-fluoro-3-(hydroxymethyl)phenyl]-5-methyl-1H-1,2,3-

40  triazole-4-carboxamide,
N-[3,5-bis(hydroxymethyl)phenyl]-5-methyl-1-(phenylmethyl)-1H-1,2,3-triazole-4-
carboxamide,

17



Internediate 9 Methyl 1-[(3- chlorophenyl) nethyl]-5-nethyl-
1H1,2,3-triazol e- 4-carboxylate CII ,N, ' N O (3 -chlorophenyl) nethyl
azide (Iwoentpdi@Be 5) 1H NVR (300 MHz, DMSO, ppm) 5: PC3EPe@d/063B), 7.3
(s, 1H) 5. rmedi ate 10:
(=20 Tule Srimrr ity o mntSatihi: srempa SUBS® 10
sol ut i on cafbaxamidg,

1-(2-bi pmemh;duém@rbwhém@méﬂ{gA]W-tleHyd%@ew)@mlyq;s%émplbnwlzas -Riazole-4-

(I nternmed, o?amde 1 g, i n met hanol was added an aqueous
solution © SOdI um 10 hydr oxi de The sol uti on was heat ed

2t 1 el S Riaoriey Bne i éﬁ?tmi'ﬂ%ﬂ %H@Fo'r%kﬂﬁ@é??%)%@e}t@”z%{c 1N HCI

sol ution ¢cBl,n.) was added. The resulting solid naterial was filtered,

washed Wi @D@m dr9gmbh 5Vrﬁth|e1l-ﬁht2|@t%98m 55h rﬁf%ﬂﬂso"d
(810 nm, O£ oft n9gm %LL e? : Zémnu}ltglrntg?er‘reglgte 11:

1-1(3,4 [Slmggﬁyborxg)p en(gl? ’thyl] 5 rreth I-1H-1 2,3-triazol e-4-carboxylic acid
c d 5\7@%@@}/'@‘6&5\@9%}?@@2&6@%’6@%@ 4rdicarhenyiarpigobt Snet hyl
1- [ ( 304- deobéradaphtsxyinadtihy| ] - 5- met hyl - 1H 1, 2, 3-tri azol e-4- carboxyl ate

(I'ntermedj. R{Hq(ﬁ DichiGoptrGBmBmi- 5Lrﬂetﬂ?ltma@| 3 {r%QQ ﬂ%l Jca¥FohyBaHREIERENL (2. 4

g) and wate he m xture was stirred overnight. er was added and the
sol vent @& evaporat ed. The residue was extracted with DCM (tw ce The

aqueous phiadé- D/\@téorsahﬁnyé)tr@éhyﬂd\l pHtetheminoacarperydphenyl}ti-methyl-id .3,
pr eci pi tah@zdv@s- Bidokemieid, to give the title corrpound as a white soli d (7 29

g, 8 i oppRuNds were
sim IL%?I Y, ":2‘ ellc J%BR@%I) 33 gfz r&f%a%%/?{g‘y gi@rnpgmgﬂ?%% I nter medi at e
11: 10 Tablrd %@3 ‘6L‘}n°dm§ 4%r e From Physi cal data | ntermedi ate 12

1-[ (3, 5- 1&(%,H+Eb¢fd@hemny))m¢§tyﬂsﬂ eyt ry(imetilanming)carionyazol e- 4- car boxyl i ¢

aci d aN. .(methyldxly)phenyl]-1H-1,2,3-triazole-4-carboxamide,
{3-[({1-[(3,4-Dichlorophenyl)methyl]-5-methyl-1H-1,2,3-triazol-4-

20  ylicarbonyl)amino]phenylimethyl acetate,
{3-[({1-[(3,5-Dichlorophenyl)methyl]-5-methyl-1H-1,2,3-triazol-4-
yl}carbonyl)amino]phenylimethyl acetate,
{3-[({1-[(3,4-Dichlorophenyl)methyl]-5-methyl-1H-1,2,3-triazol-4-
yl}carbonyl)amino]phenylimethyl benzoate,

25  {3-[({1-[(3,5-Dichlorophenyl)methyl]-5-methyl-1H-1,2,3-triazol-4-
yl}carbonyl)amino]phenylimethyl benzoate,
1-[(3,4-Dichlorophenyl)methyl]-N-{4-[(2-hydroxyethyl)oxy]phenyl}-5-methyl-1H-1,2,3-
triazole-4-carboxamide,
1-[(3,4-Dichlorophenyl)methyl]-5-methyl-N-[4-(1-methylethenyl)-2-(methyloxy)phenyl]-1H-

30  1,2,3-triazole-4-carboxamide,
1-[(3,4-Dichlorophenyl)methyl]-N-[3-(1-hydroxy-1-methylethyl)phenyl]-5-methyl-1H-1,2,3-
triazole-4-carboxamide,
1-[(3,4-Dichlorophenyl)methyl]-N-[4-{[2-(dimethylamino)ethyl]oxy}-3-
(hydroxymethyl)phenyl]-5-methyl-1H-1,2,3-triazole-4-carboxamide,

35  1-[(3,4-Dichlorophenyl)methyl]-N-{3-[(2-hydroxyethyl)oxy]phenyl}-5-methyl-1H-1,2,3-
triazole-4-carboxamide, or
{5-[({1-[(3,4-Dichlorophenyl)methyl]-5-methyl-1H-1,2,3-triazol-4-yl}methyl)amino]benzene-
1,3-diyl}dimethanol.

40 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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Met hyl 1-[(3,5- dichlorophenyl) nmethyl]-5- methyl-1H1,2,3- triazol e-4-
carboxylate (Internediate 8 LCOMS: mz 286 (WHY-, Rt: 2.22 mn - OHci
I nter nediwoeomamtmsbor ophenyl ) met hyl] -5-nethyl-1H 1, 2, 3PCrmrPamsioes1id4 | $

Met hyl chl or ophen zole 4 1H NWR
(300" Mz B g Be b 2 deroppgmedh ety 1 1355 620 2. 44
(s, 3H). catmxemide, carboxylate (Internediate 9) carboxylic acid

| nt er medin{324-bi(h by phenyl]-1-[(3-chlorophenyl)methyl]-5-methyl-1H-1,2,3-triazole-4-
S4({1-[(3. % : %r(gy%dgg eny tﬁ/); ][-(5- met ﬁyl -yl)H- 1 y2] 3 tr |yazol -4-

15yl | car bo[r;%? iam nol - 1, 3- henzenedi car boxyl at e

1-1(324-dY ﬁﬁmq@wmw{)ﬂ%qy'ls" L%f'wppﬁwwmztwlﬁr%%'rw 4 QQ%FI%SE'?T“I c acid
20 (| nt eroaegtixatngdei, 1) (0.4 g, 1.3 nmol ), di et hyl

5-am no and
TN G e S R i g S G R

sol vent g evaporat ed and the resi due was washed with wate
2009/ 06005EPEPErdoBgMedyoreyid -IekflvepkanyiimeRybenmethyle! 'ﬂrﬂ &a}rtr@zglﬁe(’se was

dri edOovenmrsodmide, sul phate and concentrated. The title conpound was

obt ai ned ﬁﬁs @hl% hénﬁ}?ﬁétﬁylgﬁ% Wrox%"éhﬂbﬁ&fg :Efaeﬁléﬁﬁﬂ-l-lh'f@ttriééeleu-om

acetonitr 5The fol | ow ng
conmpounds av%qxémé mlarly prepared by a nmet hod anal ogous to that descri bed
for Int erhféﬁﬂb\@r@pflemyl)mmy -Ne[3ahwpewyiaethyl)phenyl]-5-methyl-1H-1,2,3-triazole-4-

carboxamide,

15  1-[(3-chlorophenyl)methyl]-N-[4-(hydroxymethyl)phenyl]-5-methyl-1H-1,2,3-triazole-4-
carboxamide,
1-[(3-fluorophenyl)methyl]-N-[3-(hydroxymethyl)phenyl]-5-methyl-1H-1,2,3-triazole-4-
carboxamide,
1-[(4-fluorophenyl)methyl]-N-[4-(hydroxymethyl)phenyl]-5-methyl-1H-1,2,3-triazole-4-

20  carboxamide,
1-[(3-fluorophenyl)methyl]-N-[4-(hydroxymethyl)phenyl]-5-methyl-1H-1,2,3-triazole-4-
carboxamide
1-[(3,4-dichlorophenyl)methyl]-N-{3-(hydroxymethyl)-5-[(methylamino)carbonyllphenyl}-5-
methyl-1H-1,2,3-triazole-4-carboxamide, or

25  N-{1-[(3,4-dichlorophenyl)methyl]-5-methyl-1H-1,2,3-triazol-4-yl}-4-
(hydroxymethyl)benzamide.

The compounds of the invention have been found to inhibit SCD activity and may
therefore be useful in regulating lipid levels, e.g. plasma lipid levels. Diseases or
30 conditions caused by or associated with an abnormal plasma lipid profile and for the
treatment of which the compounds of the invention may be useful include; dyslipidemia,
hypoalphalipoproteinemia, hyperbetalipoproteinemia, hypercholesterolemia,
hypertriglyceridemia, familial hypercholesterolemia, angina, ischemia, cardiac ischemia,
stroke, myocardial infarction, atherosclerosis, obesity, Type | diabetes, Type Il diabetes,
35 insulin resistance, hyperinsulinaemia and metabolic syndrome. Other cardiovascular
diseases for which the compounds of the present invention are useful include peripheral
vascular disease, reperfusion injury, angioplastic restenosis, hypertension, vascular
complications of diabetes and thrombosis. Other diseases or conditions include hepatic
steatosis, non-alcoholic steatohepatitis (NASH) and other diseases related to
40  accumulation of lipids in the liver.
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Structure From Physical data Internediate 15 D nethyl 5-({[5-nethyl-
1- (phenyl nethyl)-1H 1,2,3-triazol-4- yl]carbonyllam no)-1, 3-
benzenediwanrbowsh@se 0 N N=N oo 410 o 5-net hyl - 1- ( phemrgirmpeévgloys10H-
1,2,3-tri_,azol e-4- carboxylic_acid anpd di nethyl 5-am no- 1, 3-benzene
di car boxyfhgtcé’”LF@FN%’f Ofﬁﬁ‘i IYGBLQVIPRY 2ISORE: U%@% e Arep P PEaR AS RS TP Fet hy |
5-[ ({1- [ (c3zemwhl] asrephedridsisnskinydgeir®, keloldyscat fprinafiorB.or pravanigin, 4ng Kiseases
car bonyl )radtgdad plodRctiGretZeReAioR A Bl IUE Merforbfed) 00 z 1-1 z-z h o
1-[ (3- Chl orophenyl)nethyl ]-5-nethyl-1H1,2,3- triazol e-4-carboxylic acid
(I'nternmediate 13) and di net hP{l 5- am no-1, 3-benzene di carboxyl ate LC VS
m z 423 (T,le_(Bop]poqujs af thg inyeRtiom ay glseedipeit & the-treatment of cancer, neoplasia,
2- ({ 2- [ (4ndlighaoph erefaedasese tumduy o hentget erahgigmen 2 HanginegendsisODhepatomas and

the like.

The compounds of the invention may also be useful in the treatment of mild cognitive
10 impairment (MCI), Alzheimer's disease (AD), cerebral amyloid angiopathy (CAA) or

dementia associated with Down Syndrome (DS) and other neurodegenerative diseases

characterized by the formation or accumulation of amyloid plaques comprising AR42.

Within the context of the present invention, the terms describing the indications used

15  herein are classified in the Merck Manual of Diagnosis and Therapy, 17" Edition and/or
the International Classification of Diseases 10" Edition (ICD-10). The various subtypes of
the disorders mentioned herein are contemplated as part of the present invention.

In one aspect, the invention provides a compound of formula (I) or a pharmaceutically
20  acceptable salt thereof for use in medical therapy.

In one aspect, the invention provides the use of a compound of formula () or a
pharmaceutically acceptable salt thereof for the manufacture of a medicament for treating
and/or preventing a disease or a condition susceptible to amelioration by an SCD inhibitor.
25
In another aspect, the invention provides the use of a compound of formula (I) or a
pharmaceutically acceptable salt thereof for the manufacture of a medicament for treating
and/or preventing acne, psoriasis, skin ageing, cancer, dyslipidemia, hypertriglyceridemia,
atherosclerosis, obesity, Type |l diabetes, insulin resistance, hyperinsulinaemia, hepatic
30  steatosis and/or non-alcoholic steatohepatitis (NASH).

In another aspect, the invention provides the use of a compound of formula (I) or a

pharmaceutically acceptable salt thereof for the manufacture of a medicament for treating

and/or preventing acne, psoriasis, skin ageing, cancer, dyslipidemia, atherosclerosis,
35 insulin resistance, hyperinsulinaemia, Type |l diabetes and/or hepatic steatosis.

In another aspect, the invention provides the use of a compound of formula (I) or a
pharmaceutically acceptable salt thereof for the manufacture of a medicament for treating
and/or preventing acne.

40
In one aspect, the invention provides a compound of formula (I) or a pharmaceutically
acceptable salt thereof for use in treating and/or preventing a disease or a condition
susceptible to amelioration by an SCD inhibitor in @ mammal, including human.
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15To a solution of 2-[(4-N trophenyl)oxy]ethanol (1 g, 5.4 mmol), in
toluene (50 nL) was added 3, 4-di hydro-2H pyran (1.5 nL) and APTS (catal ytic
anount ). Wbeoremeisdon was sti rred at 60C for 3 hours. TireTERR0085631041 ON was
t hen concentrtﬁt ed and purified flash chr omat ogr

DCM cycl dRERaRE atesh t '”é?"ﬂ@ﬁtpr "‘H*F‘é ? P?W%OWQS%HHR%\AEO%P "megedticaly, o |
(1.339, 9ropptable:saRithergofifar nenin PeEnting tapdioe grevestiriBacne, psoriasis, skin ageing,

4-{[ 2- ( Tedahadty dzrézh 4! APpettrigl éuaeeﬁubylalr@xofdmoéué NepaMdy, Type Il diabetes,

go?{QIZOF?%SS:ﬁP / P%Pa%%éOG%ig(%ns}j@jx%yﬁ%lt lrjah&g 'S ato>§|rsana?d/n ernrcr)gc?lc%ho“(?lj) 5

X
(1.337g, 'Sne@t (50 m.) was added Pd/C (catal ytic anmount) and
anmoni umformate (0.9 g, 10 eq). The reaction was stirred to 40C for 2

?ggrz eAI,I\g%hotfnb} bkt o HOerﬁ%g'dr@wdés@cérﬁbU&fdtofW&%lﬁé’ aper @bﬁ‘éjm?a@guﬁdg@y "

| duU | U

sul phat e RRPEVS s'rté?eef“@ft@hgs (&5the ook ArSeRilg 8t BELERICYER 288" . 6
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1- [ ( 304- Diadetay aphamephtestbytddis5- met hyl - N- (4- {[ 2- (t et rahydr o- 2H pyr an- 2-

yl oxy) et hyI ] oxyl phenyl)-1H 1, 2, 3-tri azol e-4-carboxam de Cl C 15 A
tu
rln f(( 3, 4- 3? BAPBFLRIRES) BN REFFRA CaTPuns of formuld B} & % PRAMBERYIPY aci d
(I nt er medicaertallle salt thegeq forusaimirgating and/or preventlng acne.
4-{[ 2- (tetrahydro 2H- pyr an- 2-yl oxy) et hyl ] oxyl ani | i ne (I nternedi ate 18)

(0. 2840, oagégéect "\‘ﬁ% veRtidh &rﬁzwdgs g%eth@d‘%r WELth aéh%%rgveve% dﬁgﬁ didda

stlrred at urs. ol ven e resi ue MBS
50 washed GRS PUCCRIE 43 ARIDEion Bhon S riiBis; MBERIRCLAR CoRpkes
acet at e. dfministegagite apsidiectwios edeinetle aveammetiingiding hamen, fither@pedticatiy

concent F&lft@@tl\lenaM@QMOof dh@nigduhe &Gﬁﬁﬂﬂ@dl)v@saqbia&ha@dmaﬂ@' BeR@tdbie thie next
st ep Wit hputpurification and isolation. he foll ow ng conpounds were

siml ﬁely prepared by a nethod anal ogous to that 25descri bed for
Interfedi ate 14: 30 WD 2009/ 060053PCT/ EP2008/ 065104 Tabl e 5 Conmpound
St r uct ur dn aRptbaT PHpest, dbé indantionl prowdesdinadteod r Dieatndhghd/dr gref & ingst donle; 1-

l(jphenyI gﬁisbb{és)ls kkinl,adeidgt I be6t, - ﬂlyzfdléﬁfém ért 'c@ﬂderﬂnaz atherosclerosis, 1
enzenedi
1.2 3 trlo%%%gpﬂbgg Blet%? Eiﬁ%ll? r &q._,zh |a ﬂrepa(tlgrg%%dsr@%ﬂd/lo)
and di metepraleghslic ﬁtsatfhépattyéMéﬁ@a'v@wb@%ﬁpatcempﬂses adiministering to'a Subjeot
25 for example a mammal, including human, a therapeutically effective amount of a
compound of formula (1) or a pharmaceutically acceptable salt thereof.

In another aspect, the invention provides a method for treating and/or preventing acne,
psoriasis, skin ageing, cancer, dyslipidemia, atherosclerosis, insulin resistance,

30  hyperinsulinaemia, Type Il diabetes and/or hepatic steatosis, 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.

35 In another aspect, the invention provides a method 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.

40 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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Internediate 21 Dinethyl 5-[({1-[(4- fluorophenyOnethyl]-

5-nmethyl -1H 1, 2, 3- triazol-4- yl}carbonypam nok 1, 3- benzenedi car boxyl ate
00 HN N2NO.20@/056(564- f I uorophenyl)net hyI] 5- et hyl - 1HPCTAP26008/065104
triazol e-4- car box lic aci d nd dj - am no-1, 3- benzenedl car bo Iate

LC/ VB mENge2 ¢ MeggRoungs . o thg Wﬁ”tl%‘t @F%‘B fended z@rdJ?Fet'HyP Amaceyl
chl or opheasoyoeitinyd ikt Hillnesiakip beHIMdePstgod tthatathel -ate sdchcprefsralgly ) raovidek lm 2-
genzteﬂefjls@&%tbﬁﬁ%{ 3ufe fdan, for]example at least 60% pure, Jq‘?c(r@'suﬁéﬂlt PaoRaeNySIRIuRY | t<h |
nmet ny €, y
4- am_no aim chr ebenzye%\tglggégér % eﬁ%gé QW%I@E&%P%&BW %ﬁ%fﬁ \ﬁ%éﬁ%}%g% ﬂih[re
| nt er fediPepE)- 2R AfeRRrat @nfpfih qomorun%ﬂwwew@& Pi¢paring the more pure
forms used in the pharmaceutical compositions; these less pure preparations of the
compounds should contain at least 1%, more suitably at least 5% and preferably from 10
to 59% of a compound of the invention.

10  Processes for the preparation of the compounds of formula (I) form further aspects of the
invention. R", R, R%, R*, R® R®, R” and X are as defined above unless otherwise specified.
Throughout the specification, general formulae are designated by Roman numerals (I),
(I, (1, (1V) etc.

15 In certain instances final compounds of formula (I) can be converted into other
compounds of formula (1) by techniques known to those in the art, for example, carboxylic
acid substituents can be converted to esters or amides by routine techniques.

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

Y
20 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

25  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
30
o)
+ HN Y — = N
'\/?\l \ R? ’ N
) .-
RQ (I (I ~ R (la)

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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5-nmethyl -1H 1, 2, 3- triazol-4- yl}carbonypam nok 1, 2- benzenedi carboxyl ate \
00-0* 0o ne3_/ Wz.,z a 1-[(4- fluorophenyl)nethyl]-
5- et hyl -wbk2009268053t ri azole 4 LC/MS: mz 427 Rt: 3.22 mPOT/EPec@sloexyd i ¢ aci d
and di net hyl 4- ami no-1, 2- benzenedi car boxyl ate The 44| | owi ng
conmpound was simlarly prepared by a nethod anal ogous to descri bed
Sfor Int earréf%@hﬁéoea@ove Vb@n%oé’&% 5&36?%@5’3@9%@%94&1%8 e b Lergeansd

4" (3-fluorophenyl) nethyl azide

Structure From ht%% ? qtermed ate

F 101 N3 29%F.% fiY Cet? 8 PR "R ep ol at ed The foll owi ng conpound
was simlarly prepared by a nethod anal ogous to that described 5for

| nt er mediGirepolindd @b femidlaQoinpelynse p@bamtamerdﬁrgom rebstincthedataby rdaetingedi at e

25 Me hyl(ioilndoﬁﬁds bt HMORNE0Y) AndTBbR¥LIAR Sebilia ()1 TRe 3eddibA49 sEirably

4- car box
ycarrled out in the presence of base such as potassium carbonate in a suitable solvent

such as DMF or DMSO (suitably at 40-80°C), and is followed by saponification of
compounds of formula (IV) in basic conditions such as sodium hydroxide in a suitable
solvent, such as ethanol or methanol (to reflux).

10
Scheme 2
0O o0
AN —
(IVa) (IVb)

R1 (V) R1 (1)

15 Compounds of formula (Il), wherein R? represents H (formula (lla)), may 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).

20
Scheme 3
0]
OH
Saponlflcatlon /5\‘ \
Ny H
N
(IVa) R1)
(V) (lla)

25  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
30
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" 1\1 (3-f|uoropheny|) nmet hyl azide (Intermediate 24) LG MS: mz 250
(MtH +, Rt: 2.61 mn 10The foll ow ng conpound was simlarly prepared
by a net WO 2009al60656US to t hat described for Internedi at @CTEP20&l06508

Compound Structure From Physic at a Internediatg 26 1-[(3

Fl uor ophenyQOret hyl ] - 5-net hyleilr-‘ 3= tri azol e- %—%ar boxylic acid ".N
N..... " +- methyl 1-[(3- phenyl ) rret hyI thyl-1H 1,2,3- triazole
4 LC/Ms: mz 236 (MtH), Rt: 156 mn C]—IO car boxyl at e
(I'nternedi ate 25) 15 The f0\,l|§vm ng corrpounds v simlarly prepared by a

met hod anal ogous to that described for Internediate 14 Table 9 WD
2009/ 060053PCT/ EP2008/ 065104 Conpound

(C1_6alkyl) —OH
Compounds of formula (I), wherein R® represents and is

defined above (formula (Ib)), may also be prepared according to reaction scheme 5 by

5  reduction of the ester function (Y = -(CH,),COOR?®) of compounds of formula (VII) in the
presence of DIBAL-H in solution of toluene. The reaction is suitably carried out in a
suitable solvent such as THF at room temperature.

Scheme 5

e

(Vi) R

10

(C1_6alkyl)—OH

(Ib)

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

15  compounds of the formula (VII), wherein R", R? and are defined above.
O
Dot
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)
20  in basic conditions in a suitable solvent such as methanol or ethanol, suitably at reflux.

Scheme 6
O O
o-R"  ___. OH
N N
N N
/
|\/]/ \ N/ \ 2

NT R (Vi)
RQ RQ (Ic)

25
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Structure From Physical data Internediate 27 D nethyl 5-[({1-[(3-
fl uorophenyOret hyl]-5- nethyl-1 H1,2,3- triazol-4- yllcarbonyl)am no]-1, 3-
benzenediwanrboxpb@se \ N N=N 00 ' o. HN 0 o 1-[(3- PCT/EP2008/065104

fl uor ophenyl r_nshyl] met hyl - trjazole-4-c ylic acid
(Inter rred’r‘%/ff’eé’ '%r?(ﬂ‘oﬁﬁefré‘?ﬂ%‘?t tge armeﬁaorr proyidesed PEREES %(r @‘Sx@fﬁa?rét'@t/oﬂ/s

mz 427 (dvm‘rﬁpmnds?of* thg f@Bute the)Diynsstphgification (df the (zsaer fuhetinnoyhre HEERECRER) 5-

methyl -1 H1,2,3- triazol-4- yllcarbonyl)am no] X benzenedi carboxylate 0
Internmedi ate 28 N=N oo 14111 HN fl uor theF%y -5- nmethyl-1H 1, 2, 3-
e @ndan

tri azol e-oicemppiendpl af gheatormula (Mt b whetsim - i| A ¢afined.ahave én hasic
benzenediwadibiony/| ate LCOMS: mz 427 (MrH)+, Rt: 3.21 nmin The follow ng
conpoynd was simlarly prepared by a net hod anal ogous to that described for

Internediate 19: 5Table 10 Conpound Structure 0
(on)p4
Compounds of formula (1), wherein R® represents NHR  and is
defined above formula (Id)), may be prepared according to reaction scheme 7 by reacting
compounds of formula (Ic) and compounds of formula (VIII), wherein R represents R® or
R’, in the presence of a coupling reagent such as HATU, HOBt or EDCI, and a base such

10  as DIPEA or NEt; in a suitable solvent such as DMF (suitably at room temperature to
40°C).

Scheme 7

0
. ' y
(CHy), NHR — > (CHy)
{ | % + { e

(VI

(Ic) (1d)

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,

20  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

25 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.

30 Scheme 8
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From Physi cal data Internediate 29 Methyl 3- [(nethylam no) carbonyl]-5-

ni trobenzoate 02N 40 o NH 3-[ (net hyl oxy) carbonyl]-5- nitrobenzoic acid and
met hyl amwe 20@/deB153nf z 239 (M+H) +, Rt: 2.26 min | nter mediTaPeo080651Met hyl
3-am no-5-[ (nmethyl am no) car bonyl ] benzoate 10 WO

2009/ 060053PCT/|EP2008/ 065104 To a sol uti on of met hyl

3-[ (et hyRafitg banyl]-5-nitrobenzoate (Internediate 29) (1.33 g, 5.59
mol), in ethazal (30 nm) were added ammonium formiate (3.52 g, leq. ) and
Pd/ C (cat al yti@ guantity). The reaction was sti LT g ed at 4OC for one ni ght.
After filtrati8h on celite, the sol vent was evapor Rt ef oaﬂ(Téuade%l due
was dissolved i;n DCM washed 5w th wat er , S0d umsuffae
concentrat ed to g| ve t he t|tIe conmpound as a vaFrtJe solid (0.56

LC VE: n122 I—gélk 150 mn. The follow ng co ound w& gmmlarly
pr epar ed by ﬁ)oé Ehal o that described for Internedi ate 14 Table
11  ConpolifY ructure From i cal data Internedi ate 1 Met hyl

3-[({1-[(3,4- dichloraphenyl)nethyl 1-5-nethyl- 1H-1 2 - triazol-

yl I carbonyl ) am no] -5- [ (nethylam no) carbonyl]be u 40 HN ci o N=N

c 1-[(3,4- Dichlorophenyl)nmethyl] -5-nethyl-: MIJI @4@€i<ﬂ}‘b@7tyl ic
(le)

Accordingly, in another aspect the invention provides a process for the preparation of
compounds of the formula (le) by reacting compounds of formula (I1), wherein R' and R?

5  are defined above, with compounds of formula (IX), wherein is defined above, in

the presence of a coupling agent, followed by the deprotection of compounds of formula
(X).

* (=)
Compounds of formula (I), wherein R® represents , is defined above and

10 Y represents branched -CysalkylOH (such as -C(CH);OH) (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).

15 Scheme 9

3 @ (CH—~( N
N o0—R® N
= i\
\ N\N R?
-

N R Vi)
i

(If)

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

20  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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acid ( Internediate 11) and nethyl 3-am no-5- [(nethyl am no)
carbonyl nenzoate (Internediate 30) LCOMS: mz 476 (MtH)+, R: 3.15 mn
| nt er nediWDe0@2A160053 PCT/EP2008/065104

1-[ (3, 4- Di chl orophenyl ) net hyl ] - 5- net hyl - ‘ az0l e- 4- car boxam de Cl
CONH2 CI ,N N To a solution of
(1-[(3, 4- é&rﬁ;ﬁﬂ&ﬁ%ﬁ%ﬂﬁ@ﬁ?%ﬁérerﬁ FE"‘PrBHrbéEer%ltH |é9dé1f‘n%6ra188?fé’éhd3

acid) (Internedi

Seden ¢ hi oRpTESsOBiCoranvt et (ol o %@%@P&Cﬁ?@mg%é%%ﬁ%fﬂ"?ﬁ*ﬁ??‘iture
was st i r reydeadingespmpeunds of forvgla 6V1Brrithedriesance &f @ goluiovalcmelhy! Mmagnesiu ur e
was t hen woarielivTHFi(suikbBtaRdIM tdrepdradratr)at@otiClaqueous anmoni a (50 nl) was
addedcat OC for 30 m n. The resulting solid was filtered and dried to give
the title, conmpound as white crystals.(12.7 g, 91.1%. LCOMs: mz 285

( MtH) +, Iﬁ%—T—S& nmn. 25 Internedi ate 33:

1-[ (3, 4-Dichl orophenyl ) met hyl ] - 5-nethyl - 1H-1, 2, 3-triazol -4-amne To a

sol ution of potassium hydro de (10 96 g, 195.8 rgml)vvater (50 m.),

cooled in an ice-salt t brgm-ne(G Qs 16 mol ) and at
0C, 1-[(3,4- 5 o-—
di chl or ophenyOnet hyl k/- rret hyI 1H1, 2, 3 tri azo;ﬂ’ zgar boxam de

(I'nternedi ate 32) (9 R’32. 63, nol ) was added dN¥or 4 hours under vi gor ous
stirring. The reactlp m xture Was then war med—at 80C for 2 days and
stirred at roomtenPerature for 12 hours. The resul tighg solid was filtered
and pur i fAcedrdngly:iPh @nbthegiagpedt Hie timtelnBort pnpidlesda (PBocSs dor the. dréparatirCloVs:

mz 257 (WH)-. R: 2.25 mn. 10 The fotT ow ng conpounds were simlarly
prepared by a nethod anal ogous to tha cri bed for Intermedi ate 14 Table
12 130Corpeowedndsspt thet iormularf@mmvPRaiel cat—dagrd Ynerer defiiedtabosa e raagling
4- [ ({1- [ (cBrpousds bt ermmaemll)) wnateimyR] ahd Rt 41e| deliibd Bbadve3-ih lthé@pidsefce of

yfi am no) c -0 coone dichl orophenyl ) et hyl
1-5- et hy ahﬁﬁ%ékémﬁ{%?azo -4- am ne (Internediate 33) and 4-
Rmet hyl oxy) car bonyl ] benzoic acid L MS: mz 419 (Mr' +, Rt: 3.11 mn N

Y

Compounds of formula (I), wherein R® represents ‘ , is defined above and

15 Y represents -(CH2)nOC(=0)R* or -(CH,),OC(=0)R® (formula (lh)), may be prepared
according to reaction scheme 11 by reaction of compounds of the formula (Ib) with
compounds of the formula (XI), wherein R represents R* or R®, in a suitable solvent such
as a mixture of DCM and THF (suitably at suitable room temperature).

20  Scheme 11

) (C1_6alkyl) -OH ) Y
N N
\

+ R

RQ (Ib) (X1) RQ

(Ih)

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

25  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.
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Exanpl e 1:

N-[ 3, 4- bi s( Met hyl oxy) phenyl] -1-[ (4-fl uorophenyOret hyl]-5-nethyl-1 H 1, 2, 3-
tri azol e-wocaes@ai de 20 A m xture of PCT/EP2008/065104

1-[ (4-fluorophenyl)nethyl]-5-nethyl-1H1, 2, 3-tri azol e-4-car boxyJ+s_aci d
(0.2 g, 0.85 mml), 3,4-bis(nethyloxy)aniline (0.156 g, 1.2 equ
(0.485 9,compoueds oRfdimidla FEAVHAAR X koprdsertsEMHED- BME RMaSprekédts ed_at’ room
t enperature ove ght. The sol vent 25 was evaporated and the residue was
washed with vvatd extracted with DCM The organi ¢ phase was dried over
sodi um sulHehah et hed gdhr@adfifeneLadvat (@drmhula NIBChRY bENRepaMd according to
2009/ 0600531 LREABSIOAP LA L LSbANE. VRSOBHIIA S8 PYnd EARAAAL Wormula

chr omat odr aphy & uat'rng. , o give after preclpitatlon rometnher, t he
title cogrfSHB-nﬁheaéeaé“%lst itgBly@rrefgeit iy thesprapenqarig cayRlng agaasnt sych as
C191- 219HMID3B afd/aHyase 3uth 45 DOPEA duaduitddd sdlséi,subh as DG omDMF (dRitalily &t 7C.

The fol | gYbRdempsppadss0vee sim larly prepared by anal ogous method to that
descri bed for Exanple 1: Table 13 Conpound Structure From Physical data

Exanple 2 N-[3,4- bis(nethyloxy) phenyl]-1-[(4- bronophenyOnret hyl

] - 5- met hydchemer2> 3. trjazol e-4- carboxami de Br N=N 40ri, 40 1-[ (4-

br omophenyl ) met hyl 1-5-nethyl-1H 1,2, 3- triazol e-4-carboxylic acid and
3, 4-bi s(nmet hyl oxy) aniline HRMS cal cul ated for Cl191-1 i 9Br ¥ 0§ Theo :
431. 0719 Found: 431.0684 Rt: 2.93 mn. MP: 173C Exang

le T
Br omophenyl ) net hyl ] met hyl - N- {4 Yyhenyl net hypo phenyl }-1H 1, 2, 3-
triazol e-4- carboyanjde M0 5048 @ Br—breroph ‘y\i)\mﬂ hyl
]-5-methyl - 1H 1, 2Vg7 R N R

> Xl i
0 R (X1 (X111 RQ (1)

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

Y
and R® represents , Wherein and Y are defined as above, with

15  compounds of formula (XIIl) wherein and Y are defined above, in the presence of

a coupling reagent.

Compounds of formula (XI), wherein R' and R? are defined above may be prepared
according to reaction scheme 13 by reacting compounds of formula (Xlla) in the presence

20  of bromine and a base such as potassium hydroxide in a suitable solvent such as water
(suitably at 40° to 80°C).

Scheme 13
CONH, NH,
N N
’\/l/ K\ 2 —> ’\III\XRZ
\N R N
R' R1)
25 (Xlla) (Xl

Compounds of formula (Xlla), wherein R' and R? are defined above may be prepared

according to reaction scheme 14 by reacting compounds of formula (I1), in the presence of

thionyl chloride in chloroform at room temperature, followed by reaction with aqueous
30  ammonia in acetonitrile on ice (e.g. -5 to 5°C).
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triazol e-4-carboxylic acid and 4- acid oxy]aniline HRVS cal culated for CH
BrN O 242142 Theo : 477.0926 Found: 477.0963 Rt: 3.49 mn. MP. 168.7C
Exanpl e 4wll20evwpitenyl ) met hyl ]-5-met hyl - N-{4- Rphenyl meChyEPeo0$j065104

phenyl }-1H1,2,3- triazole 4 110 O N=N fl uorophenyQret hyl ]

-5-nmet hy|2A@Me M 3. trjazol e-4-carboxylic acid and 4- [(phenyl nethyl)
oxy]aniline HRVS cal culated for CH FN 0 242142 Theo : 417.1727 Found:

417.1768 Rt: 3.32 min. MP: 9139. 4C car boxari de Exarq% 5
Cgﬂ]e xy’%zo

Fl uor ophenyl ) net hyl ]-5- Yh- I\I—{4-I[J E t hyl but ypexy] “0...... , - ,40 N=N
1-[ (4- fluorophenyOnet By - 5-_DEIJ:Q/|’\/1/- I 1,23~ tr i,(@%l\g; 4- carboxylic acid
and 4-[(3- HRMS cal cul gor C221- 02 Theo TN39T 2040 Found:
397.2061 WD 2009/ 060053PCT/ EP2008/ (1)95104 Corrpour;{ql)

1 R

R (n (Xlla)
5  Compounds of the formula (lll) (IVb), (VI), (VIII), (IX), (XI) and (XIll) are commercially
available compounds or may be prepared by methods known in the literature or processes
known to those skilled in the art. Compounds of the formula (VII) may be prepared

according to the general reaction scheme 1.

10 Further details for the preparation of compounds of formula (I) are found in the examples
section hereinafter.

The compounds of the invention may be prepared singly or as compound libraries
comprising at least 2, for example 5 to 1,000 compounds, and more preferably 10 to 100
15 compounds. Libraries of compounds of the invention may be prepared by a combinatorial
'split and mix' approach or by multiple parallel syntheses using either solution phase or
solid phase chemistry, by procedures known to those skilled in the art. Thus according to
a further aspect there is provided a compound library comprising at least 2 compounds of
the invention.
20
Those skilled in the art will appreciate that in the preparation of compounds of formula (1)
and/or solvates thereof it may be necessary and/or desirable to protect one or more
sensitive groups in the molecule or the appropriate intermediate to prevent undesirable
side reactions. Suitable protecting groups for use according to the present invention are
25  well known to those skilled in the art and may be used in a conventional manner. See, for
example, “Protective groups in organic synthesis” by T.W. Greene and P.G.M. Wuts (John
Wiley & sons 1991) or “Protecting Groups” by P.J. Kocienski (Georg Thieme Verlag
1994). Examples of suitable amino protecting groups include acyl type protecting groups
(e.g. formyl, ftrifluoroacetyl, acetyl), aromatic urethane type protecting groups (e.g.
30  benzyloxycarbonyl (Cbz) and substituted Cbz), aliphatic urethane protecting groups (e.g.
9-fluorenylmethoxycarbonyl (Fmoc), t-butyloxycarbonyl (Boc), isopropyloxycarbonyl,
cyclohexyloxycarbonyl) and alkyl or aralkyl type protecting groups (e.g. benzyl, trityl,
chlorotrityl).

35  Various intermediate compounds used in the above-mentioned process, including but not

limited to certain compounds of formulae (1V), (V) and (X), constitute a further aspect of
the present invention.
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Compounds of the invention may be administered in combination with other therapeutic

agents. Preferred therapeutic agents are selected from the list: 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),

10  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 a bile acid
sequestrant. Other preferred therapeutic agents are selected from the list: a corticosteroid,

a vitamin D3 derivative, a retinoid, an immunomodulator, an anti androgen, a keratolytic

15 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.

When the compound of formula (l) or pharmaceutically acceptable salt thereof is used in
20  combination with a second therapeutic agent the dose of each compound may differ from

that when the compound is used alone. Appropriate doses will be readily appreciated by

those skilled in the art. It will be appreciated that the amount of a compound of the

invention required for use in treatment will vary with the nature of the condition being

treated and the age and the condition of the patient and will be ultimately at the discretion
25  of the attendant physician or veterinarian.

The combinations referred to above may conveniently be presented for use in the form of
a pharmaceutical formulation and thus pharmaceutical formulations comprising a
combination as defined above together with at least one pharmaceutically acceptable

30 carrier and/or excipient comprise a further aspect of the invention. The individual
components of such combinations may be administered either sequentially or
simultaneously in separate or combined pharmaceutical formulations by any convenient
route.

35  When administration is sequential, either the SCD inhibitor or the second therapeutic
agent may be administered first. When administration is simultaneous, the combination
may be administered either in the same or different pharmaceutical composition.

When combined in the same formulation it will be appreciated that the two compounds
40 must be stable and compatible with each other and the other components of the

formulation. When formulated separately they may be provided in any convenient

formulation, conveniently in such manner as are known for such compounds in the art.
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The compounds of the invention may be administered in cohventional dosage forms

prepared by combining a compound of the invention with standard pharmaceutical carriers
or diluents according to conventional procedures well known in the art. These procedures
may involve mixing, granulating and compressing or dissolving the ingredients as
appropriate to the desired preparation.
10

The pharmaceutical compositions of the invention may be formulated for administration by
any route, and include those in a form adapted for oral, topical or parenteral administration
to mammals including humans.

15  The compositions may be in the form of tablets, capsules, powders, granules, lozenges,
creams or liquid preparations, such as oral or sterile parenteral solutions or suspensions.

The topical formulations of the present invention may be presented as, for instance,
ointments, creams or lotions, eye ointments and eye or ear drops, impregnated dressings

20  and aerosols, and may contain appropriate conventional additives such as preservatives,
solvents to assist drug penetration and emollients in ointments and creams.

Creams, lotions, or ointments, may be prepared as rinse-off or leave-on products, as well
as two stage treatment products for use with other skin cleansing or managing

25  compositions. The compositions can be administered as a rinse-off product in a higher
concentration form, such as a gel, and then a leave-on product in a lower concentration to
avoid irritation of the skin. Each of these forms is well understood by those of ordinary skill
in the art, such that dosages may be easily prepared to incorporate the pharmaceutical
composition of the invention.

30
Ointments are hydrocarbon-based semisolid formulations containing dissolved or
suspended drugs. Creams and lotions are semi-solid emulsion systems and the term is
applied both to water/oil or oil/water. Gel formulations are semi-solid systems in which a
liquid phase is trapped in a polymeric matrix.

35

By way of non-limiting example, the ointments may contain one or more hydrophobic
carriers selected from, for example, white soft paraffin or other mineral waxes, liquid
paraffin, non-mineral waxes, long chain alcohols, long chain acids and silicones. The
ointment may contain in addition to the hydrophobic carriers some hydrophillic carriers
40  selected from, for example, propylene glycol and polyethylene glycol in combination with
an appropriate surfactant/co-surfactant system. The carrier compositions of the creams or
lotions are typically based on water, white soft paraffin and an appropriate surfactant/co-
surfactant system, in combination with other carriers/components selected from, for
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An ointment, cream, lotion, gel, and the like, can further comprise a moisturizing agent.
10  The moisturizing agent can be a hydrophobic moisturizing agent such as ceramide,
borage oil, tocopherol, tocopherol linoleate, dimethicone or a mixture thereof or a
hydrophilic moisturizing agent such as glycerine, hyaluronic acid, sodium
peroxylinecarbolic acid, wheat protein, hair keratin amino acids, or a mixture thereof.

15  The compositions according to the invention may also comprise conventional additives
and adjuvants for dermatological applications, such as preservatives, acids or bases used
as pH buffer excipients and antioxidants.

The present invention encompasses administration via a transdermal patch or other forms

20  of transdermal administration. Suitable formulations for transdermal administration are
known in the art, and may be employed in the methods of the present invention. For
example, suitable transdermal patch formulations for the administration of a
pharmaceutical compound are described in, for example, U.S. Pat. No. 4, 460,372 to
Campbell et al., U.S. Pat. No. 4,573,996 to Kwiatek et al.,, U. S. Pat. No. 4,624,665 to

25 Nuwayser, U.S. Pat. No. 4,722,941 to Eckert et al., and U.S. Pat. No. 5, 223,261 to
Nelson et al.

One suitable type of transdermal patch for use in the methods of the present invention
encompasses a suitable transdermal patch includes a backing layer which is non-
30 permeable, a permeable surface layer, an adhesive layer substantially continuously
coating the permeable surface layer, and a reservoir located or sandwiched between the
backing layer and the permeable surface layer such that the backing layer extends around
the sides of the reservoir and is joined to the permeable surface layer at the edges of the
permeable surface layer. The reservoir contains a compound of formula (I) or
35 pharmaceutically acceptable salt thereof, alone or in combination, and is in fluid contact
with the permeable surface layer. The transdermal patch is adhered to the skin by the
adhesive layer on the permeable surface layer, such that the permeable surface layer is in
substantially continuous contact with the skin when the transdermal patch is adhered to
the skin. While the transdermal patch is adhered to the skin of the subject, the compound
40  of formula (I) or pharmaceutically acceptable salt thereof contained in the reservoir of the
transdermal patch is transferred via the permeable surface layer, from the reservoir,
through the adhesive layer, and to the skin of the patient. The transdermal patch may
optionally also include one or more penetration-enhancing agents in the reservoir that
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Suitable penetration-enhancing agents are well known in the art as well. Examples of

conventional penetration-enhancing agents include alkanols such as ethanol, hexanol,
10  cyclohexanol, and the like, hydrocarbons such as hexane, cyclohexaue,

isopropylbenzene; aldebydes and ketones such as cyclohexanone, acetamide, N,N-

di(lower alkyl)acetamides such as N,N-diethylacetamide, N,N-dimethyl acetamide, N-(2-

hydroxyethyl) acetamide, esters such as N,N-di-lower alkyl sulfoxides; essential oils such

as propylene glycol, glycerine, glycerol monolaurate, isopropyl myristate, and ethyl oleate,
15  salicylates, and mixtures of any of the above.

Tablets and capsules for oral administration may be in unit dose presentation form, and
may contain conventional excipients such as binding agents, for example syrup, acacia,
gelatin, sorbitol, tragacanth, or polyvinylpyrrolidone; fillers, for example lactose, sugar,

20  maize-starch, calcium phosphate, sorbitol or glycine; tabletting lubricants, for example
magnesium stearate, talc, polyethylene glycol or silica; disintegrants, for example potato
starch; or acceptable wetting agents such as sodium lauryl sulphate. The tablets may be
coated according to methods well known in normal pharmaceutical practice. Oral liquid
preparations may be in the form of, for example, aqueous or oily suspensions, solutions,

25 emulsions, syrups or elixirs, or may be presented as a dry product for reconstitution with
water or other suitable vehicle before use. Such liquid preparations may contain
conventional additives, such as suspending agents, for example sorbitol, methyl cellulose,
glucose syrup, gelatin, hydroxyethyl cellulose, carboxymethyl cellulose, aluminium
stearate gel or hydrogenated edible fats, emulsifying agents, for example lecithin, sorbitan

30  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.

35 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.

40
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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5 can be dissolved in the vehicle. To enhance the stability, the composition can be frozen
after filling into the vial and the water removed under vacuum. The dry lyophilised powder
is then sealed in the vial and an accompanying vial of water for injection may be supplied
to reconstitute the liquid prior to use. Parenteral suspensions are prepared in
substantially the same manner except that the compound is suspended in the vehicle

10  instead of being dissolved and sterilisation cannot be accomplished by filtration. The
compound can be sterilised by exposure to ethylene oxide before suspending in the sterile
vehicle. Advantageously, a surfactant or wetting agent is included in the composition to
facilitate uniform distribution of the compound.

15  The compositions may contain from 0.1% by weight, preferably from 10-60% by weight, of
the active ingredient, depending on the method of administration. Where the
compositions comprise dosage units, each unit will preferably contain from 50-500 mg of
the active ingredient. The dosage as employed for adult human treatment will preferably
range from 100 to 3000 mg per day, for instance 1500 mg per day depending on the route

20  and frequency of administration. Such a dosage corresponds to 1.5 to 50 mg/kg per day.
Suitably the dosage is from 5 to 20 mg/kg per day.

It will be recognised by one of skill in the art that the optimal quantity and spacing of

individual dosages of a compound of the invention will be determined by the nature and
25 extent of the condition being treated, the form, route and site of administration, and the

particular mammal being treated, and that such optimums can be determined by

conventional techniques. It will also be appreciated by one of skill in the art that the

optimal course of treatment, i.e., the number of doses of a compound of the invention

given per day for a defined number of days, can be ascertained by those skilled in the art
30  using conventional course of treatment determination tests.

The invention also extends to novel intermediates disclosed herein, used in the
preparation of compounds of formula (1) or salts thereof.

35  The following is a list of the used definitions:

DEFINITIONS
APTS para toluene sulfonic acid
40 AcOEt ethyl acetate
DCM dichloromethane
DIBAL-H diisobutylaluminium hydride solution
DIPEA diisopropylethylamine
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Rt: 2.77 Nixtp triethylamine
EtOH ethanol
HATU O-(7-Azabenzotriazol-1-yl)-1,1,3,3-tetramethyluronium
hexafluorophosphate
10  HCI hydrochloric acid
HOBt 1-hydroxy benzotriazole
NaOH sodium hydroxide
NH,4CI ammonium chloride
PBr; phosphorus tribromine
15 Pdtetrakis  tetrakis(triphenylphosphine)palladium (0)
Pd/C palladium (0) on carbon
RT room temperature
THF tetrahydrofuran
20 Regardless of how the preparation of compounds are represented in the present
specification no inference can be drawn that particular batches (or mixtures of two or more
batches) of intermediates were used in the next stage of the preparation. The examples
and intermediates are intended to illustrate the synthetic routes suitable for preparation of
the same, to assist the skilled persons understanding of the present invention.
25
Where reference is made to the use of a “similar’ procedure, as will be appreciated by
those skilled in the art, such a procedure may involve minor variation, for example
reaction temperature, reagent/solvent amount, reaction time, work-up conditions or
chromatographic purification conditions.
30
Analytical 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
35 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
40  negative ionisation [ES-ve to give (M-H)  molecular ion] modes.

Analvtical methods LC-HRMS
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The mass spectra (MS) were recorded on a micromass LCT, 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.

10
Analytical method GC-MS

Analytical GC was conducted on a DB-1ms column (Agilent Technologies), 0.17um 10m *
0.1mm id) eluting with an Helium flow of 0.5ml/min and pressure at 3.4 bar and with a

15  gradient temperature: 0 to 0.35 min, 100°C; 0.35min to 6min, 100°C to 250°C (ramp of
80°C/min).

The mass spectra (MS) were recorded on a Agilent Technologies G5973 mass
spectrometer using electronic impact ionisation.

20
Supporting Examples and Intermediates

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

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

Cl O I\G%O

30 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

35 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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1H1, 2, 3-triazol -4- yl}carbonypam poRkpengdate ¢ ¢ 0 , N=N COO Hl

5  To a solution of 2-(bromomethyl)biphenyl (1.5 g, 6 mmol) in DMSO (15 mL) was added
sodium azide (0.59 g, 9 mmol) and a catalytic amount of sodium iodide. The mixture was
stirred at room temperature for 2 days. After concentration under reduced pressure, the
residue was diluted with ethyl acetate. The organic layer was washed with brine (2 x 60
mL), dried on sodium sulphate and after filtration was evaporated to dryness to give the

10 title compound as an oil (1.1 g, 87%). 'H NMR (300 MHz, CDCl;, ppm) &: 7.56-7.38 (m,
9H), 4.37 (s, 2H).

Intermediate 3: (3,4-Dichlorophenyl)methyl azide
Cl
o
15 Cl
A mixture of 3,4-dichlorobenzyl chloride (10 g, 0.05 mol), sodium azide (5 g, 0.08 mol) in
DMSO (100 mL) was stirred at room temperature overnight. The mixture was poured into
water (150 mL). The water layer was extracted with ethyl acetate (100 ml x 3). The
20  combined organic phases were dried over sodium sulfate, filtered and concentrated in

vacuo. The residue was purified by distillation to give the 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
25  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 L

Rt: 2.54
methyl azide min
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5 To a solution of 2-biphenylylmethyl azide (Intermediate 2) (1.1 g, 5.2 mmol) and methyl

acetoacetate (0.9 g, 7.8 mmol) in DMSO (10 mL) was added potassium carbonate (2.9 g,

20 mmol). The reaction mixture was stirred at 40°C for 48 hours. After cooling, water was

added and the mixture was extracted with ethyl acetate, the organic layer was dried on

sodium sulphate and after filtration was evaporated to dryness. The residue was purified

10 by flash column chromatography eluting with DCM and DCM/MeQOH: 98/2 to give the title
compound as an oil (1.1 g, 68.7%). LC/MS: m/z 308 (M+H)", Rt: 3.14 min.

Intermediate 7: Methyl 1-[(3,4-dichlorophenyl)methyl]-5-methyl-1H-1,2,3-triazole-4-

carboxylate
O
Cl
DAN\JY%/
N=N
Cl

To a suspension of milled potassium carbonate (38.7 g, 0.28 mol) in DMSO (100 mL) was
added (3,4-dichlorophenyl)methyl azide (Intermediate 3) (14 g, 0.07 mol) and methyl
20  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.

15

25
The following compounds were similarly prepared by a method analogous to that
described for Intermediate 7:
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met hyl]-5-nmethyl- 1H1,2,3-triazole 4 HRVS cal cul ated for CL9H17C12N002
Theo : 418.0837 Found: 418.0840 Rt: 2.72 min MP:. 202.4C carboxylic acid
(I nt er redwvat2eo9libyosand N- (4- am nophenyl) acetam de ExampTEP2®@8M063108, 4-

Di chl orophenyl) nethyl]-N[3- (hydr Oﬁ/rret hyl ) -2- met hyl phenyl ] - 5-

met hyl - 1H 1, 2, 3- triazol e-4- carboxami®@& 9 0 NN OH 1-[(3, 4-

di chl orophenyl) nethyl]-5-nethyl- 1H1,2,3-triazole-4- carboxylic acid

| nt er nedi at nd |( 3- am n@s2- t hyl phenyl hano , | at ed
gor Gi sHi cm@k’ﬁ@mﬁhp (- 405 %Hﬁ&tug.mﬁ- panqyng g‘%}r 2 7R| Mgk‘%ﬁ‘}ﬁtgwi_ 3C
Exanpl e 24 Idtefnf&iate 8Di chl or ophenyl ) net hyl J|-N-[ 3- (hydr oxynet hyl ) phe ¢i ci
N N=N OH 1-[ (3, 4- dilchl orophenyl) (3,5-

Cl /N\\ .
Methyl 1-[(3,5- N° "N dichlorophenyl) |LC/MS: m/z 300
dichlorophenyl) — o< methyl azide | (M+H)",
methyl]-5-methyl- Cl o) (Intermediate 4) | Rt: 3.01 min

1H-1,2,3-triazole-
4-carboxylate

Intermediate 9 TH NMR (300 MHz

Methyl 1-[(3- Cl\©/\N/i\\N (3-chlorophenyl) SI;/IQSzdpFZ)E; 87' 3
chlorophenyl) )_S(O\ methyl azide (é 1H)5,.65 (; |

methyl]-5-methyl- o) (Intermediate 5) 2|_’|) 3.81 (s 3;_|)
1H-1,2,3-triazole- , , |

2.46 (s, 3H).
4-carboxylate (s )

Intermediate 10: 1-(2-Biphenylylmethyl)-5-methyl-1H-1,2,3-triazole-4-carboxylic acid

To a solution of methyl 1-(2-biphenylylmethyl)-5-methyl-1H-1,2,3-triazole-4-carboxylate
(Intermediate 6) (1.1 g, 3.58 mmol) in methanol was added an aqueous solution of sodium

10  hydroxide (7.2 mL, 6 mmol). The solution was heated at reflux for 3 hours. After
concentration under reduced pressure, a 1N HCI solution (8 mL) was added. The resulting
solid material was filtered, 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.

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

O
Cl
DAJYL
N=N
Cl
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met hyl ] -5-methyl - 1H 1, 2, 3-tri azol e-4- carboxylic acid (Internediate 11)
HRMS cal cul ated for Cl8H16C 2N402 Theo :391. 0728 Found: 391.0695 WO
2009/ 060()\56903]9//(]55115008/ 065104 Corrpound Str uct ure Fr omCTHRPINSAH3184 cal
data nyl]-5-nethyl-1H 1,2 3-triazol e- carb .and et hanol
R 2y TS CE B It e DEpPET A BT L B2 & 4B phony! )
met hyl ] - Sanexpipte (Intermgdiptes)t@gh.03 miol)ih needihdyoh (20D amt )rveds-adtied ROy (ok y )
be ?ﬁ o?; e 54) afd WaterdPhdmixdurk Wasktirrdd 6éaighR eyt WwadBddud dmdth&sbiyit-was

met hy

e BT R il Gl B ALl Bhuse 20 0700

adjusted to pH=2 with a 2N HCI solution. The formed precipitate was filtered to give the
title compound as a white solid (7.29 g, 84%). LC/MS: m/z 287 (M+H)", Rt: 2.52 min.

The following compounds were similarly prepared by a method analogous to that
described for Intermediate 11:
10
Table 3

Compound Structure From Physical data
Intermediate 12 Methyl 1-[(3,5-

of N,N\\N dichlorophenyl)
1-[(3,5- — OH methyl]-5- LC/MS: m/z 286
Dichlorophenyl) methyl-1H-1,2,3- | (M+H)",
o]

methyl]-5-methyl-1H- triazole-4- Rt: 2.22 min

1,2,3-triazole-4- carboxylate
carboxylic acid (Intermediate 8)
Intermediate 13 I\:Iet:]ylr‘ll-[ri?,l- TH NMR (300
N chlorophenyl) 1y, bmiso,
1-[(3- N N methyl]-5-
| vl m) 8: 7.37-7.27
Chlorophenyl)methyl] )ZQH/OH methyl-1H-1,2,3- E)dpd 2H.) '711 &s
-?-methyl-1H-1,2,?.,- I ol triazole-4- 1H) 5.63 (s, 2H),
triazole-4-carboxylic carboxylate 2.44 (s, 3H)
acid (Intermediate 9) | o

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

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

20  (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
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carboxylic acid (Internmediate 11) and nethyl 3-am no- 4-(nethyl oxy)
benzoate Exanple 26 1-[(3,4- D chlorophenyl) nethyl]-N[4- hydroxy-3-
(hydr oxy meOlrge9yospisenyl ] - 5-met hyl - 1H 1, 2, 3-tri azol e 4 ciPCEIEP2d08/0b§184 - N OH
40 OH 1-[(3,4- dichlorophenyl) nethyl]-5-methyl- 1H 1,2, 3-triazole 4 HRVS
cal cul at GO BXUASKSH 1B BRI 5o BB B AL eAl-o 8 208ES SHPRaS. 8% i 1
MP: 175. @0ncentrated; ditisotitlel compaind {asitobtanedi as @ whije aolifl 4658ningo93%) after
(hydr oxy re¢dathlisRRAIRIM asA6PKANTIRS: m/z 477 (MIRE: 281 min.

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

Table 4
Compound Structure From Physical
data
Intermediate 15 e O 5-methyl-1-
(phenylmethyl)-1H-
Dimethyl 5-({[5-methyl- 1,2,3-triazole-4- |LC/MS: m/z
1-(phenylmethyl)-1H- N o< carboxylic acid and | 409 (M+H)",
1,2,3-triazol-4- NJ%O 0 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

10
Intermediate 17: 2-({2-[(4-Nitrophenyl)oxy]ethyl}oxy)tetrahydro-2H-pyran

Oy, 20

W

15 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.

20
Intermediate 18: 4-{[2-(Tetrahydro-2H-pyran-2-yloxy)ethylloxy}aniline
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Ethyl {4-[({1-[(3,4- dichlorophenyl) nmethyl]-5-nmethyl- 1H1,2,3-triazol-4-
yl } car bonypam no] phenyl }acet ate 1 N=N 40 0---- 1-[(3,4- dichlorophenyl)
met hyl | - SwWoebéwleeostH- 1, 2, 3-tri azol e-4- carboxylic acid PCrrpresosweilate 11)
and et hyl (4- am nophenyl) acetate HRVS cal cul ated for C21H20C12N403 Theo :
447. 0990 Found: 447.0975 Rt: 3.25 mn M. 139|g3 Exanpl e 28 Met hyl
4-1({1-[(3, 4- dichl orophenyl) nethyl]-5-mErkyT- 1H 1, 2, 3-tri azol - 4-

yl | car bonyl ) am noF 2- (et hyl oxy) benzoate N=N. SP. | 1-[(3,4-

di chl orophenyl) nethyl]-5-nmethyl- nethyl]- thyl - carboxylic acid
(Internediate 11) and net hyl 4-amnrQ- 2-( | oxy) benzoate HRMS

cal cul ated for C20H18Cl12N404 Theo : #49.0783 Found: 449.0787 Rt: 3.1 mn
MP: 175.9C WO 2009/ 060053PCT/ EP20Q OConpound

To a solution of 2-({2-[(4-nitrophenyl)oxy]ethyl}oxy)tetrahydro-2H-pyran (Intermediate 17)

5 (1.33 g, 5 mmol) in EtOH (50 mL) was added Pd/C (catalytic amount) and ammonium
formiate (0.9 g, 10 eq). The reaction was stirred to 40°C for 2 hours. After filtration on
celite, the solvent was evaporated and the residue was poured in water, extracted with
ether and dried over sodium sulphate and evaporated. The title compound was obtained
as a dark oil (0.8 g, 68%). LC/MS: m/z 238 (M+H)", Rt: 2.38 min.

10
Intermediate 19: 1-[(3,4-Dichlorophenyl)methyl]-5-methyl-N-(4-{[2-(tetrahydro-2H-pyran-2-
yloxy)ethylloxy}phenyl)-1H-1,2,3-triazole-4-carboxamide
Cl /N\\
N™ SN
R
cl
I
OH
O\OQ
15

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
20  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
25  described for Intermediate 14:
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Structure From Physi cal

dat a Exanple 29 Met hyl
di chl orophenyl) nethyl]-5-nethyl -

S-[({1-[(3, 4-

2- hydr oxyWweneeawsesd1 al k\ 01i 2i t"N =N 0 OH 040 1-[ (3, 4- pdiraivbemsopsieny| )

met hyl ] - 5- et hyl -

1H 1, 2,3-triazol -4- yllcarbonyl)am ncl -

1H1,2,3-triazole-4- carboxylic acid (Internediate 11)

and net hyl 5-am no- 2-hydroxybenzoat dARVE cal cul ated for C191- 116C12N404

Theo

1 435. 0627 Found: 435.0638 Rt:
{3-[({1
yl }carb
met hyl ]
and net
: 433.0
Di chl or
car boxa

5

3.2 min MP. 180C Exanple 30 Met hyl

benzenedicarboxylate

[ (3,4- dichlorophenyl) nethyl]-5-nethyl- 1H1,2,3-tr| arz@]l)(- %
ony pasdigduriaheny ) acet at strd@ufe NN 40 [1-[ (3, frondli chl or ppHeRYIY
5-nmethyl - 1H 1,2, 3-triazol e-4- carboxylic acid (Interjredi @@ 11
nyl, -megfgt@g henyl ) acetate HRMS cal dqul ated for C20HL3C 2N403 Theo
834 Found: 433.0825 Rt: 3.14 min MP. 116C Exanple 31 1-[(3, 4-
pbphenyl ) net hyl - N-(3- hydroxyphenyl y5-| met Bylestdditil, 2, 3- triazol er 4-
M deinaethga-{{e- ~ | (phenyl ﬁiﬁl 1H- |LC/MS:
methyl-1- o (phenylmethyl)-1H- C/MS:
O 1,2,3-triazole-4- m/z 407
(phenylmethyl) HN .
, o carboxylic acid and | (M-H)+,
-1H-1,2,3-triazol-4- N o _ . .
=N dimethyl 4-amino-1,2- | Rt: 2.74 min
yllcarbonyl} ,
: benzenedicarboxylate
amino)-1,2-
benzenedicarboxylate
Intermediate 21
OO 1-(4-
Dimethyl 5-[({1-[(4- > fluorophenyl)methyl]- LC/MS:
fluorophenyl)methyl]- 5-methyl-1H-1,2,3- m/z 42'7
5-methyl-1H-1,2,3- HN o~ triazole-4-carboxylic (M+H)"
triazol-4- Njﬁ/go © acid and dimethyl 5- o
i N=N . Rt: 3.44 min
yl}carbonyl)amino]- | ¢ amino-1,3-
1,3- benzenedicarboxylate
benzenedicarboxylate
Int diate 22
ntermediate 13-
i chlorophenyl)methyl]-
Dimethyl 4-[({1-[(3-
Chl'or:j hin |g(rfmet[r(13|] g/ 5-methyl-1H-1,2,3- | LC/MS:
5 meFt)h | ‘i/H 1 2;’/ HN > | triazole-4-carboxylic |m/z 443
triZzoI 4 a Cl\©/\N\§/¥O ° acid (Intermediate | (M+H)+,
_ e 13) and dimethyl 4- | Rt: 3.36 min
yl}carbonyl)amino]- ,
12 amino-1,2-
) - . I t
benzenedicarboxylate benzenedicarboxylate
Intermediate 23
1-[(4-
Dimethyl 4-[({1-[(4- °y° o~ | fluorophenyl)methyl]- LCIMS:
fluorophenyl)methyl]- o | 5-methyl-1H-1,2,3- m/z 42'7
5-methyl-1H-1,2,3- N triazole-4-carboxylic (MeH)+
triazol-4- | NMO acid anq dimethyl 4- Rt 3.22 min
yl}carbonyl)amino]- N=n amino-1,2-
1,2- F benzenedicarboxylate

The following compound was similarly prepared by a method analogous to that described

for Intermediate 3:
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N 1-[(3,4- dichlorophenyl) nethyl]-5-nethyl- 1H 1,2, 3-triazole 4 HRVS

cal cul ated for aul -AuC 2N402 Theo : 377.0572 Found: 377.0593 Rt: 2.86 mn
MP:  192. 5€0 2099/06053210 | - | carboxylic acid (InternedcCatEr2dpeand

3-am nophenol Exanple 32 Methyl 5-] (_I{ 1-[(3,4- dichlorophenyl)

met hyl ] -5-nmethyl 1 ylIcarbonyl)am ncl bl § | yor obenzoate CN 0, .0, 0 41013
1-[(3, 4- dichlorophenyl) nmethyl]-5-nethyl- 1H 1,2, 3-triazole-4- carboxylic

acid (Internedi ate 11) and| nethyl 5-am not 2-fl uorobenzoate HRVS cal cul at ed
for CNN i 5CL2FNA@BPatido : 437. 05¥B/ClBeind: #37. O5IMRL : 3. hvsical e 169. 8C
C Example—33—N-15—(Am r:%,ou bonyty2=—(nethytoxy)phenyt k=134
' \ 45.
di chl or ophenyIntermediaye P4 5 N, 3-fluorobenzyl |
(3-fluorophenyl) , Not isolated
. bromide
methyl azide

The following compound was similarly prepared by a method analogous to that described
5  for Intermediate 7:

Table 7

Physical

Compound Structure From
data

Intermediate 25

F Ny LC/MS:

Methyl 1-[(3- \©AN N (3-fluorophenyl) | .~ o5g
methyl]-5-rT1ethyI- o (Intermediate 24) Rt 2.61 min
1H-1,2,3-triazole-

4-carboxylate

10 The following compound was similarly prepared by a method analogous to that described
for Intermediate 11:

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
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01 ON .
HRVS cal cul ated for
mn MP: 2%8.20@/068053

40 1-[(3,4- dichlorophenyl) nethyl]-5-nethyl- 1H 1,2, 3-triazole 4
C19H17C12N503 Theo :434.0786 Found: 434.0773 Rt: 2.77
carboxylic acid (Internediate PET/E}rmi)sLeéﬂm no- 4-

(et hyloxy) WO—2009/060053PCTEP2066871 065104 Conpound—Struct pre_ From
Physi cal dat@®ddduhg2. 3-{ri azol egf,tlpgnzam de| car boggpi de = alnfpisiEat
Met hyl |4- chl or o- 3- [ {14[(3,4- dichlorophenyl) nethyl]-5-neth I- flata
H 1, 2, 3- t rin@#@kaidte Y7 } Car bonypam no] benzoate 41, c'1 1 [(3, 8- _
o chieropneny ) ety ] s ety T 31 g0 RO © 2o
Dimethyl 5-[({1-[(3- methyl-1H-1,2,3- LC/MS:
fluorophenyl)methyl]-5- HN triazole-4-carboxylic | m/z 427
methyl-1H-1,2,3- F\©/\N\/g/go acid (Intermediate 26) |(M+H)",
triazol-4- N=N and Rt: 3.35 min
yl}carbonyl)amino]-1,3- dimethyl 5-amino-1,3-
benzenedicarboxylate benzenedicarboxylate
Intermediate 28 1-[(3-
o d _ | fluorophenyl)methyl]-5-
Dimethyl 4-[({1-[(3- ? methyl-1H-1,2,3- LC/MS:
fluorophenyl)methyl]-5- /5/&0 triazole-4-carboxylic | m/z 427
methyl-1H-1,2,3- HN acid (Intermediate 26) |(M+H)",
triazol-4- F\©/\N\)§/KO and Rt: 3.21 min
yl}carbonyl)amino]-1,2- N=N dimethyl 5-amino-1,2-
benzenedicarboxylate benzenedicarboxylate

5 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
I
@) @)
N
H,N ~
10 o

The following compound was similarly prepared by a method analogous to that described

for Intermediate 19:
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4-chl or obenzoate HRMS cal cul ated for C19H15CI 3N403 Theo :453. 0288 Found:
453.0330 Rt: 3.59 min MP: 206.4C ci N" Exanpl e 35 Methyl [34({1-[(3, 4-
di chl or opwerzgdgoenesshyl | - 5-met hyl - 1H 1, 2, 3-tri azol - 4- ylPCTaPh@sypbjlaa noj -

4- (et hyl hen t ci 40NN 1-](3,4- dich|orophenyl]
AT SN R o IR T R U TS N
Theo : 468 5d@340mBhLin@thaneB(30985 vRire agdgbaminenivm folrBBE (3.92ag,Heryland aci d

(I'nternedrate caléi%tl !rr? b.He rbdction WdGstifted BEAGM X ¥ie i J@ﬁmhlaamteétain%n c
Exanpl e %Ilt!ge{hg%%/%n{\% e\[afg)%raq’?? |nCUa8D+ ?F]%P%?(mél\)/ebsrﬁém e]d i?% vyéfh 3 4-

1H 1, 2, 3
di chl ér oﬁ/}‘l@ﬁ%"?r ﬁ*ﬁ%g)vqr SS’d'Hﬁ't W?te anq conserirateq togyethg t'”%&P'E‘BSZWq & %.CI d
(I nt er medvhateesolid §0.56hd, 43% Y ILCBMEmnfm209 (M+H)+, Rt: 1.50 min.

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

10
Table 11
Physical
Compound Structure From ysica
data
: 1-((3,4-
Int diate 31
niermediate o o Dichlorophenyl)methyl]
Methyl 3-[{1(3.4 ~ -5-methyl-1H-1,2,3-
diChIorZJ hen I)me;th | " triazole-4-carboxylic | LC/MS:
15 met? | 1yH 12 3y HN " | acid ( Intermediate 11) |m/z 476
Y B NJﬁx&b © and methyl 3-amino-5- | (M+H)+,
triazol-4- N=n ) )
_ al [(methylamino) Rt: 3.15 min
yl}carbonyl)amino]-5-
. carbonyllbenzoate
[(methylamino) _
(Intermediate 30)
carbonyllbenzoate
Intermediate 32: 1-[(3,4-Dichlorophenyl)methyl]-5-methyl-1H-1,2,3-triazole-4-carboxamide
15

cl
Q -
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

20  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.

25
Intermediate 33: 1-[(3,4-Dichlorophenyl)methyl]-5-methyl-1H-1,2,3-triazol-4-amine

46



4-f1 uorobenzoate HRVS cal cul ated for Cl19H15C12FNA0O3 Theo :437.0583 Found:

437.0624 Rt: 3.37 mn MP: 195.7C .ti Cl401?NN Exanple 37 N-[3-

(Hydroxyrw0hy09)06M$enyl ]-5-methyl-1- (phenyl nethyl)-1H PC2/EP2008i06104 e 4 O
5-met hyl - 1- (phenyl net hyl ) 1H 1, 2, 3 triazole 4 HRVS cal cul ated for

C18H18N402 Theo : 323.1508 Found: 15 .45 min MP: 105.8C

car boxam de Exanpl e 38 N-[4¢l

(3 am nophenyl ) net hanol

", N¢* 5-nethyl-1- (phenyl nethyl)-1H 1, 273-ttazol e-4- carboxylic acid

10

15

20

25

To a solution of potassium hydroxide (10.96 g, 195.8 mmol) in water (50 mL), cooled in an
ice-salt bath, was added bromine (6.3 g, 32.16 mmol) and at 0°C, 1-[(3,4-
dichlorophenyl)methyl]-5-methyl-1H-1,2,3-triazole-4-carboxamide (Intermediate 32) (9.3 g,
32.63 mmol) was added for 4 hours under vigorous stirring. The reaction mixture was then
warmed at 80°C for 2 days and stirred at room temperature for 12 hours. The resulting
solid was filtered and purified by HPLC to give the title compound (3.45 g, 41.14%).
LC/MS: m/z 257 (M+H)". Rt: 2.25 min.

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

Table 12
Physical
Compound Structure From y
data
. 1-[(3,4-
Int diate 34
niermeciate coome | dichlorophenyl)methyl
-5-methyl-1H-1,2,3-
Methy! 4-[({1-[(3,4- J->-methy LC/MS:

triazol-4-amine

dichlorophenyl) N _ m/z 419
Int t
methyl]-5-methyl-1H- Clb\/ = © (Intermediate 33) (M+H)+,

L/ 4_ .
1,2,3-triazol-4- Mo and Rt: 3.11 min
yiamino)carbonyl] [(methyloxy)carbonyl]

benzoic acid

benzoate

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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(comrercially HRVS cal cul ated for C181-118N402 Theo : 323.1508 Found: WO
2009/ 060053PCT/ EP2008/ 065104 Conpound Structure From Physi cal data
(phenyl newbyb)e/abbess 1, 2 3 tri azol e- 4- car boxam de a?@irlmb{bosb%ﬂnd (4-
am nophenyl) net hanol . 1504 : mn MP: 149.1C Exa 3-
(Hydr oxy %'?%lgﬁr a5 Py ﬂ%%w?'ugm ?Pé?miog&aph(/p%m Witk rRﬁ"@ tﬂe've B

1, 2, 3-t ripmeapitatian frdn Iethe(a—ﬂ@- titte lepmpound pisemyhitet $otid) (188 My, 27%)t HRM®I e 4

HRVE cal cialcalegsh e ciRifdab40R1+He®71.1339, 1akd: Brundpo33Rt1654 Rin. @p44 nin

MP: 157C g 7o¢c. carboxylic acid (comrerci all'y avail abl e)
5
The following compounds were similarly prepared by analogous method to that described
for Example 1:
Table 13
Compound Structure From Physical data
Example 2 - HRMS
Iculated f
N-[3,4- bromophenylymethyl | oo oo 1o
. _ C19H19BrN4O3
bis(methyloxy) M ]-5-methyl-1H-1,2,3-
N o N . . | Theo:431.0719
phenyl]-1-[(4- \@ triazole-4-carboxylic Found:
bromophenyl)methyl © -~ acid and 431 0684
]-5-mte:hi/l-|1 HA:1,2,3- 3,4-b|s(rr.1|.ethyloxy) Rt 2.93 min.
a oe-.- aniline MP: 173°C
carboxamide
E I
xample 3 - HRMS
Iculated f
1-[(4- bromophenyl)methyl calcuiated for
C24H21BrN4O;
Bromophenyl)methyl o ]-5-methyl-1H-1,2,3- Theo - 477.0926
-5-methyl-N-{4- D/ triazole-4-carboxyli o
]-5-methyl-N-{ N\)YLN rlazoe. carboxylic Found:
[(phenylmethyl)oxy] | =N acid and 4- 477 0963
phe?r?"}z'1lH'l’2’3' [(phfqy'rr:l?r:hy') Rt: 3.49 min.
820" oxylantine MP: 168.7°C
carboxamide
Example 4 HRMS
He- calculated for
1-[(4- fluorophenyl)methyl]
Fluorophenyl)methyl °v© -5-methyl-1H-1,2,3- CaHzFN,O;
i . " | 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-;I‘,2,3- [(phfn]ylrr:”e:hyl) Rt: 3.32 min.
820" oxylantine MP: 139.4°C
carboxamide
Example 5 1-[(4- HRMS
o fluorophenyl)methyl] | calculated for
1-[(4- )YL Q | 5methyl-H-1.2,3- | CaasFNAO,
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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and (3-am no-2- nethyl phenyl) methanol
Exanpl e 40 1-[(3,5- Dichlorophenyl) nethyl]-N][3-

"N N.

car boxam de
(hydr oxynet hyl )

phenyl ] - SwoebéwdeeosIH- 1, 2, 3-tri azol e-4- carboxam de a 0 &CI/HR2008M63104 OH

1-[(31
acid (
C18H16
41 Met
1H 1,2

4

5——dichiorophenyt)—ethyti=5methyt=—3%+1, 2, 3=t riazole=4=——carboxyl i c
| nt eComdowtde 12) and ( 3S&wstagphenyl) met hanbroRVS cal Ebysica dafeor
7. Then.: 301. 0728 Found: 391.0726 RL. - Exanpl e
h 2 {Hl??S 5- di chl or ophenyl) net hyﬁ?tg}-%%@@?égyj] R 315?%”
, 3-t trieg9l6t4-4- y| | car bonyl ) ani noF 4- (mgt hyl oX¥i"eenzoalME: ¢i4°C
carboxamide
E I
xample 6 1-[(4- HRMS
14 bromophenyl)methyl | calculated for
o ]-5-methy|-1 H-1 ,2,3- C22H25BI'N402
B henyl thyl o
omophenyl)metny LT 7T | triazole-4-carboxylic | Theo : 457.1239
]-5-methyl-N-{4-[(3- \ N :
methylbutylloxy] | ° N=n acid and Found:
oo 3:} 1Hy 1 2y3 4[(3- 457.1256
P tr?/z | 4’ ’ methylbutyl)oxy] |[Rt: 3.76 min
az0ie~ aniline MP: 137°C
carboxamide
E le 7 HRMS
Xampie 5-methyl-1-
(phenyimethyl)-1H calculated for
S-Methyl-1- v@ p1 2 gtriazoﬁe 4 CaiHz2NO
(phenylmethyl)-N-{4- 0 ° o . Theo : 399.1821
carboxylic acid
[(phenylmethyl)oxy] ©AN NN and 4 Found:
phenyl}-1H-1,2,3- = (phenyimethyl) 399.1819
triazole-4- pox ]iniliney Rt: 3.34 min
carboxamide y MP: 125°C
E I HRM
xample 8 5-methyl-1- S
(phenyimethyl)-1H calculated for
5-Methyl-N-{4-[(3- phenyimethy CosHasNLO;

1,2,3-triazole-4-

methylbutyl)oxy] _ carboxylic acid Theo : 379.2134
phenyl}-1- OV“\N//“ and 4-[(3- Found:
(phenylmethyl)-1H- methylbuty)oxy] 379.2165
1,2,3t-)triazo!z-4- aniline ,\R/ltp315254r2n
carboxamide : °
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- /% 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- WQ L ]-1H-1,2,3-triazole- | C2sHzsN4O2
methylbutyl)oxy]phe ° 4-carboxylic acid | Theo : 393.2290
nyl}-1-[(4- and 4-[(3- Found:
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N N N=N 411 0 1-[(3,5- dichlorophenyl) nethyl]-5-nmethyl-

1H-1, 2,

3-triazol e-4-

carboxylic acid (Internediate 12) and net hyl

3-am

no-

4- (met hylweypodresmseat e HRVS cal cul at ed for C20H18C12N402&CThP008/063194 0783

Found:
met hyl
triazo
met hyl ||
and (3
Found:

Conpou

4490783 R~ 344 M WP—213C Examptre 42113, 5 Dprchtoropheny] )
- N-C@wpdunddr oxymet hyl ) Sguctaest hyl phenyl ] - 5- Frethyl - 11H Phgsical data
Hﬁgﬂl &%§B gez,g-PLi;zyié-4N ca?tgxifégwégyﬁb%rloégﬁg alé 12

hkifino? 8=riageleny| phenyl ) et hanol HRVS|cal cudfingd for | Rké/C Mitos. 0885
40cdiB®@nie 2. 83 min MP: 185C WO 2009/ 060053PCT/ EPRIPO8O®E5104
nd é%ﬁwg1we From HRMS
5-methyl-1-{[4-(1- | calculated for
5-Methyl-N-{4-[(3- methylethyl)phenyl] | C2sH3N4O,
methylbutyl)oxy] )\©V _ methyl}-1H-1,2,3- [ Theo : 421.2603
phenyl}-1-{[4-(1- N%N triazole-4-carboxylic | Found:
methylethyl)phenyl] © \O\O/\)\ acid and 4-[(3- 421.2585
methyl}-1H-1,2,3- methylbutyl)oxy] |[Rt: 3.93 min
triazole-4- aniline MP: 114°C
carboxamide (decomposition)
Example 12 HRMS
5-methyl-1-[(4- calculated for
N-[3,4- methylphenyl)methyl | C20H2N4O3
bis(Methyloxy) \©v =N J-1H-1,2,3-triazole- | Theo : 367.1770
phenyl]-5-methyl- N " 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- | C2sH24N4O3
biphenylylmethyl)-N- O N triazole-4-carboxylic | Theo 429.1927
[3,4-bis(methyloxy) ):S(N (|3 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) S)J\N/@O -1H-1,2,3-triazole-4- | Theo 357.1363
phenyl]-1-[(4- /@A\NZN || carboxylic acid 3,4- | Found:
fluorophenyl)methyl] | © 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 /@/LN dichlorophenyl) calculated for
1-[(3,4- o AN methyl]-5-methyl- | C;0H15CI:N50;
Dichlorophenyl) CJQA = i 1H-1,2,3-triazole-4- | Theo : 428.0681

methyl]-5-methyl-N-

carboxylic acid

Found:
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Physi c

al

data Exanple 43 N-{3-[(Acetyl am no) nethyl]phenyl}-1-

[ (3, 4-dichlorophenyl) nmethyl]-5-nmethyl- 1H1,2,3-triazol e-4- carboxam de a
a. a up_ I\WN2609/0159([5($3 4- di chl orophenyl) met hyI] 5- met hyIPCT/EP2008/065104
1H 1, 27 3=trtazote=4=Tcat uuxyl rc—acid \l nternediate J_J_) and N3
am nopheny@()mp@mwlyl ] a]cet am de SHBRMBrecal cul at ed f or FEGROH19C12NE0gsiTH deta
432.0994 1003 Rt: 2.83 mn MP: 18 . 4 = , 4-
Di chl oro @%n aZOIA? yl]1-N[3-(1- hydroxyet hyl @Bﬁ%ﬁ% gmﬁ%%?ﬂli 1,2,83-
triazo|¥ ,h]en)d 'B‘d)?&?ﬂ de a so a\ NN 1. OH 1-[(3,42"di chl on Bpielfymin-
met hyl | - 5- trieizbigtdret hy|l ] - 5- met hyl car boxyl i ¢ aci4(1,3-okazolredi aM®: 21§°Cand and
1-(3- et h@%bxé—,ﬁh@ cal culated for G sH sC 2NA02 Jhefine 4050885 Found:
405. 0869 9] M M-WP145C Exanpte 45 IN[4- Lﬂ'gro 3= (hydroxymethy| )
pheny! | _f'i‘[[x(a e 1641 o orophenyl) et hyl ]-5- et hyl “{3fE 1, 2, Buiniczol e 4 ¢ 40
dichlorophenyl) calculated for
1-[(3,4- methyl]-5-methyl-
Di . C18H16C|2N402
ichlorophenyl) DA 1H-1,2,3-triazole-4-
, , Theo : 391.0728
methyl]-N-[4- )_S( \@V carboxylic acid
: Found:
(hydroxymethyl)phe (Intermediate 11) 391.0755
n1y I]z_z_rtrr]ietzhyll_tl _ 4 'andh y | & 277 min
,2,3-tria o.e- - (4-aminophenyl) MP: 183°C
carboxamide methanol
1-[(3,4-
Example 17 dichlorophenyl)  |HRMS

Methyl 4-[({1-[(3.,4-
dichlorophenyl)
methyl]-5-methyl-
1H-1,2,3-triazol-4-

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

calculated for
C20H1sCI2N4O4
Theo : 449.0783
Found:

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-

i © and 449.0813
yl}?:)no;zgz)r:;r;o]- 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) | S o meth.yl-1 H-1,2,3- | C49H17CIoN5O,
methyl]-5-methyl-N- CDA)_S(“O)H/ triazole-4- | Theo : 418.0837
{3-[(methylamino) o carboxylate Found:
carbonyl]phenyl}- (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 a4 RS
1-[(3,4- o " dichlorophenyl) | calculated for
Dichlorophenyl) DA /_\N methyl]-5-methyl- | C1gH17CI,N5O,
Cl

Theo : 418.0837
Found:
418.0839

Rt: 2.71 min
MP: 183.7°C

methylbenzamide
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a,N" \ 11-[(3,4-
HRVS cal cul ated for

Ci sHi sCl 3N402 Theo :

di chl orophenyl ) net hyl

]

425. 0339 Found: 425.0315 Rt:

-5-nmethyll H1,2,3-triazole 4

3.12

mn MP: 1WO0.280/060053 car boxyl ic acid (Internediate 11) ade(Ei?amoasloQ-

chl oro

phenyt)—methanoy
[ (3, 4-(di ch@@np@h@nyl)

Ldal UU)(C[III Ub B

nmet hyl | Sbuatetehyl - 1H

clll]JI (S5 l-|-0 LJI IIb‘LI
1, 2, 3- Frorazol

4= 1=

Physical data

|y|

yl I carpon
di chl of op#e)ﬁm&%(gt hy

(I'nterjmedi ate 11) and
C21H18|Cl 2NICB[({TTHED4-

dichlorophenyl)

, 2- benzene di car boxyT afe
I] 5-nethyl - 1H 1, 2, 3-1
di met hyl 4- and dig;

477. 0732 Found 47 f 07(

CI

ri azoI% % cart
ar hox§FAeOPPEAE 4
)3 methyl]-5-methyl-

1H-1,2,3-triazole-4-

,%55451 ¢ aci

lc acid

ardeylated forf or
C20H1sCI2N4O3

Theo : 433.0834

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

methyl]-5-methyl- \ carboxylic acid Found:
1H-1,2,3-triazol-4- CI = (Intermediate 11) |433.0797
yl}carbonyl)amino] and ethyl 3- Rt: 3.38 min
benzoate aminobenzoate MP: 131.8°C
1-(3,4-
E le 21 HRMS
xampie dichlorophenyl)

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

calculated for
C19H17CILNsO5
Theo : 418.0837

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

dichlorophenyl)meth N=" _ Found:
Int diate 11
yI]-5-methyl-1H- (In e;rr:jeN'jse ) 1418.0830
1,2,3-triazole-4- aminophenyl) Rt: 2.78 min
carboxamide P , y MP: 203.4°C
acetamide
1-(3,4-
E le 22 HRMS
xampie 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- ar:&ig;i’yl) Rt: 2.72 min
carboxamide , MP: 202.4°C
acetamide
Example 23 1-0(3.4-
dichIoEE)p,henyI) HRMS
1-[(3,4- methyll-5-methyl- calculated for
Dichlorophenyl) . 1H-A1.2.3-triazole-4- C19H18CI2N4O2
methyl]-N-[3- ol N%)LN oH carboxylic acid Theo : 405.0885
(hydroxymethyl)-2- DA =+ _ Found:
cf (Intermediate 11)
methylphenyl]-5- and (3-amino-2- 405.0878
methyl-1H-1,2,3- methylphenyl) Rt: 2.78 min
triazole-4- methanol MP: 174.3°C
carboxamide
Example 24 1-[(3,4- HRMS
o dichlorophenyl) calculated for
1-[(3,4- o NMN/OVOH methyl]-5-methyl- | C1gH16CI2N4O;
Dichlorophenyl) DA A= 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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Rt:

(I'nter
437. 05
Physi clal

3.23 mn MP: 148C Exanpl e 47 Met hyl
nmet hyl ]
di chl or opwery#yoeness hy| ]

-5-nmethyl - 1H

3-triazol
-5-net hyl -

1, 2,

nl |4

-4- 100 el

NN

[l ol el WV,

5-1({1-[(3,5- dichlorophenyl)
A 1-1(3, 5-
1H1, 2, 3-tri azol e- 4- earhrzgusiocsiaci d

(M e 4 D\ LI
nmeuratc 12) TRl

62 Compound\D 2

1 [t £ ~1
o CdAdlr curatcu 10Ul CLanr

009/ 060058RCTEP2008/ 0(

HCI2FNAO3—Theo

55104 Eoorpound

437 0583—Found:

$t Physical dataFrlom

nzoatﬁé(l at_alr °

di chl of opHedrifiarolget hy

2_—f| uo
benzoaL

e citbosdmideP

onyl ) am noF 2-fT uor ober
3.29m n MP: 191C Exanpl e

3- 1

|]-5-nethyl - 1H1, 2,

1-1(3,4-

Pl

fri az'@Pth@f‘O'yl }ca

At .

Example 25

Methyl 3-[({1-[(3.,4-
dichlorophenyl)
methyl]-5-methyl-

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

¥ no]
HRMS

calculated for
C20H1sCI2N4O4
Theo : 449.0783

: , Found:
1H-1,2,3-triazol-4- N=N (Intermediate 11) 449 0802
yl}carbonyl)amino]- and methyl 3-amino- Rt: 3 36 min
4-(methyloxy) 4-(methyloxy) MP: 203°C
benzoate benzoate
Example 26
setorophoryty | "M
1-[(3,4- methyl] 5pmet: I calculated for
Dichlorophenyl) O | 141 2y 3 triazolg g | CreHieClzNOs
O - - sy .
methyl-N-4- | /CJ;OH 2o AZ0 ™ rhe0 £ 407.0677
NS carboxylic acid
hydroxy-3- cl N=N (Intermediate 11) Found:
(hydroxymethyl) and 4-amino-2 407.0683
phenyl]-5-methyl- (hydroxymethyl) Rt: 2.57 min
1H-1,2,3-triazole-4- yaroymetiyl | vip: 175.6°c
. phenol
carboxamide
1-[(3,4-
Example 27 _ G, HRMS
dichlorophenyl)

Ethyl {4-[({1-[(3.,4-
dichlorophenyl)

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

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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di chl orophenyl ) net hyl]-5-nethyl -
(I'nternmedi ate 11) and et hyl
C20H18C12M00809Tiseas3: 433. 0834 Found: 433.0830 Rt:

1H1, 2, 3-t

ri azol e-4-

carboxylic acid
4- am nobenzoate HRMS cal cul ated for

3. 37 mPATNP200887G04 Exanpl e

49: 1- renyOrethyt=INT4=hydroxynmethyt)=2=(nethytoxy)phenyl] -
5- et hyl - lGDrmeqr@-trl azol e- 4- S&ndoseam de Cl |Cl CHF®oriTo a sol Bhysical obtaret hyl
44({1-[ (3, rophenyl) net hyl [ - 5- rrethyl-lH—l friazof
yl | car bonyﬁ%fﬂ{l%@n%f 3-|{(net hyl oxy) benzoat e (Exa 12[1:37% (0.1 ﬂ/bs 1) in
THF wals added a 1M sol ution of DIBAL-H in ThF %deerOﬁ enyl) e( W'%H@Fefiff@
reacti onh/latm5£{¢{il-|[(6del to 10 room tenperatur e |f orettyFoomethyl- SOChot JEHNGD, Wals
adfled Iogkcﬂm H@Ylé teer anda IN HOl sohutl Ornéﬂb% tﬁgktﬁélus whg&malmwt 4
extracte and AcOE Lheo sodiu nd evapor at fed.
After ety L‘Egﬂ]‘?t tlo“&%tri le, th E]?)fyi %8@1)0[& v@s obt ai jned
as a whiltel.dstiazqdo ny, 35% . HRVS cal cul af ﬂ”WeM@HﬂSC@W@@ q MrH) H
421. 083¢caftmnytamiéd]. 0834, Rt: 2.94 m n. MP|ad@66thyl5-amieo- BL:I3@nnirg
conpounds, Wekere-ghtkal |y prepared by anal 09"%hﬂ§¢6>&8@n£d&té hiip. dgg¢r | bed for
Exanpl 497 tabte 14 [Compound —Structure From |-'n R ﬁ a Exanpte
1-[(3,4- el sphenyl ) methyg-N-[4-(2- hydroxye éﬁ ) phen;qh]\/rgi met hyl - 1H
1,2,3-ftriazole-4- a s| SP N, N N)yN 0 OH Et hhyl dighletepbemphen L) iated for
{44({1-&@3 4- nethyl ]} 5-methyl - 1H 1, 2, 3-t r il an®khy: syaq)etrgarb Agpalee iy
pheny! |) deBwhiB{( | RS cal cul at ed fﬁ_h%\];%#&?o%%l\kl 2 a%\hos
405. 0885 dieblonclhe40ly. 088 2. 9 mn. M2 144C Theo : 433.0834
2009/ 060 AFCE ERRA0SY T6 04 /Co I ~ CarbOXy“.C acid Found:
1H-1,2,3-triazol-4- ('”tne(;rae(:'hatf ;1) 433.0825
yl}carbonyl)amino] Zminoehgn(l) Rt: 3.14 min
phenyllacetate aceF’:ate y MP: 116°C
Example 31 o HRMS
T lculated f
14(3.4- g AN dichlorophenyl) | S oated for
. C17H14C|2N402
Dichlorophenyl) ):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 05' 93
methyl-1H-1,2,3- OH (Intermediate 11) Rt: 2 86 min
triazole-4- and 3-aminophenol MIID' :|92 5o
carboxamide -
Example 32 1-[(3,4- HRMS
dichlorophenyl) calculated for

Methyl 5-[({1-[(3.,4-
dichlorophenyl)
methyl]-5-methyl-

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

C9H15CIL,FN,O4
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 NSy 0 methyl]-5-methyl- | C1gH7CI,N503
(Aminocarbonyl)-2- CDA)—S(ND)R 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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Struct

Di chl or ophenyl ) net hyl]-N45-

ure From Physi

dat a car boxam de
(hydr oxynet hyl )

cal

Exanple 51 1-[(3, 4-

-2-

(et hyl oxy) phenyl ] - 5-

met hyl - 102809606581 azole 4 0 a im N ,N N is OH Methyl BEI(EpP2008085144

di chl o
4- (met
Theo
Exanpl
N-[3,5
, 2, 3-t
5-[({1
yl I car
nmol )

Methyl [3-[({1-[(3.,4
dichlorophenyl)
methyl]-5-methyl-

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

calculated for
C21H2CI2N4O4
Theo : 463.0940

rophenyt)—rethyti=5methyt=—1H1, 2 3-tritazot=4—yHtcarbonytjanno] -
hyl o&gptemizoat e ( ExanpbeudBie HRVS cal|cul at &drfior CL91PhiSE 2103
: ﬁl’é_é.é)é%ﬁlazlc:)%g‘{]_d: 421. 0794 Rt: 2.91 mn. N%:enga%%ge car boxam de
e - .
 bi §2RP¥RBEY et hyl ) phenyl] - 1-[ (3, 4-di ¢hl or ophenyQret hyl ] - 5- et hyl IH-1
ri azglgifs §ar boxam de GH 5 C C To|a solution of dinethyl
- [ (3, 4-di chl or ophenyOnet hy1] - 5- net hyl {1H 1,2[(34t ri azoHRMS
bonyl ) am no] - 1, 3- benzenedi car boxyl at e | (| gitQ Hé 14icw , 1.3
oo )am noj - 1 Xy (1 sermpipAemie 1 ddicdifed Ford
[ 1 [ 3.4 methyl]-5-methy|- C19H15C|3N403
dich(l{oro( r;en ) o 1H-1,2,3-triazole-4- | Theo : 453.0288
meth I]-S?metz Lo N carboxylic acid Found:
i 23 o Iy4 Iij_N “ | (ntermediate 11) |453.0330
| ,b, Ia o. cl SN and methyl 3-amino- | Rt: 3.59 min
ylearbonyl)jamino] 4-chlorobenzoate |[MP: 206.4°C
benzoate
Example 35 | 1-[(3,4- HRMS
dichlorophenyl)

Methyl 3-[({1-[(3.,4-
dichlorophenyl)

methyl]-5-methyl-
1H-1,2,3-triazole-4-

: , Found:
1H-1,2,3-triazol-4- | c Y (Intermediate 11)
. — /s 463.0985
yl}carbonyl)amino]- No N and methyl [3- _
cl SN ) Rt: 3.29 min
4-(methyloxy) amino-4-(methyloxy) MP: 133°C
phenyllacetate phenyllacetate '
Example 36 1-[(3,4- HRMS
\ dichlorophenyl) | calculated for

C19H15CI1L.FN4O3
Theo : 437.0583

phenyl]-5-methyl-1-

(commercially

methyl]-5-methyl- | _ }_%\\N 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) ] carboxylic acid Theo : 323.1508

Found:

phenyl]-5-methyl-1-

(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

(commercially

Found:
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(40 nL

the reaction 10 was stirred to roomtenperature for
was addedwerrdosdseosseacti on m xture was stirred at Rl

),

2 hours.

was added a 1M solution of DIBAL-H in toluene (10 m., 7 eq) and
Solid NH4CI
f oPCIEPRO0S/065be

aqueous phase was extyracted—wthether—and—AcOEt,—driedover—sodium
sul pha]t e abompawpor atled. Aft eftruetoreyst al | i sati on fram acet oniPhysica datahe
title |c bt arned as a white solid al culfat ed
for Cl9 g’%ﬁ@%@@% 421.0834, found: 421. oégajgb%?a”‘g&s 3§§ri.ig‘%g;
15194. 5C1-21#EiageiPt%wi [ng conpounds were si mi || ar [ANIRRRASAYIed B2 Bious
met hod| t océrbakardidscribed for Exanple 49: 20|WO 2068%=060053PUP: EF2008/ 065104
Tabl e [15 Structure From Physi cal |dat g kxappl.e 53 1-[(3, 4-
Di chl or ophenyl’) met hyl| ]-N-[4-fl uoro-3- ( hydr\gxli I h%fp‘ ggenl;llR]Vl%- met hyl | 1H
1,2,3-triazol e-4- carpoxam de cisii cilir NNOPE r T6al6mAteY kor
54({1-[ (3, 4-Nd8<hl or ophenyl ) met hyl yl -1.2p:t0azpl@41 r il az ol \foy
yl | car beydrgxgmmietr)-2-2- f | uor obengoat bl e _aabotyRbBciaal ¢l 19a ed for
C18H15C '?”BW ﬁg ) 1| 409. 0634 409. 0()17 rcf%T m nT"er B 54
1-1(3,4- ¢ eny@ﬁ;ﬁy [5-(2- hyd x%/e i’/ Found:
(met hy|l oxy yr - 5- NN, 2, 3- tr az:ol e AAR) Ci 1{43PFgsa "1, . N SI
N C OH (p?e;n;l;;eth;:l) lH- and t(: ;—:qr;lno I2- Rt 2.44 min
2,3~ azo.e- - methylphenyl) MP: 157°C
carboxamide methanol
Example 40 1(3.5- HRMS
13,5 o dichlorophenyl) calculated for
Dichlorophenyl) Cl N/\g/[k methyl]-5-methy|- C18H16C|2N402
methyll-N-[3 \Qﬂhm N on| 1H-1,2,3-triazole-4- | Theo : 391.0728
(h droj(/ methy) & carboxylic acid Found:
th ; 23/ metr:/ | (Intermediate 12) |391.0726
12 1 2y3 triaz |y4 and (3-aminophenyl) | Rt: 2.84 min
S a.o e methanol MP: 159°C
carboxamide
Example 41 | 1-[(3,5- HRMS
dichlorophenyl)

Methyl 3-[({1-[(3,5-
dichlorophenyl)
methyl]-5-methyl-

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

calculated for
C20H1sCI2N4O4
Theo : 449.0783

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

carboxylic acid
(Intermediate 12)
and (3-amino-2-
methylphenyl)
methanol

Found:
405.0860
Rt: 2.83 min
MP: 185°C
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met hyl
lyi- 1

( Exanpl e 86)2004R9®B3al cul at ed for

[3-T({1-[(3,4- dichlorophenyl) enailml
| ) am no] -

H-1,2,3-triazol

-4- yllcarbony
r

LJri

c math," 11
4- (et hyl oxy)

run lrro-nctu
phenyl ] acet ate

mn v201 120. - 1PC4AP2008/043100 :

435. 0981t Found—435- 0975 R3O0 mn—WP—3138C carboxande Exanpl e
55 1-[|( 3, 4compbwid or ophenyl ) nBtruagturg - N- [ 2- f || uor o- H¥oni hy dr oxy Rbys$igal data
phenyl [-5-nmethyl -IH 1[I, 2, 3-triazol e-4- carboxam d1]e[(§4 el411 0™ * 0 OH|P
210. 5G metexampBd4q 1- [|( 3, 4- di chl orophenyl ) net hyl met hyl HRMS

1H 1, 2 3-triazol -4- y| | carbonyl ) ani noF 4-f 1 yior $BRAPEEEW) Exanplise36), HRVS
cal cul a%égr% C181. 1150 2FN402 Theo : 409. QGBWURUFIEIOO. E%%ﬁ 2.9
mn. M CEYEERR) |2- chl or o- 5 (h oxyrret mq_)z aydid411 [ 12N5O;

di chl of apetamiahemat-fy | i a7 Theo : 432.0994

[(3,4-dichlorophenyl)

poaca

r ge%r%o%/_liéécid
(Intermediate 11)

Found:

Dimethyl 4-[({1-

methyl]-5-methyl- and N-[(3 432.1003
1H-1,2,3-triazole-4- minooh | Rt: 2.83 min
carboxamide aminop eny.) MP: 188.4°C
methyl]acetamide
Tame setioronpanyy | PR
pheny calculated for
1-[(3,4- methyl]-5-methyl- CraHee CLNLO
Dichlorophenyl) o 0 1H-1,2,3-triazole-4- T:eoﬂ? 4(2)5408285
methyl]-N-[3-(1- DA'L\\ N carboxylic acid | _ "
hydroxyethyl)phenyl] | ci - OH Intermediate 11 '
405.0869
-5-methyl-1H-1,2,3- and 1-(3- Rt 2 97 min
triazole-4- aminophenyl) MIID' :I45°C
carboxamide ethanol ’
Teme setioronpanyy | PR
pheny calculated for
N-[4-Chloro-3- methyl]-5-methyl- CoHee CINLO
(hydroxymethyl) | o | 1H-1,2,3-triazole-4- | 2'° 42
N\ oH L Theo : 425.0339
phenyl]-1-[(3,4- o N carboxylic acid Found:
dichlorophenyl cl N Intermediate 11 '
425.0315
methyl]-5-methyl- and (5-amino-2- Rt 3 12 min
1H-1,2,3-triazole-4- chlorophenyl) MIID' :|90 30
carboxamide methanol ’ )
Example 46 | 1-[(3,4- HRMS
dichlorophenyl)

methyl]-5-methyl-

calculated for

dichlorophenyl)
methyl]-5-methyl-

1H-1,2,3-triazol-4-

Cl /N\\ 7
[(3,4-dichlorophenyl) C;©A>:é(“ I | 1H1.2.3-triazole-4- ?:};’1“?2';’;‘_4(?753 ,
methyl]-5-methyl- g o carboxylic acid Found:
1H-1,2,3-triazol-4- Intermediate 11
yl}carbonyl)amino]- ™~ (and dimethyl 4-) 477.0703
) Rt: 3.23 min
1,2-benzene amino-1,2-benzene MP: 148°C
dicarboxylate dicarboxylate
Example 47 1-[(3,5- HRMS
cl N o dichlorophenyl) calculated for
Methyl 5-[({1-[(3,5- \QA):QWN methyl]-5-methyl- | C1gH15sCI,FN4O3

1H-1,2,3-triazole-4-
carboxylic acid

(Intermediate 12)

Theo : 437.0583
Found:
437.0562
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carboxamde 0 z z - 0 O nethyl 4-chloro-3- [({1-[(3,4- dichlorophenyl)

nmet hyl ]

A AN~ AN\ DNANTI ANRAAEANNATI  ENANNQ AN ANA A~ Ok &
IVFF.  £2ZUC VIO ZUUI97 UOUUOSSFLUIT EFZUU¢7 UOO 1U4 CLOTTPUUINIU St Tutt ur

From Physi Gahpdatda Exjanpl e 57Struftg® 5- Di chljor oph&ngmh) net hyIPhyquI@ata

O e B e U R S

1H1, 2, 3

WPFQQ‘%ﬂZO&te yl | car bonyl ) am nol - 4-( rm@ﬁVP&Q@PZ%ﬁZOW@?%@amI e

HRVS cpal c@@hﬁ,qgj (191--118C12N403 Theo :421. 083ds kound: |4RPB807 Rt:

2.99 nin.

214C calr boxami de Exanpl e 58 d|Lrﬁbrophenyl) calculated for

Ethyl 4-[({1-(3,4- | A methyl]-5-methyl- | CooH15ClN,O5

dichlorophenyl) :@A):QW 1H-1,2,3-triazole-4- | Theo : 433.0834
methyl]-5-methyl- ° \@(Ov

carboxylic acid Found:

1H-1,2,3-triazol-4- © (Intermediate 11) |[433.0830
yl}carbonyl)amino] and ethyl 4- Rt: 3.37 min
benzoate aminobenzoate MP: 167°C

10

15

Example 49: 1-[(3,4-Dichlorophenyl)methyl]-N-[4-(hydroxymethyl)-2-(methyloxy)phenyl]-
5-methyl-1H-1,2,3-triazole-4-carboxamide

Cl
N/N\\N /
—_— o
Cl N
OH

o)

To a solution of methyl 4-[({1-[(3,4-dichlorophenyl)methyl]-5-methyl-1H-1,2,3-triazol-4-
yl}carbonyl)amino]-3-(methyloxy)benzoate (Example 17) (0.1 g, 0.2 mmol) in THF was
added a 1M solution of DIBAL-H in THF (800 uL, 4 eq) and the reaction was stirred to
room temperature for 2 hours. Solid NH,Cl was added followed by water and a 1N 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:

425. 0339 FomrQO/EPAR3/06889 Rt :

=

-5-nmethyl- 1H1,2,3-triazol-4- yl}carbonypam no] benzoate (Exanple
34) HRVS waloumbesd for CL8H15a3N402 Theo
3.11 mm

41)

Table 14
Compound Structure From Physical data
Example 50 Ethyl {4-[({1-[(3,4-
dighli)rcEShe[:]yl) HRMS calculated
1-[(3,4- a N methyl]-5-methyl- for C19HgCI,N,O,
Dichlorophenyl) CIDA):S(N 1HA 2,3-triazol-4-yl} Theo : 405.0885
methyl}-N-[4-(2- Ol - | Found: 405.0885
oH carbonyl)amino] ,
hydroxyethyl) Rt: 2.79 min.
phenyl]-5-methyl-1H- phenyljacetate b, 4 440¢
1,2,3-triazole-4- (Example 27)
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bi s(Hydroxynet hyl ) phenyl]-1-[(3,4- dichlorophenyl) net hyl
]-5-nmethyl-1H1,2,3- triazole-4- carboxamde o ci 1111, N-N, ,,N a 40 N
OH OH d|mﬁohmewmk$1 [(3 4- dlchlorophenyl) nethyl] 5- nwcmmwﬂmwmﬁum

1H 1, 27 S=triazot=4=—yt{carbonyt)yaninoj=127benzenedicarboxytate(Exanp| e
46) HF<JVB c &ampaandd fO’ CLON 13@@Ne03 Theo |: 421. 6884 Found: RAlysi@BdHa Rt
2.60 n afpl e 59 Di chl or ophenyl ) met hyl [-N 4-fTuoro-3-
(hydroxyne y(f%J enyI -5-nmethyl-1H 1,2,3-1riazol e-4- carboxam de a 4.0 CH
met hyl| 54({1- [(3 5- di¢chl orophenyl) nethyl]{5-nethyl- 1H1,2,3-triazol -
yl I carjponyl ) am no] - 2-fl uorobenzoate (Exanple 47) HRVB cal ¢ul ated for

CleHllZf"l ’)EI\MF\’) Than - faYe) nR’)A -annnl A0 NERO0 Pt 2 Q92 m
UZ— 11 Co— LA LI A oo ) "rU\J OS99z

Exanpl e GOEP(IE"PB',GE‘;i1 bi s( Hydr oxymet hyl )

D
"
o
S

Methyl 3-[({1-[(3,4-

1-[(3,4- N P dichlorophenyl) HRMS calculated
A
Dichlorophenyl) N N ? methyl]-5-methyl- | for C1gH1sCIoN4O3
methyl]-N-[5- cl 1H-1,2,3-triazol-4- |Theo : 421.0834
(hydroxymethyl)-2- ° yl}carbonyl)amino]- | Found: 421.0794
(methyloxy)phenyl]-5- o 4-(methyloxy) Rt: 2.91 min.
methyl-1H-1,2,3- benzoate (Example | MP: 198°C
triazole-4- 25)

carboxamide

Example 52: N-[3,5-bis(Hydroxymethyl)phenyl]-1-[(3,4-dichlorophenyl)methyl]-5-methyl-
1H-1,2,3-triazole-4-carboxamide

OH
OH
0
N
CID\/ H
e
N
N, ~
5 Cl N

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
10  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:
15 194.5°C.

The following compounds were similarly prepared by analogous method to that described
for Example 49:

20
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phenyl]-5-nmethyl -1- (phenyl nethyl)-1H 1,2,3-triazol e-4- carboxam de \ 40N
N N=N OH 140 OH di nethyl 5-({[5- nethyl-1- (Phenyl nethyl)-1H

1, 2, 3-t rivi@ahev600sB8] car bonyl | am no) - 1, 3- benzene di car b@xXYIERR@8/065104
(I'nternmedi ate 15) HRMS cal cul ated for C19H20N403 Theo : 353. 1613 Found:
353.1628 Ri: 2.21 nin. MP: 148.2C ExafPfdo61 -[3,5- bi s(Hydroxynet hyl)

phenyl]-1-[(3- chl orophenylynethylp ci ISNNNN CH 40 OH di net hyl
5-T({1-[(3- phenyl ) net hy =5-nmethyl-1H1,2.3- triazol of-_.
y| | car hnnyl%oﬂoglh?- 13- hpn7pn$=tr4—%g%ﬁ calcul ated frffor?ﬂ QH19(Cl Elflﬁxsicall'lqgtna :
387. 1224 Fexadpled37. 1198 WO 2009/ 060053PCT. EP2t91085i R&S@Og (‘ﬂ und
Structjure From Physical data 5-nethyl - 1H 1, 2M8hVES-{E561&- 4 boxamni de
F dichlorophenyl) calculated for
1-[(3.,4- OH
Dichloroohenvhmethvl methyl]-5-methy|- C18H15C|2FN402
chiorophenyl)methy 1H-1,2,3-triazol-4- | Theo : 409.0634
]-N-[4-fluoro-3- N .
(hydroxymethyl) yl}carbonyl)amino]- | Found:
heny 1-5 i/neth Iy1H 2-fluorobenzoate |409.0617
P 12y3 o |y4 (Example 32)  |Rt: 2.87 min.
/2, 07azoe MP: 189.7°C
carboxamide
Example 54
methyl [3-[({1-[(3,4- |HRMS
1-[(3,4- dichlorophenyl) calculated for
Dichlorophenyl)methyl oH methyl]-5-methyl- | C2oH2ClLN4O3
]-N-[5-(2- 1H-1,2,3-triazol-4- | Theo : 435.0991
hydroxyethyl)-2- DVMN yl}carbonyl)amino]- | Found:
(methyloxy)phenyl]-5- | o N ~° 4-(methyloxy) 435.0975
methyl-1H-1,2,3- phenyllacetate Rt: 3.01 min.
triazole-4- (Example 35) MP: 138°C
carboxamide
E I
xample 55 methyl 3-[({1-[(3,4- |HRMS
134 dichlorophenyl) calculated for
Dichloro he;l hmethyl F methyl]-5-methyl- | C1gH15CIL.FN,O,
prenylmety DVOH 1H-1,2,3-triazol-4- | Theo : 409.0634
]-N-[2-fluoro-5- N .
(hydroxymethyl) . yl}carbonyl)amino]- | Found:
heny 15 i/neth Iy1H 4-fluorobenzoate |409.0624
P 1 2y3 g |y4 (Example 36) | Rt: 2.92 min.
2,7 aZOe MP: 210.5°C
carboxamide
E I
xample 56 o | methyl 4-chloro-3- |HRMS
N-[2-Chloro-5 [({1-[(3.4- calculated for
(hydroxymethyl) dichlorophenyl) C18H15CIsN4O,
:: 0 I]y1 (3 Z methyl]-5-methyl- | Theo : 425.0339
dicr':’lofo yhen I()rr,1eth | N 1H-1,2,3-triazol-4- | Found:
e metf] | 1yH i 3y — yi}carbonylyamino] | 425.0339
i Z od T N A benzoate Rt: 3.11 min.
azole-? (Example 34) | MP: 220°C
carboxamide
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di carboxylate (Internmediate 16) Rt:
1-[(3,4- D chlorophenyl) nethyl]-N[3-(2-
5- met hyl -WweR200926@053t r i azol e- 4-

dichlo

2.37 mn.

MP: 192. 7C Exanpl e 62
hydr oxyet hyl ) phenyl k
carboxam de ¢ NS OH net IWIT/E{PBQOB(O{SSIM{(S 4-

rophenyt)—rethyti=5nethyt=—1iH1, 2 3-trtazot=4—ytjcarbonypaninoj
phenyl |} acetGamgpouRdanpl e 30) HREBItaecul at ed |f or CEg130 2N40Ph¥iea data
405. 085 F%X&%D 5.0869 RI: 2.84 mn. MP. 142C Exanple 63:
3-T({1-[(3, ¢l or ophenyOnret hyl ] - 5- et hyl - 1rh’ethy|23 @{1'(-[1(3 8z0l - 4-
yl I carponyl ) ani ncl benzpic acid HN 5 C C HRMS

Am xt u
| -4- vy
NaCOH s
hour s.
IN HC
conpou
C18H14
15The

that d
Conpou

r eof ethf,(B;s- [ ({1-

(3, 4-di chl orophen 0)*r

yll edeblated f@- t r

i azo
a 1N

2-fluorobenzoate

| 1 cpiche benzoat e (Exanpl 3@ marg@j @Qd
ol ut | op mol ) i n h nol ﬂ_)Hwﬂ/a%?:%naZDi‘@d [ 4(%{ 4
The"'§ 8 q 2V 3 e y]}@§ﬂbdhl}ﬂ)a\ﬁﬁﬁo]a( 3t
s@V@fWﬁﬂ@thW@ p’ec at é,gj or med fi 4t®; F@‘H!d The tit
nEenetagoxydrenppa- as ite solid (53 g cartog@t ed fo
C120MARG. (Mrh)gt: $105. 621, found: 405. 0520, b?@:zoat? 23 ki ¢fPin267.
foll OtW{ﬁ orrpouwds were simlarly prepar(Exiarbglednal (o]0 %,s ”%Z:h()d t
escriBetPF8F Exatple 63: 20 WD 2009/ 060053PCT/ EP2008/068104 Tabl
nd @rb@@mﬁ@ rom
Example 58 dm;i:g?gégﬁ;gf;,‘l- HRMS
N-[3,4- methyl]-5-methyl- | A culated for
b. . C19H18C|2N403
is(Hydroxymethyl) 9 /@COH 1H-1,2,3-triazol-4- Theo : 421.0834
| OH . .
phenyl]-1-[(3,4- C:@y}%h‘ ylicarbonyl)amino]- Found:
dichlorophenyl)methyl | T 1,2-benzene 421 08.75
]-5-mte:hi/l-|1 H‘;1,2,3- dllzcarboTylzge Rt 2.60 min.
azoie-a- (Example 46) | \ip. 203°c
carboxamide
E I
xample 59 methyl S-((1-(3.5- [ o
ichl henyl
1-[(3,5- “ NN dichlorophenyl) calculated for
Dichlorophenylmethyl = methylFS-methyl- | o 1 CLFNLO
N 1H-1,2,3-triazol-4- |1 1072 42
]-N-[4-fluoro-3- a 4 OH hcarbonylamino}- Theo : 409.0634
(hydroxymethyl) y y 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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Physi cal
1-5-net hyl -
acid | I I \MON009(2D6®53net hyI

1H-1, 2, 3-

4- vyl }carbonyl)

am noj - 4-

data Exanple 64 3-[({1-[(3,4- D chlorophenyl)nethyl
triazol -

(met hyl oxy) benzoic
3- [({1 [(3,4- dichl orophenyl ) P(mtlimmo};/o&smet hyI

1H 1,
HRIVB c

aI culGngabuhdr

O l.lldLUI 4=

Cl

carbonytjamnotr—4=(1

D1- 116C1SMNIDIeTheo: 47

35. 062 Frdround:

rethytoxy)—benzyg
4

pate \ EXdIIpI T

135hgecd) dRla

25)
2. 41

mn
1,2, 3-
OCH 40

1H-1, 2|

(I'nter
381.12

redi-ate—15—HRA
31 RExampls$2ni n

ézﬂ%trfﬁ%'?' e
N0 drazeledi o
3- tedrbaiide  yl

V| &
A=}

65 5- ({[ 5- Vet hyT -
arbonyl | am no)- 1, 3- ber
yl 5-({[5- methyl-

car bonyl }am no) -1, 3

od for 100G
\waw | LERA"AI

eal ol At
Ut

1zene

phepy]
OPé/dt%;é(rboxyl
PHEIRNAZRIRY16) -

benzene di car bq
NAQE Thr\r\: 201

TNTUJ LILILAYA Y4 JU L

=N

1-[(3,4-
Dichlorophenyl)
methyl]-N-[3-(2-

hydroxyethyl)phenyl]-
5-methyl-1H-1,2,3-
triazole-4-
carboxamide

CAUTr vul

VP: 307. 2C

CLJIT LY

methyl {3-[({1-[(3,4-
dichlorophenyl)
methyl]-5-methyl-
1H-1,2,3-triazol-4-
yl}carbonyl)amino]
phenyllacetate
(Example 30)

HRMS
calculated for
Ci1gH1sCI2N4O,
Theo : 405.0885
Found:
405.0869

Rt: 2.84 min.
MP: 142°C

10

15

20

Example 63: 3-[({1-[(3,4-Dichlorophenyl)methyl]-5-methyl-1H-1,2,3-triazol-4-
yl}carbonyl)amino]benzoic acid

A  mixture of

ethyl

3-[({1-[(3,4-dichlorophenyl)methyl]-5-methyl-1H-1,2,3-triazol-4-

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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Example 66 4-[({i-[(3,4- Dichloropheny |ynethyl
-4- yl}carbonyl)am no] benzoic acid ci
4-1 ({1-[ (Wp2eo0adicedsBor ophenyl ) net hyl ] -5- et hyl -

triazol

] - 5- net hy
soci o o

| -1H1, 2, 3-
CH et hyl

1H- 1, 2, BCTHPA®SI063104

yl } carbonyl ) am no] benzoate (Exanpl e_48) HRVS cal cul at ed for Cl8HL4CL2N403

Theo: 405.0521 Found: 405.0531 Ri: 22@87Ri n MP>260C Exanpl e
67:
1-1(3,4-Di gg enyl nethl et hyl am no bonyl - 5- met hyl 5
]_H! g_1 2l _3- (88 %RB - Y y .]'is % m S(f ||rZ of )r_q‘gr[n Y pBﬁWC']ah dgta Y
3-[ ({1 [(3Eﬂardplerﬂ4orop1eny0mt hyl ] - 5- net hyl - 1,2, 3:-triargl-4- |
Oyl | c:]r bonyl ) am no] benzoi c acid (Exanple 63 ”’Fﬁ‘yﬁiﬁébhgé 3'%'!QM§DI ),
et hyl am ne I[Qliz"l F, 2M solution (1.75 ni, 0. 35dighiorgpheparu| ¢atcuiaded tpr 0./52
mmol ) @and 5] b. 09 m., 0.52 nmol) in DVF|wagth}-biietll-al CARGCLMALOL veek.
The solQ/@N?r_OWB%”ViW@ﬂM at ed and t he ue va}ﬁ V‘@%ﬁgzo‘f"ht TRt 855 BEsh
extract M—memyl-ﬁen/,lz,Sthqr gan E‘?ﬁf _
2009/ 060053PGELLER2008/ :)65 / oxx sodi u suI grcaeonypmingl pfeeuidd
concen’| rlftetgd he. ti | e“coimpound was obt ai ned -df(methylogyy y5430.0630at i on |f rom
acet onj V9 YLWCTE s0lid (49 ny, 32% . HRVE gahsdstat ed FQtOQ 4@21Qih|190 2N502
( M+H) H 432(methgloxf)ound] 432.0957, Rt: 2.82 m ”<Exy5 ©!  qwi ng
conmpounds w&izeicHdd | ar|y prepared by anal ogous ﬁ Mat escrl bed for
Exanplle 67, Jabkgsl/ Cpnpound Structure Frdf?ﬁ'étﬁ’h%s(' aI GRiR Exanpl e 68
Y1620
1-[(3,4- D c%rﬁoropheny ymethyl FN-(3-{[(2 methyl-1- calculated for
5-({[5-Methyl-1- (phenylmethyl)- | C49H1gN4Os5
(phenylmethyl)-1H- 1H-1,2,3-triazol-4- | Theo: 381.1199
1,2,3-triazol-4- )Yg yllcarbonyl}amino) | Found:
yllcarbonyl}amino)- \ -1,3-benzene 381.1231
1,3-benzene B dicarboxylate Rt: 1.59 min
dicarboxylic acid (Intermediate 15) | MP: 307.2°C
Example 66 ethyl 4-[({1-[(3.4- HRMS
cl WM dichlorophenyl) calculated for
4-[({1-1(3,4- Dﬂ <(' methyl]-5-methyl- C1eH14ClNSOs
Dichlorophenyl)methyl | © N YIromeYE ) Theo: 405.0521
0 1H-1,2,3-triazol-4-
|-5-methyl-1H-1,2,3- Qy(OH soarbonyamino] | FOU%:
triazol-4- y benzﬁate 405.0531
yl}carbonyl)amino] © (Example 48) Rt: 2.33 min
benzoic acid P MP>260°C
Example 67: 1-[(3,4-Dichlorophenyl)methyl]-N-{3-[(ethylamino)carbonyl]phenyl}-5-methyl-
5  1H-1,2,3-triazole-4-carboxamide
N@\,{“\/
N=N
Cl
A mixture of 3-[({1-[(3,4-dichlorophenyl)methyl]-5-methyl-1H-1,2,3-triazol-4-
10 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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hydr oxyet hyl ) am no]
carboxamde T $0 O .

01l

car bonyl | phenyl)-5- nethyl-1H1,2,3- triazol e-4-
z--z h 00 Found: 34({1-[(3,4- dichlorophenyl)

met hyl | - SwWoebéwleeosiH- 1, 2, 3-tri azol - 4- yl }carbonyl ) am nopCharzasocHod d

(Exanpl e 63
448. 0943 WELSYWHAD SKP!

and 2- ﬁrri noet hanol

atg, pr

HRMS cal cul ated for
gna ‘Rﬂﬁﬁceﬁ%?@}’-éu

e SOEPEYN DI PEPEBAIST ) o

1- 5- net hyberistElisatjoprirmhgteioniiite) asowhitsosn)itl (42 mg( 82%hHRMS cplaalatedkor

1H-1, 2, 3-¢,5HACONDO AMGD boxegda eound043MN957N RN 82 hin QB4 (d2la( 3, 4-
di chl orophenyl )nme thyl]-5-nmethyl-1H 1,2,3-triazol-4- yl}carbonyl)am no]

-4- (et hyl ox

for C20 Hi@@l%

for Example 67:

benzoic acid (Exa

| e 64) and net hyl

) , am ne HRMS cal cul at ed
ng $PRBOUNIS 4vahe SBnileAY, REeParersbyyamgiogous method to that described

Table 17
Compound Structure From Physical data
E I
e e 3[({1-[(3.4- |HRMS
1-((3.4 dichlorophenyl) | calculated for
Dichlorophenylymethyl methyl]-5-methyl- | CoH1ClNsO3
] Np(3 {[322 ' NQ\’(N\/\OH 1H-1,2,3-triazol-4- | Theo:
hydroxyethyl)amino] |~ . o yl}carbonyl)amino] | 448.0943
cirbony I} :en )-5 DA\N:N benzoic acid Found:
-o- c
meth 3: 1p|_| 1 ; 3 (Example 63) |448.0940
triizole 4, , and 2- Rt: 2.57 min.
carboxamide aminoethanol MP: 190.7°C
E le 69
e 3[({1-[(3.4- |HRMS
1-[(3,4 dichlorophenyl)me | calculated for
Dichlorophe;lyl)methyl | thyl]-5-methyl-1H- | C5H19CI2NsO3
1-5-methyl-N-[5 q ° 1,2,3-triazol-4- | Theo:
[(methylzmino) ¢ MNDWN\ ylicarbonyl)amino] | 448.0943
carbonyl]-2- mj@/\ 0 -4-(methyloxy) | Found:
(methyloxy)phenyl] benzoic acid 448.0935
1H-1,2,3-triazole-4- (Example 64) | Rt: 2.87 min.
- and methyl amine | MP: 222.2°C

carboxamide

10

15

Example 70: {3-[({1-[(3,4-Dichlorophenyl)methyl]-5-methyl-1H-1,2,3-triazol-4-

yl}carbonyl)amino]phenylimethyl acetate

JI

N\JV(LNQV g

=N O

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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Rt: 2.87 mn. MP:. 222.2C 10Exanple 70:

34({1-[(3, 4-Di chl orophenyl ) nethyl]-5-nmethyl-1H1, 2, 3-tri azol - 4-

| I car borsyDRaswasadsphenyl | net hyl acetate CI CI 0 15To acmimodsmasmzf
[

(3,4-dichl oro hen th dr oxynet h met hyl -

, 3-t r ipRiea @awﬁb‘&a?ﬂ%%flwﬁar tlaﬁ's%tlﬂn (ng‘%}?rg@’??&‘%h{ﬁl%owﬁ 0Pﬁ>9fure
of DCMTHFCM/)BI(@O anyl . 5e). SHRIVS palgulatedcfior diveH aCleyds OWHHY | 4688.0839, fyndl. 2
eq). The g38aBuRORIVEM i n\/rpedmtc(@.@m)tenperature for 2 hours. Water was
added and the product was extracted with ether, dr| ed over sodi um sul phate
and evaporat ed in vacuo. The title conpound was

2009/ 6008SPESHPKIBI0GRTBRL54WEH STty aReRARRH PY¥ %csmtao%fqr@ogous to that

r ecr yst aldessritisiddor Exammplé $0pr opyl et her (a couple drops of DCM (60 ,
54.5% . HRMS cal cul ated for C20H18C12N403 (WH) - 433. 0834, found: 433.0812,
Rt: 3.14 min. MP: >70C (sticky). 5Thn|=, blgl@owi ng conpounds were simlarly
prepared by a nethod anal ogous to t hat®'deScri bed for Exanpl e 70: Table 18

{
y
1

Conmpound Structure From Physical data Exanple 71 = {34({1-[(35-
D|hchl Ior Oph@&}ﬁbéurﬂ?t hy| ] 5 rret @thctu?e"" 11 2, 30t ri azqiroﬁl1 yl i,arﬁ}%%gp@dﬁ noj
p eny JIIULIIyI acet al.c - L\U, \,n \JIII UI Gpllvllyl

met hyl || - I\I-EP@mp(qu/‘droxyrret hyI ) phenyl ] - 5- net hyI 1, 2,3ttri azol e-
4- car boxam de (Exarrpl e 40) HRMS cal cul ated fo é C12NA03 Theo: 433./0834
Found: 433{ .24 min. MP: 124C Exanpl éld?@r%ihéﬁvlbr pRMSygajculated

met hyl || %IC oro;g;heny% 1 2,3-triazel @vl yl } canbomgthy8N-[88] |for CxH1sCIoN4O3
methyl]-5-methyl- \QA M (hydroxymethyl) | Theo: 433.0834
1H-1,2,3-triazol-4- phenyl]-5-methyl- | Found: 433.0801
ylcarbonylyamino] 1H-1,2,3-triazole- | Rt: 3.24 min.
4-carboxamide |MP: 124°C

phenylimethyl
acetate Eemee 4
1-[(3,4-
E le 72
xample dichlorophenyl)

{3({1-[(3,4- methyl]-N-[3- | HRMS calculated
Dichlorophenyl) (hydroxymethyl) | for Ca5H20ClI2N4Os
methyl]-5-methyl- ¢ h{/%/ﬁ\,\‘)@vo\”)@ phenyl]-5-methyl- | Theo: 495.0991
1H-1.2.3-triazol-4- uj@A N=N ° 1H-1,2,3-triazole- | Found: 495.0982
N : 4-carboxamide | Rt: 3.58 min.
Yiearbonyljaminc] (Example 24) MP: 140°C

henyl}methyl
’ be:z}oate ’ and benzoyl
chloride
1-[(355'
E le 73
e dichlorophenyl)

{3-[{1-((3,5- methyl]-N-[3- | HRMS calculated
Dichlorophenyl) | © 3 JYOLN /©VOY© (hydroxymethyl) | for CpsHz0ClN4O3
methyl]-5-methyl- \QA‘MN 5 phenyl]-5-methyl- | Theo: 495.0991

< 1H-1,2,3-triazole- | Found: 495.1003

1H-1,2,3-triazol-4- 4-carboxamide | Rt: 3.71 min.

l}carbonyl)ami
’ };s;n?,T}Q::;;TO] (Example 40) | MP: 85-95°C
and benzoyl

benzoate
chloride

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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phenyl } met hyl benzoate CI "I T112 | | Ji I 11 I I - g 1 1-7(3, 4-

di chl orophenyl) nethyl]-N-[3- (hydroxynethyl) phenyl]- 5 nmet hyl -

1H 1, 2, 3-woi2a®al6ess34- car boxam de (Exanpl e 24) and benzoyCTatrk@siocs 0HRMS
cal cul ated for C25H20C12N403 _Thego: 49,0991 Found: 495.0982 Rt: 3.58 mn.
MP: 140C Exanple 73 Dichl oroa‘T)A tN1yIH] 5 methyl - 1H1,2,3-triazol -

yl }carbonyl ) am no] phenyl}m ben N 1 oir if o- z* 50
1-[(3,5- dichlorophenyl) net hyI ]-N-[3- ( yd met hyl ) phenyl]-5-net hyl -
1H1, 2, 3-triazol e- 4-carboxam de (Exanple 40y ard benzoyl chloride HRMS
cal cul ated for C25H20C12N403 Theo: 495. 0991 Founkiﬁ 495.1003 Rt: 3.71 mn.
MR 85-95C |10 Exanple 74:
1-[ (3, 4-Di chl orophenyOnet hy1FN-{4-[ ( 2- hydr oxyet hypoxy] phenyl } - 5- met hyl 1H 1,
2, 3-triazol e-4- car boxam de

To a solution of the crude 1-[(3,4-dichlorophenyl)methyl]-5-methyl-N-(4-{[2-(tetrahydro-2H-

pyran-2-yloxy)ethylloxy}phenyl)-1H-1,2,3-triazole-4-carboxamide (Intermediate 19) in

5  methanol was added a saturated solution of HCI in ethyl acetate. The reaction was stirred
to 60°C for 18 hours. After evaporation, the title compound was obtained as a cream solid
after recrystallisation from methanol (0.23 g, 54% from intermediate 6). HRMS calculated
for CygH15CloN,O3 (M+H)" 421.0834, found: 421.0837, Rt: 2.76 min. MP: 140°C.

10  Example 75: 1-[(3,4-Dichlorophenyl)methyl]-5-methyl-N-[4-(1-methylethenyl)-2-
(methyloxy)phenyl]-1H-1,2,3-triazole-4-carboxamide

cl N
N SN o~
={_ _N
cl

15 To a solution of methyl 4-[({1-[(3,4-dichlorophenyl)methyl]-5-methyl-1H-1,2,3-triazol-4-
yl}carbonyl)amino]-3-(methyloxy)benzoate (Example 17) (0.2 g, 0.45 mmol) in THF (30
mL) was added a 1M solution of methyl magnesium bromide in THF (5 eq). The reaction
was stirred at room temperature for 2 hours and heated to 60°C for 2 hours. After cooling,
water was added followed by a 1N HCI solution and the compound was extracted with

20  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 CyHxCI,N,O, (M+H)" 431.1042,
found: 431.1028, Rt: 3.69 min. MP: 170°C.

25  The following compounds were similarly prepared by analogous method to that described
for Example 75:

30

35
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WO 2009/ 060053PCT/ EP2008/ 065104 To a solution of the crude

1-[(3, 4-di chl orophenyOnret hyl] - 5- et hyl - N- (4-{[ 2- (t et rahydr o- 2H

pyr an- 2- WoxygjeatshosB] oxyl phenyl) - 1H 1, 2, 3-tri azol e- 4- car POXAEPRES/065104
(Internmediate 19) in 5 nethanol was ?dded a saturated solution of HCl in

ethyl acetate. The reaction was stir

818 60C for 18 hours. After

evaporation, the title conpound was obtained as a creamsolid after

recryst
cal cul

al |} i fr om nmet han 3 g, 54% from jinterne
fpdb$rﬁb6&[?jQH1R(‘17NAﬂq \k?ﬂ&,giezmg nml fg|rp|nrér9‘ 421

mn. MP: EK@pldDExanpl e 75:
1-[(3,4-Di chl or opheny(Onet hyl ] - 5- net hyl - N44- letﬁyqtg,t{y{hq(mn

(et hy|l
met hyl

aa({
yl | car bofahjaaphrsyD

gl orophemyl ) met hyl ] - 5-
(ﬁﬂpg y)benzoat ¢ « ExdaRghdl-ametnd. pg, 0. 45 i
THF (30 methylied-[Rided), sofuti H;@Mh; NHrREBeagazombr omi de in THF (5
j at go

oxy) m?%l ]4 éII—P 1,2,3-triazol e-4-car b()@ﬁ@ﬁqu%?;%?;ggggg
3-

eq). The F QRO Was stirred enperig%éc?rr%r}‘ypgr\xﬁﬁaﬁ?@()%d heated to

60C for

hlo (?)%.hAf e b

sol uti orﬂetQMSH}y R Hplound was extracted with 20°EMH&S dri{ed eueer sodi um

sul phat &-nagtbyleNapardat ed. After purificati on|by(Bxpaple %I’O”r%[t 9Gaphy
ed”as a whi

W th

2

r cooling, water was a plyousnd1N HC
| uting

amhzeleM-MeOH 9218, the title conmpound was obtain e

solid [(0. 020,102 . HRVS calcul ated for C211-120C1 2N402 (NRPHPSC431. 1042,

f ound:
simlar
35 WO

4311028, Rt 3- 69 mm WP—170C—25The fottowng conpounds—wer e
|y prepared by anal ogous nethod to that described for Exanple 75: 30
2N eE00E IHCEA-ERI 00808 O thyN-E-{D(dBoathylantno))&hylleyliBe  From

Physi sal (Aydraxyrampiphedd]-3-nletBd-4H- Db ghtigforneaiokamriehy! 1 - N-[ 3- (1- _
hydr oxy- 1-" net'hyl et hyl ) phenyl p 5-nethyl-1H1,2,3- triazol e-4- carboxam de c
INc 5 OHethyl 3-[({1-[(3,4- dichlorophenyl) nethyl]-5-nethyl-

1H-1, 2,

3-triazol -4- yl}carbonyl)am no] benzoate (Exanple 20) HRVS

cal cul ated for C20H20C 2N402 Theo: 417.0 ounhdty”417.0886 Rt: 2.95 mn.
MP: 58C 0 |

10

15

20

25

To a solution of 1-[(3,4-dichlorophenyl)methyl]-N-[4-hydroxy-3-(hydroxymethyl)phenyl]-5-
methyl-1H-1,2,3-triazole-4-carboxamide (Example 26) (0.1 g, 0.245 mmol) in DMF (10
mL), were added potassium carbonate (0.07 g, 2 eq) and (2-chloroethyl)dimethylamine
hydrochloride (0.07 g, 2 eq). The reaction was heated at 40°C for 3 days. After
evaporation, the residue was diluted with DCM, washed with water and dried over sodium
sulphate. After purification by flash chromatography eluting with DCM/MeOH (90/10) and
recrystallisation from methanol, the title compound was obtained as a white solid (18 mg,
16%). HRMS calculated for C,H»Cl,NsOs (M+H)" 478.1413, found: 478.1435, Rt: 2.47
min. MP: 163.1°C.

Example 78: 1-[(3,4-Dichlorophenyl)methyl]-N-{3-[(2-hydroxyethyl)oxy]phenyl}-5-methyl-
1H-1,2,3-triazole-4-carboxamide

I Q\ I Q\
Cl
SO O ITN\%*N —
Cl

N=N
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

67



Exanpl e 77:
1-[ ?g 4- Di chl or ophenyQOret hyl ] - Nd4- {[ 2- (di net hyl am no) et hyl ] oxy} - 3-
5( hydr oxywetzbgsv(%mmnyl ]-5-nmethyl-1H 1, 2, 3-tri azol e- 4- caPboxR20080651C Cl
Nz' NN. 0 0 on of
(3, 4 GPLRIEGH Ops s PHRCIEF? POfet2 i ey B Ryl AV APy BRAAPIMEE 10
hyl - 1t8q) ard Botassiamataebahateattan e@). [ Ex segotien 263 heated ay40T: 43 waell ) i n
E)g/F f] I10 Mier NG &amﬂﬁ% RBIdasSiasissoeNatBCNOwadhdd with @@leradind dried over

chl or g on was
heat ed at %ﬁ@@ %sgl:pﬂgtte belft%mpﬂﬁﬂ&gﬁ Oqu Ié)srh gﬁro‘n% c%;?a&g &Hﬁ@ \mtﬁ @CW@&%HN th
DCM  was F&¢-Wie WU%P@’F‘%‘H&? Weg QES%YF&"”M uﬁf‘% §PPR&reps Qf\fet‘é}”C%”Jth$q B&ti on
by fl ash sohutioman dgdiwerelagdedgndi thh d0CMONeEdd §@6FdL 61 reend teidperature for 3
recryst aldoysatAi dvhpiRaliti, B WomddiRd twdd Becrrimmiendwi@s) ﬂ@hain@ﬁ‘%nalsaﬁ’d white

fsgljlng (i%”%ﬁ%yﬁ% mIX;NE?]C%‘h%Ul a Ed Lor ng% 1€ %omp%(l]:’ d3W SO Hl)nJéd %g green
1-[(3, 4- [§0&<ﬂ1|(6éomﬁer%6@§9etFﬂ1'§/MﬁNC?lsul?t€s! Wd@@k‘gﬁ@ﬂﬁ%@@»&%ﬁﬁeﬁ?ﬂ}%%n&WF 201H

1, 2, 30t r 1424 @864 4 Rt:a&.&ibmanmiMie 144.9°C. To a sol ution of
1- [(3, 4-di chl or ophenyl ) met hyl ] - N- ( 3- hydr oxyphenyl) - 5-net hyl - 1H 1, 2, 3-

25t | e- 4- 31 0,1 2 tonitril
(10 i ameie e Bk mttherPersmpubudmen T e Ehe of D, <
wer e addeimEy)amincivaseens poxyyiemetager o- 2H pyran (0.09 pl, 2 eq) and

pot assi um carbonate (0.08 g, 2 eq) The reaction was heated at 40C for 1
week. After evaporation, the rti W&s di ssol ved F||n DCM washed with

wat er and dried over sodiums ateN Af'\f ery purifi¢ation by flash

chromat ography el uting with, BONAVEOH he-Crude conpound was

di ssolved in MeOH and sone drops of a concentd HCl solution in AcOEt
were added and the solution was”stirred at roow tenperature for 3 hours.
After evaporation, the conmpound was recrystallilsed (tw ce) from nethanol
and wgshed with a m xture of ether and pentane. Jhe title conpound was
obtained as a green solid (45 ng, 36% . HRMS cal cul ated for C19H18C12N403

M 4
7o (a {11 SR G i Fct i Bt o g RATRAE
yl | met hy&mcrfewmma@ﬁﬁwﬂ 53maﬁ y Wj" wAelr4- yl}camryl)@rambmﬁd was obtai ned as
a by prodsorersddidaitsoxylatiuct i ofintefmetiiatet hyt#) 546 { 1te( 3 pdeparation  of  N-[3,5-

Séﬁ??ﬁéﬁ.c‘ o@nﬁmmgupﬁemwbma@% Borhirad) |54mwpﬂqnopmﬁmeml 13-
20bi S( hyd? %gﬁEe ﬁw%@n&ﬂma&v@g 6%&%? WDrrkessay (gf* frﬂml 2 3
-triazol @Cﬂmnéﬁi? @Fﬂcqlﬁﬁﬁﬁ?ﬂ @ioBRLLNK®: (MAEHDL K041 1943, Toandi 44 t

(5% via 24cmystvi:12eat.i on from acetonitrile. HRMS cal cul ated for
C19H20C12N402 (MFH)4 407. 1042, found: 407.1022, R: 2.40 mn. M. 120C

25Th foI ounds, were si.m | arl epar ed 0 d to
hat Zdescrennlhis SERtds WS st Poepheliab oot fabes Bﬂ + SRR cal
dat a Exarfpl @mlw?s 4- Dbi s(Hydroxynet hyl) phenyl]-5-nethyl -

(phenyl net hyl)-1H 1,2, 3-tri azol e-4- Tgigelzoxam de 40 HN N N:N C]—I 40 OH

di met hyl 4-({[5- nethyl-1-

Compound Structure From Physical data
Example 80 dimethyl 4-({[5- HRMS
OH methyl-1- calculated for
N-[3.,4- /<5/\OH (phenylmethyl)-1H- | C19H20N4O3
bis(Hydroxymethyl) 1,2,3-triazol-4- Theo : 353.1613
phenyl]-5-methyl-1- /S/HL yllcarbonyl}amino)- | Found:
(phenylmethyl)-1H- ()A Yy 12-benzene | 353.1593
1,2,3-triazole-4- dicarboxylate Rt: 2.23 min.
carboxamide (Intermediate 20) | MP: 171.4°C
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(Phenyl methyl )-1H 1,2, 3-triazol-4- yl]carbonyl}am no)- 1,2-benzene
di carboxyl ate (I nternediate 20) HRMS cal cul ated for C 9H20N4. 03 Theo
: 353. 1613wbBaomwdico®53. 1593 Rt: 2.23 min. MR 171.4C WO PCT/EP2008/065104

2009/ 0660653PCTHEP26081 0651064 Conpountd Strycture FromPhystcat—dat=
Exanplle 81 Nof®o8nd bi s( Hy dr oxynBtrhgtbie phenyl ]|- 1- [ ( 4rom Physical data
A AR R e R AR e i T
-5-methyl -1H 1, 2, 3- triazol -4- vyl }car bonypam rﬁ'HPrOp'l‘erB/J)H@rﬁ%énéalélP'é‘@dtf@&yl At e
(I ntermedi at eN-Eﬂi)- HRVS c¢al cul ated for 9H1 9FNSO3etiyield-1,237 1 CldLFNaQYNnd:
371. 1537 pRYHydtexdtndthyn M 180. 39& 82 |N- [ 3 gllazol-4- Theo : 371.1519
phenyl]-1-[(4- e yl}carbonyl)amino]- | Found:
fluorophenyl)methyl]-5- 1,3-benzene 371.1537
methyl-1H-1,2,3- dicarboxylate Rt: 2.22 min.
triazole-4-carboxamide (Intermediate 21) | MP: 180.3°C
Example 82 o dimethyl 4-[({1-[(3- | HRMS
o | chlorophenyl)methyl | calculated for
N-[3,4- » [-5-methyl-1H-1,2,3- | C1gH19CIN4O3
bis(Hydroxymethyl) a . K/KO triazol-4- Theo : 387.1224
phenyl]-1-[(3- \QA e yl}carbonyl)amino]- | Found:
chlorophenyl)methyl]-5- 1,2-benzene 387.1223
methyl-1H-1,2,3- dicarboxylate Rt: 2.41 min.
triazole-4-carboxamide (Intermediate 22) | MP: 157°C
Example 83 dimethyl 4-[({1-[(4- | HRMS
o fluorophenyl)methyl] | calculated for
N-[3,4- o -5-methyl-1H-1,2,3- | C49H19FN,4O3
bis(Hydroxymethyl) triazol-4- Theo : 371.1519
phenyl]-1-[(4- %/HL yl}carbonyl)amino]- | Found:
fluorophenyl)methyl]-5- /@AN\N\N © 1,2-benzene 371.1544
methyl-1H-1,2,3- F dicarboxylate Rt: 2.29 min.
triazole-4-carboxamide (Intermediate 23) |MP: 175.5°C
Example 84 dimethyl 5-[({1-[(3- | HRMS
o fluorophenyl)methyl] | calculated for
N-[3,5- -5-methyl-1H-1,2,3- | C4gH1gFN4O3
bis(Hydroxymethyl) y oH triazol-4- Theo : 369.1363
phenyl]-1-[(3- . M yl}carbonyl)amino]- | Found:
fluorophenyl)methyl]-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 dimethyl 5-[({1-[(3- | HRMS
- fluorophenyl)methyl] | calculated for
N-[3,4- Jéﬂw -5-methyl-1H-1,2,3- | C49H19FN,4O3
bis(Hydroxymethyl) HN triazol-4- Theo : 371.1519
phenyl]-1-[(3- F NJ\//KO yl}carbonyl)amino]- | Found:
fluorophenyl)methyl]-5- \Qﬂ =N 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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bi s( Hydr oxynmet hyl ) phenyl]-1-[(3- chl orophenyOrethyl]-5- nmethyl-1H1, 2, 3-
triazole-4-carboxamde ci 1 HNJ. ',gr OHOHdinethyl 4-[({1-](3-
chl or ophewgl2pevatebosB ] - 5- et hyl - 1H 1, 2, 3- triazol -4- vyl }(PEITIIIPQWEGSII]O]
1, 2- benzene dj car box I at e g@nt ernedi at e 2@& HRVS cal cul
C191- 119%*]%9 WI"P\%BO A€ BRliRgY PpRr %arﬁog%‘ﬁﬂetﬁ?‘ﬁto WPt desgriped
Exanpl e 86 Bkgn®letd: bi s( Hydroxyrret hyl) phenyl]-1-[(4-
f I uor ophenyl ynet hyI ]-5- methyl-1H 1, 2a8e 24ri azol e- 4- car boxam de , " 1?1-
S J. di rret hyI 4-1({1- [(4 fl uorophenyOrret hyI] -5-nmet hyl -1H 1, 2, 3-
t ri azof=4=—ytjecarbonypamno=—12-benzene—digarboxyrate—{intermediate—23)
HRVE Cal CuIanambuhdr C1 9H19EN40$trTJh’eme 371. 1519 Foummom 371. 15BHysktal d&a29
mn. M IRaRmessa™ £ 84 N 13,5 1-[(3- HRMS
OH | chlorophenyl)methyl | calculated for
1-[(3- [-5-methyl-1H-1,2,3- | C45H7CIN,O,
Chlorophenyl)methyl]- triazole-4-carboxylic | Theo:
N-[3-(hydroxymethyl) HN acid 355.0962
phenyl]-5-methyl-1H- | c N%/&O (Intermediate 13) | Found:
1,2,3-triazole-4- \©/\ \—r and 355.0927
carboxamide (3-aminophenyl) | Rt: 2.64 min
methanol MP: 151.9°C
HRMS
E le 87
xample OH 1-[(4- calculated for
14 fluorophenyl)methyl] | C4sH1,FN,4O,
-5-methyl-1H-1,2,3- | Theo:
Fluorophenyl)methyl]- ?me y ’ 3 eo
HN triazole-4-carboxylic | 339.1257
N-[3-(hydroxymethyl) .
N acid and Found:
phenyl]-5-methyl-1H- N 0 _
) \ (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 (G S
on | chlorophenyl)methyl | calculated for
13 [-5-methyl-1H-1,2,3- | C45H7CIN,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- C1aHirFN,O;
1-[(3- , T (M-H)Y Y
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 ami:o henyl) 339.1272
carboxamide meth pn | y Rt: 2.64 min
enano MP: 124.7°C
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bi s(Hydroxynmet hyl) phenyl]-1-[(3- fluorophenyl)nmethyl]-5- methyl-1H1, 2, 3-
triazol e-4-carboxamde i) HN ki=n dimethyl 5-1({21-[(3-
fl uorophewgblz)mmmmsb] -5-methyl -1H 1, 2, 3- triazol -4- yl} earkrogosaniino] -

1, 3- benzenedicat uuxyl ate—(Intermediate 27 HRMS calcutatedfor
C191- 1{19FNABSTed : 3p9. 1363 Fdwntire 369. 1342 Ri: Zr@® nin. |NPhyskaBdate
Exanpl e 85 N— [ 3,4- Dbi s Hydr oxymet hyl) phenyl JI- 1-1 (3- HRMS
fl uorophen ynet - methyl -1H1, 2, 3- triazol e-4-carboxam de | HN,O
i 1= @ﬂﬂpal‘%et hy| 5-[({1-[(3- fluorophenyOnet’4] -5-mstkyptedion p 3.
triazol - 4 yl1}ekr bonypam no] - 1, 3-be |, qdiubmpiitat )enethyiit| € ¢ e NOs  28)
HRVE clagiGsrosh |)f.,{yfh}@19H19EN403 Theom19_5ﬁﬁ)é{ﬁﬂ;1FB?,IQ;Q,IE&%eggt: 2.15
mn. M:.N [%?hyozroxymethyl) /%/HL triazole-4-carboxylic | 341.1414
phenyl]-5-methyl-1H- /@AN\NzN © acid and Found:
1,2,3-triazole-4- F (4-aminophenyl) | 341.1434
carboxamide methanol Rt: 2.61 min
MP: 145.6°C
1-[(3- HRMS
Example 91 fluorophenyl)methyl] | calculated for
o | ~9-methyl-1H-1,2,3- | C1sH17FN4O;
1-[(3- " @A triazole-4-carboxylic | Theo:
Fluorophenyl)methyl]- | - /g/g acid 341.1414
N-[4-(hydroxymethyl) \©AN\N= © (Intermediate 26) | Found:
phenyl]-5-methyl-1H- and 341.1427
1,2,3-triazole-4- (4-aminophenyl) | Rt: 2.57 min
carboxamide methanol MP: 134.3°C

Example 92: 1-[(3,4-Dichlorophenyl)methyl]-N-{3-(hydroxymethyl)-5-
[(methylamino)carbonyl]phenyl}-5-methyl-1H-1,2,3-triazole-4-carboxamide

OH

To a solution of methyl 3-[({1-[(3,4-dichlorophenyl)methyl]-5-methyl-1H-1,2,3-triazol-4-
yl}carbonyl)amino]-5-[(methylamino)carbonyl]benzoate (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
10  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.
15
The following compound was similarly prepared by analogous method to that described
for Example 49:

20
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WD 2009/ 060053PCT/ EP2008/ 065104 The fol | owm ng conpounds were simlarly

prepared by anal ogous nethod to that described for
Conmpound wOoSbewsbasse Fr om Physi cal

Chl or ophenyOnet hyl ] -
1,2,3-triazol e-4-
] - 5- net hyl

carb

N-[ 3- (hydr oxynme

)
oxam de a O I'_FKF’ KENO

N=N 1-[ (3-

Exanple 1: Table 21
dat a Exanpl e 86 1-[ ( BCT/EP2008/065104
phenyl ] - 5- et hyl -
chl or ophenyl ) net hyl
ri azol e-4-carboxylic acid (Internediate 13) and

-1H1,2,3- t
(3-am noph

Found: ?RRWU@F h(;m

ol HRMVS ted for
B4 mn MNP u%t!’f@qp Examm

C181- | NAO2
| e R7]F1:(_ZL (A_

T8RysidR 3062

Fl uor ophengkampledl | -
1,2, 3-triazol e-4- carb

fl uor opheny,\ll_){{[ﬁg,qw ] -

Dichlorophenyl)methyl | ¢

[-5-methyl-1H-1,2,3-
triazol-4-yl}-4-
(hydroxymethyl)

N- [ 3- (hydr oxymet hyl ) phe
axam' de 10 OH HN KO\
er-123 triag

TR

e AE
ightorapheaybosyi |
yl]-5-methyl-1H-
1,2,3-triazol-4-
yl}amino)carbonyl]
benzoate

1H

HRMS calculated
fOl’ &g"'mCﬁQR)z
Theo : 391.0728
Found: 391.0740
Rt: 2.47 min.

MP: 160°C

Int iate 34
benzamide (Intermediate 34)

BIOLOGICAL ASSAY

The compounds of the present invention may be analysed in vitro for SCD activity using
an assay based on the production of [*H]H,O, which is released during the enzyme-
catalyzed generation of the monounsaturated fatty acyl CoA product. The assay is
performed in a 96-well filtration plates. The titrated substrate used in the assay is the
[9,10-*H] stearoyl Coenzyme A. After incubation for 6 minutes of SCD-containing rat
microsomes (2 Jg protein) and substrate (1 uM), the labelled fatty acid acyl-CoA species
and microsomes are absorbed with charcoal and separated from [*HJH,O by
centrifugation. The formation of [*H]H,O is used as a measure of SCD activity.
Compounds at concentrations starting at 10 yM to 0.1 nM or vehicle (DMSQO) are
preincubated for 5 minutes with the microsomes before addition of the substrate. The
concentration-responses are fitted with sigmoidal curves to obtain I1C5; values.

10

15

All of the synthetic Example compounds 1-93 tested by the above described in vitro assay
for SCD activity were found to exhibit an average plCsy value of greater than 5.5.

20
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\f/ N

1,2,3-triazole-4-carboxamide

N-[3,4-Bis(methyloxy)phenyl]-5-

methyl-1-{[4-(1- NEN
methylethyl)phenyllmethyl}-1H- NN o<
1,2,3-triazole-4-carboxamide 0 o~
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(3-am nophenyl ) nethanol HRMS cal cul ated for CL8HL7FN402 Theo: 339. 1257
Found: 339.1264 Rt: 2.67 min MR 142.1C Exanple 88 1-[(3-
Chlorophempcnmmmhme N—[4 (hydroxynethyl) phenyl] 5- netmgwmwmmwmsum
1,2,3-tri gzote4= arboxanide—a 10O 10T HNIN=-N—T={(S=——chtorophenyt) net hyl
]-5- nethyl-lH—lMﬂh¥5ﬂ@1H§6Te 4-carboxylic acid (1 nteryedjate 13) and
(4- am nophenydighlorephempmetifE-cal cul at ed for C13l-17CI NAp2 Theo: 357]1118
Found: 357. 13{98th§it1H227ﬁtrl§izal AMP: (136. 2C Exanple 89 1- [(

FI uor opheny % dr oxyjmet hyl ) phenyl] 5- met
1,2,3-tr|azole§@¥“%mp@ %”&ﬁé : -orophenndeihyI]

OH O HN N ( 3HN
- 5- et hyl -|1H 1 (Methyloxy)penzagiee 4 HRVB cal og/d&el 117FN402 (M H) +
Theo: 339.[1257 Found:

Dimethyl 5-({[5-methyl-1- BN
(phenylmethyl)-1H-1,2,3-triazol-
4-yl]carbonyl}amino)-1,3-

benzenedicarboxylate N h
oo
\

N=N
Dimethyl 5-[({1-[(3- NS
chlorophenyl)methyl]-5-methyl-
1H-1,2,3-triazol-4- N o
yl}carbonyl)amino]-1,3- o a
benzenedicarboxylate N\N_\N ©
5-[({1-[(3-Chlorophenyl)methyl]- R OH
5-methyl-1H-1,2,3-triazol-4-
yl}carbonyl)amino]-1,3- g N
benzenedicarboxylic acid \©ﬂl\\l AN on
N==p| O 4

Methyl 3-[({1-[(3.,4- o
dichlorophenyl)methyl]-5- cl NN N/Q\](O\
methyl-1H-1,2,3-triazol-4- DA \N:N i
yl}carbonyl)amino]-2- a
methylbenzoate

Dimethyl 5-[({1-[(3,4- N0
dichlorophenyl)methyl]-5-
methyl-1H-1,2,3-triazol-4- N M o
yl}carbonyl)amino]-1,3- j@v — N ~

benzenedicarboxylate

S-[({1-[(3.4- N
Dichlorophenyl)methyl]-5- N
methyl-1H-1,2,3-triazol-4- cl N

. \ NN /
yl}carbonyl)amino]-N,N'- N\N 5 N
dimethyl-1,3- cl o

benzenedicarboxamide
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339.1272 Rt
(3-am nophenyl ) net hanol

2.64 mn MP: 124.7C

carboxylic acid (Internedi ate 26) and

WO 2009/ 060053PCT/ EP2008/ 065104 Conpound

St ruct ur ewbroewdshossi cal data Exanple 90 1-[(4- Fl uor ophecyiEpoessioysip4

N- [ 4- ( hydroxynethyt)y—phenyti=5methyl=—iH—1 2, 3=t riazote—4——carboxam
| eN=N 400q1 HN 1-[ (4- fluorophenyOnethyl] -5-nethyl-1H1, 2,
tri azol e- 4- caPwigyl de({[aenathdrid ( 4- am nophenyl ) met hano “al cul at
C18] Th7FN4Q@herliRéthy$44- 14 34ridound: 341. 1434 Rt: 2.61 m . 145.6C
Exanpl e 91 1-] (3-_Fluaropheny ) nethyl]- N-[4-(hydroxy @)
phenyl ] - 5- rret'{% ﬁ’ca{wﬂf@a%ﬁ@?ﬁ?ﬁ! azol e-4- carboxamde is N 400H HN
enzenedicarboxylate HN
N\Jygo
N=N
Dimethyl 5-[({1-[(4- Ox°~
fluorophenyl)methyl]-5-methyl-
1H-1,2,3-triazol-4- 0
yl}carbonyl)amino]-1,3- N X N SN
benzenedicarboxylate \N:N H o}
F
1-[(3,4-dichlorophenyl)methyl]- 0
5-methyl-N-{2-methyl-3- ol N H\
[(methylamino)carbonyl]phenyl}- D/\N\ H
1H-1,2,3-triazole-4- ol N=N O
carboxamide

de F N

ed for

1-(3-

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-
methyl-N-(5,6,7,8-tetrahydro-2-
naphthalenyl)-1H-1,2,3-
triazole-4-carboxamide

/N:N

(FTYO0

74



fl uorophenyl)nmethyl] -5-nmethyl-1H1,2,3- triazol e-4-carboxylic acid
(I'nternmedi ate 26) and (4-am nophenyl) methanol HRMS cal cul ated for
"C18H17FN402 Theo: 341.1414 Found: 341.1427 Rt: 2.57 min MP. 134.3C
Exanpl e 92: 1-[(3, 4-Di chl or ophenyQret hyl ] - N-{3- (hydr oxynet hyl ) - 5-

[ (met hyl afd@iBScar bonyl | phenyl) - 5- met hyl - 1H 1, 2, 3-t ri azol e- 4- car boxani
de 5 C d To a solution of nethyl

34({1-[(344-di ]-5-methyl-1H 1, 2, 3-tri azol - 4-

yl I car bon;/I )amﬁrf']&g -@E}Eﬁggﬁiﬁg’%hb) car bonyl nenzoate (internedi ate 31)
(0.206 g, 0.43 mol) in THF (5 nL), was added a 1M solution of LiAl H4
in THF (0.65 nL, 1.5 eq.) .The 10 reaction was stirred at RT for one
night. Water was added and the conpoung? was extracted with AcCEt,
dried over sodium sul fate and concentrpted in vacuo. After
trituration from hot nethanol _{fitLr RrAry, the title conpound
was obtained as a white solid 0.03“{;, .8% . HRMS cal cul ated for
C20H19C12N503 ( MrH) + 448. 0943, foundN=4/8. 0910, Rt: 2.66 nmin. M
223-225C. 15 The follow ng conpound was simlarly prepared by

anal ogous nethod to that described for ﬁ)(arrpl e 49: WO

2009/ 06008B&ET: EP2008/ 065104 Tabl e 22 Conpound Structure From
Physi cal data Exanple 93 Di chl orophenyl)nethyl ]-5-nethyl-1H1, 2, 3-
triazol -4 =4z L) XYy /1) s OH nethyl 4-1({1-[(3, 4-

di chl or op}ﬁ)ef#ﬁ?erpé‘éf hlbl(glg}]ﬁ] gﬁygﬁ&yléﬁmﬂi 2 3-triazol-4- ,,

yl I am no) car bonyl ] benzoate (Internediate 34) HRVS cal cul ated for

Ci 8H16C 2RUGresiests: : 391. 0728 Found: 391.0740 Rt: 2.47 nmin. MP:. 160C

-Cg.10aryl optionally substituted by one, two or three groups independently selected
from:
(a) -C1.6alkyl, -OCHs, -C1.5haloalky!, -OC1.3hanaIkyI, -Ca.eCYCIOG”(Yl, -QC,.
scycloalkyl or halogen;
{(b) phenyl optionally substituted by one, two or three groups independently
selected from: halogen;

R? represents -Cqgalkyl;

R® represents:
-Cs-0aryl optionally substituted by one, two or three groups independently selected
from:

(a) -Ciealkyl, -Cysalkenyl, -Cigalkoxy, -O(CHz)nR*, -(CHz)sOC(=O)R? -
(CH2).CO:R?, -(CH2)\OC(=0)R®?,  -CygalkylOH, -C(=O)NHR®, -
(CHZ),NHC(=O)R’, -O(CH,)NR®R®, -OC,salkylOH, -Cighaloalkyl, -OC,.
shaloalkyl, -Ca gcycloalkyl, -OCsgcycloalkyl or halogen;

(b} oxazole;

R* represents -Cg q0aryl;

R®represents -H or -Cqsalkyl;

R®represents -H or -Cy.3alkyl or -C, salkylOH:;
R’ represents -H or -Cy_salkyl;

R®represents -H or -Cysalkyl;

R®represents -H or -Cysalky;

m represents 1-3;
n represents 0-3;
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benzam de -4. 5 BI OLOG CAL ASSAY The conpounds of the present
I nvention may be analysed in vitro for SCD activity using an assay
based on the production of [31-1] H20, which is rel eased during the
enzyme- cat al yzed generation of the nonounsaturated fatty acyl CoA
product. PHEPE8§Orkapdrforned in a 96-well filtration plates. The
titrated gubsesaite1e®ed in the assay is the 10 [9, 10-3H] stearoyl
Coenzynme A. After incubation for 6 mnutes of SCD-containing rat

m crosone ei.n ubstrate (1 pM, the labelled fatty
aci d acyl %éﬂh@%@{oﬁ@ﬁ Mac?ﬁpgé@ BAHEGeE0E absorbed with charcoal and
separated from [31-1] H20 by centrifugation. The formation of [3H H20
i s used ag. a npassthpowrid SCRrAkld Vi) toy. a%ﬂaﬁ%ﬂégﬁcéh& é‘d&@ﬁlﬁﬁferﬁéif-[ 9‘(@?

of
starting prel ncu e or
5 m nut esgéco}ﬁ ?EAeélﬁ%ng? (%)vg(%}r\%'gkbré oretgw h 3‘{#“ € substrate. The

concentration-responses are fitted with signoidal curves to obtain
| C50 val uds. ARl cashipaund efy farmeta ¢) Exaanphemwmpman;am&e&abneeﬁuemebébf

t he aboveactsding & diaim 1V¢ﬁélﬁna§$\ﬁﬁérélﬁw$&9e Yhbdyl 1940 8stft(Red
gé:}r{)ghtndg @ﬁﬁ?%rf”regg%u glintaaﬁagvﬁ?gﬂeat er,[;%r4 E %y\ﬁgg&l‘%g p ?FOWI ng

"t he above descri bed

invitro ass(ﬁl/ f%ﬁag‘@b ey t§ mhé}oé'kvlouerteba flyibi 1CsatycivatkyhgeOPL
C50 val ue of | essyctdadkyl, or hdlagen; Structure 1-(4-Bi phenyl yl net hyl)-5-

met hyl - N-{ 44 [%XOB fBHtlBHéIM/inb‘éllﬂ&%‘MﬁL}onéH’tw& of tﬁre%réraaﬁ’g %d%pendently

carboxam de SO sg N=N.N z "0 - ....
N-[3, 4 Bi s( ot htsg B’r?é'h AIO9BD- et hyl - 15 {[ 4- (1-
nmet hyl et hyl ) phenyl Jmethyl | -1H 1,2, 3-triazol e-4-carboxanmide 0 = NN N
le ~Meth$l 5- A £ampo@ndiof dmrﬁhla)(lwﬂﬂ%y)hbmobmldallﬁ ac&@.ﬁtamle dalt thereof
{_L&I:ﬁl 3- 1 8écRfdihg thanyl drfeBdrRRINS X 385 Wberedn RE ParENdnR00, ! a%oate a «d
Sg? A compound of formula (l) or a pharmaceutically acceptable salt thereof
according to any one of claims 1 to 4 wherein R® represents phenyl optionally
substituted by one, two or three groups independently selected from:
(@) -Ciealkyl, -Cigalkenyl, -Cigalkoxy, -O(CH2)nR’, -(CH2)nOC(=O)R? -
(CH2)COR®,  «(CH):OC(=0)R®,  -CyealkylOH, -C(=O)NHR?, -
(CH2),NHC(=0)R, -O(CH,);NR’R®, -OC,alkylOH, -Cighaloalkyl, -OC.
shaloalkyl, -Csscycloalkyl, -OC,¢cycloalkyl or halogen;
(b) oxazole.

6. A compound of formula (I) or a pharmaceutically acceptable salt thereof
according to any one of claims 1 to 4 wherein R® represents phenyl optionally
substituted by:
(i) one group independently selected from ~(CH;),CO.R® or -C(=O)NHR® and/or,
(i) one, two or three groups independently selected from:
(@) -Ciealkyl, -Cqsalkenyl, -Cqgalkoxy, -O(CHg)mR“ ~(CH2)nOC(=0)R?, -
(CH,),OC(=0)R®, -CysalkylOH, -(CHz)pNHC(=O)R’, -O(CH,){NR®R?, -OC;.
salkylOH, -Cyghaloalkyl, -OC,.shaloalkyl, -Csscycloalkyl, -OCzgcycloalkyl or
halogen;
(b) oxazole.

7. A compound of formula (1) according to claim 1 selected from:

N-[3,4-bis(methyloxy)phenyl]-1-[(4-fluorophenyl)methyl]-5-methyl-1H-1,2, 3-triazole-4-
carboxamide,
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HN o Dinmethyl 5-({[5-nethyl-1- (phenylnethyl)-1H1,2, 3-triazol -
4-yl]carbonyl |l am no)-1, 3- benzenedi carboxylate 40 N=N 40 D net hyl
5-1({1-[(3- chlorophenyl)nethyl]-5-nethyl- 1 H1,2,3-triazol-4-

yl I car bonyl ) am no] -1, 3- benzenedi carboxylate a 40 N, N=N 00 40 O
54({ 1- [ ( 3Nd3idobisisrathyoxyirhanylly- [(%bmyenmetm-ammyazm 23-triazole-

yl | car bonMcaebuxamjde]l, 3- benzenedi carboxylic acid g Is NNz. -.-.N .
OH OH Met - nmet y

H 1,2, 3- th%[g &Owﬂ‘e jﬁ"eﬁlgy'ﬂ A 'RQ? %N%}P@SMB%‘?”@ &iH- izf 1 M Th
NN o a1d1ERRp Frdé (3, “a

1- [(4—Fluor0p enyl)methyl] 5 methyl N-{4-[(phenylmethyl)oxy]phenyl}-1H-1,2,3-
triazole-4-carboxamide,
1-[(4-FIuorophenyl)methyl]-5—methyI-N-{4-[(3-methy]butyl)oxy] phenyi}-1H-1,2,3-
triazole-4-carboxamide,
1-[(4-Bromophenyl)methyl]-5-methyl-N-{4-[(3-methylbutylJoxy] phenyl}-1H-1,2,3-
triazole-4-carboxamide,
5-Methyl-1-(phenylmethyl)—N-{4~[(phenylmethyl)oxy]phenyl}-1 H-1,2,3-triazole-4-
carboxamide,

S5-Methyl-N-{4-[(3-methylbutyl)oxy]phenyl}-1-(phenylmethyt)-1H-1,2, 3-triazole-4-
carboxamide,

1 -[(2‘-Chloro—4-biphenylyl)methyI]-5-methyt-N-{4—[(3-methylbutyl)oxy]phenyl}-1 H-
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 Joxy]phenyl}-1-{[4-(1 -methylethyl)phenyl]methyl}-1H-
1,2,3-triazole-4-carboxamide,
N-[3,4-Bis(methyloxy)phenyl]-5-methyl-1-[(4-methylphenyl)methyl]-1H-1,2, 3-triazole-
4-carboxamide,
1-(2-Biphenylylmethyl)-N-[3,4-bis(methyloxy)phenyl]-5-methyl-1H-1,2, 3-triazole-4-
carboxamide,
1-[(3,4-Dichlorophenyl)methyl]-5-methyl-N-[4-(1,3-oxazol-2-yl)phenyl]-1H-1,2,3-
triazole-4-carboxamide,
1-[(3,4-Dichlorophenyl)methyl]-N-[4-(hydroxymethyl)phenyl]-5-methyl-1H-1,2,3-
triazole-4-carboxamide,

Methyl 4-[({1-[(3.4-dichlorophenyl)methyl}-5-methyl-1H-1,2,3-triazol-4-
yl}carbonyl)amino]-3-(methyloxy)benzoate,
1-[(3,4-Dichlorophenyl)methyl}-5-methyl-N-{3-[(methylamino)carbonyl]phenyl}-1H-
1,2,3-triazole-4~carboxamide,
1-{(3,4-Dichlorophenyl)methyl]-5-methyl-N-{4-[(methylamino)carbonyl]phenyl}-1H-
1,2,3-triazole-4-carboxamide,

Ethyl 3-[({1-[(3,4-dichlorophenyl)methyl}-5-methyl-1H-1,2,3-triazol-4-
yl}carbonyl)aminolbenzoate,
N-[3-(acetylamino)phenyl]-1-[(3,4-dichlorophenyl)methyl]-5-methyl-1H-1,2, 3-triazole-
4-carboxamide,
N-[4-(acetylamino)phenyl]-1-[(3,4-dichlorophenyl)methyl]-5-methyl-1H-1,2,3-triazole-
4-carboxamide,
1-[(3,4-Dichlorophenyl)methyl]-N-[3-(hydroxymethyl)-2-methylphenyl]-5-methyl-1H-
1,2,3-triazole-4-carboxamide,
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di chl orop

henyl )nmet hyl]-5- nmethyl-1 H1,2,3-triazol -

yl I carbonyl ) am no] -1, 3- benzenedi carboxylate a C o0 10 N*N

Di chl or op

henyOret hyl | -5- nmethyl-1 H1,2,3-triazol -4-

yl | car bonyl am no1 N, N - dinmethyl-1, 3- benzenedi car boxanmi de a a 40

3,4Digky qﬂpphmy&me@wmmasmwmﬁﬂﬁmeﬁﬁ]k%dmmmylz 3-

4- ({[5- rretrla)zble%ca(rbhﬂmyibget hyl)-1H 1,2, 3-triazol -

4-yl]carb
Di net hyl
,2,3-tria
N=N O

N. HN 0 o0,-
0 9 i@a 4”*? gﬁkﬁ ﬂé %ﬁ"- YR
g zoat®. " penzenedi carboxylate il
1-[(3,4- chhlorophenyl)methyl] N-[4-hydroxy-3-(hydroxymethyl)phenyl]-5-methyl-1H-

1,2,3-triazole-4-carboxamide,

Ethyl {4-[({1-[(3,4-dichlorophenyl)methyl]-5-methyl-1H-1,2, 3-triazol-4-
ylycarbonyl)amino]phenyl}acetate,

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

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

Methyl {3-[({1-[(3,4-dichlorophenyl)methyl}-5-methyl-1H-1,2, 3-triazol-4-
yl}carbonyl)aminolphenyl}acetate,
1-{(3,4-Dichlorophenyl)methyi]-N-(3-hydroxyphenyl)-5-methyl-1H-1,2, 3-triazole-4-
carboxamide,

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

N-[5-(Aminocarbonyl)-2-(methyloxy)phenyl}-1 -[(3,4-dichlorophenyl)methyl]-5-methyl-
1H-1,2,3-friazole-4-carboxamide,

Methy! 4-chloro-3-[({1-[(3,4-dichlorophenyl)methyl]-5-methyl-1H-1,2, 3-triazol-4-
yl}carbonyl)aminolbenzoate,

Methyt [3-[({1-[(3,4-dichlorophenyl)methyl]-5-methyi-1H-1,2,3-triazol-4-
yl}carbonyl)aminol]-4-(methyloxy)phenyllacetate,

Methyl 3-[({1-[(3,4-dichlorophenyl)methyl]-5-methyl-1H-1,2, 3-triazol-4-
yl}carbonyl)amino]-4-fluorobenzoate, —
N-[3-(hydroxymethyl)phenyl]-5-methyl-1-(phenylmethyl)-1H-1,2,3-triazole-4-
carboxamide,
N-[4-(hydroxymethyl)phenyl]-5-methyl-1-(phenylmethyt)-1H-1,2,3-triazole-4-
carboxamide,
N-[3-(hydroxymethyl)-2-methylphenyl]-5-methyl-1-(phenylmethyl)-1H-1,2,3-triazole-4-
carboxamide,
1-[(3,5-Dichlorophenyl)methyl]-N-[3-(hydroxymethyl)phenyl}-5-methyl-1H-1,2,3-
triazole-4-carboxamide,

Methyl 3-[({1-[(3,5-dichlorophenyl)methyl]-5-methyl-1H-1,2,3-triazol-4-
yl}carbonyl)aminol-4-(methyloxy)benzoate,
1-[(3,5-Dichlorophenyl)methyl]-N-[3-(hydroxymethyl)-2-methylphenyi]-5-methyl-1H-
1,2,3-triazole-4-carboxamide,
N-{3-[(Acetylamino)methyl]phenyl}-1-[(3,4-dichlorophenyl)methyl]-5-methyl-1H-1,2,3-
triazole-4-carboxamide,
1-[(3,4-Dichlorophenyl)methyl]-N-[3-(1-hydroxyethyl)phenyl]-5-methyl-1H-1,2,3-
triazole-4-carboxamide,
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M  1-[(3,4-dichlorophenyOret hyl]- 5-methyl-N{2-nethyl-3- R

met hyl am no) car bonyl | phenyl | - 1H1,2,3-triazole 4 ci C 1\1 \ N=N O
H car boxam de The foll ow ng conpounds were al so prepared and
when tested by the above described in vitro assay for SOD acti vi ty
vere found-i¢es %3t{hvdrahyra©tévlmj@npll-1¢5m dlahlumpbényb)aham-ﬁ]qs-ﬁqemyma.
Nanme Strudidg-tiazdleld-darbbxemtiiophenyl ) net hyl | -

nmet hyl - N-
tri aélol o Diméth |48[({t1@[E§ Q*&Yéﬁfo?o&menﬁ)@@fhﬂ@%%ﬁ‘%h@ 1%&)%13(23“'8120&%!’ mila (1)
R2 wher e?‘hca?g?'}yﬁg(g? ﬂtzsbe or -CH2NH; Rl represents:
- 6. 10ar y Mept BitiHi(3\5-diostophemd)matiyylefraethyioHelr 2, Bhrizml-gr oups

I ndependeplidaybargl)amire-2ffluerobetdate,C1_6al kyl , - OCH3, - 0C1_6hal oal kyl

- nyl optional |

sﬁs? F%lﬁlt %gyﬁg‘g? gg%'crﬁ&%ﬁh%ﬁ}e)%lm a5p@%+ﬁ¥gﬁgéré€}‘ﬂﬁoz§f gl ecf ed fromy

hal ogen; d §@WP engqaiBa| kyl ; R3 represents: -C6. 10aryl

opt i onal | J-{SubBichiorepkenigymethygl]- N:-Mdhmroxymeaieyng—(mEmybn@@ﬁaﬁmeslﬁkmw_

selcagt egoﬂmm ,348azoteC-cookahideCL_6al koxy, -0(CH2) R4,

(E:Hz) ) COQ%(?’O") 5°E%’(h98 1Bty NS4 By X YRR RLS-metieid Rt =0) Ry,

- 0( CH2) ( ' ¢ xagy %yl OH, - 0C1. 6hal oal kyl, -C3_6cycl oal kyl ,

-0C3. GCyCH-ﬂél%QIchbronhahylgBethy[] N-[5-(hydroxymethyl)-2-(methyloxy)phenyl]-5-methyl-
1H-1,2,3-triazole-4-carboxamide,
N-[3,5-Bis(hydroxymethyl)phenylj-1 -[{3,4-dichlorophenyl)methyl]-5-methyl-1H-1,2,3-
triazole-4-carboxamide,
1-[(3,4-Dichlorophenyl)methyl]-N-[4-fluoro-3-(hyd roxymethyl)phenyl]-5-methyl-1H-
1,2,3-triazole-4-carboxamide,
1-[(3,4—Dichlorophenyl)methyl]-N-[5—(2—hydroxyethyl)—2-(methonxy)phenyI]-S-methyI-
1H-1,2,3-triazole-4-carboxamide,
1-[(3,4-Dichlorophenyl)methyl]-N-[2-flucro-5-(hyd roxymethyl)phenyl]-5-methyl-1H-
1,2,3-triazole-4-carboxamide,
N-[2-chloro-5-(hydroxymethyl)phenyl]-1-[(3,4-dichlorophenyl)methyl}-5-methyl-1H-
1,2,3-triazole-4-carboxamide,
1-[(3,5-Dichlorophenyi)methyl]-N-[5-(hydroxymethyl)-2-(methyloxy)phenyl]-5-methyl-
1H-1,2,3-triazole-4-carboxamide,
N-[3,4-Bis(hydroxymethyl)phenyl]-1-[(3,4-dichlorophenyl)methyl}-5-methyl-1H-1,2,3-
triazole-4-carboxamide,
1-[(3,5-Dichlorophenyl)methyl]-N-[4-fluoro-3-(hydroxymethyl )phenyl]-5-methyl-1H-
1,2,3-triazole-4-carboxamide,
N-[3,5-bis(hydroxymethyl)phenyl]-5-methyl-1-(phenylmethyl)-1H-1,2, 3-triazole-4-
carboxamide,
N-[3,5-bis(hydroxymethyl)phenyl]-1-[(3-chlorophenyl)methyl]-5-methyl-1H-1,2,3-
triazole-4-carboxamide,
1-[(3,4-Dichlorophenyl)methyl]-N-[3-(2-hydroxyethyl)phenyl]-5-methyl-1H-1,2, 3-
triazole-4-carboxamide,
3-[({1-[(3,4-Dichlorophenyl)methyl]-5-methyl-1H-1,2,3-triazol-4-
yl}carbonyl)amino]benzoic acid,
3-[({1-[(3,4-Dichlorophenyl)methyl]-5-methyl-1H-1,2,3-triazol-4-yl}carbonyl)amino]-4-
(methyloxy)benzoic acid,
5-({[5-Methyl-1-(phenylmethyl)-1H-1,2,3-triazol-4-yl]carbonyl}amino)-1,3-
benzenedicarboxylic acid,
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(b) oxazole; R4 represents -C6.10aryl; R5 represents -H or

-Cl. 6al kyl; R6 represents -H or -Cl_3alkyl or -Cl.3al kyl OH;, R7
represents -H or -C| sal kyI R8 represents -H or -Cl_3alkyl; RO
representz -H or - mrepresents 1-3; n represents 0-3; p
repr esent '[@1'5?’-469'8h &"QP@BNQB@&#M]- -nwethybil Hat, B Bdriamt dut | cal | y

accept abl ;al}aaebmyt)émmeﬁfenzacécﬂprrpound of formula (1) or a

phar maceut.i@a- bﬁh@ﬁﬁﬁﬂhﬁﬁl{@tﬂw b a%m )ﬁ%'%r ﬂillﬂ%ﬁhﬁ §I altglrllj,lll_}IWerel n

X represe 55‘5 3 rrpou
phar maceutl gar %ccﬁ?%% %alt thereof according to claim1l or

cl ai m 2 whéBerRichioranhgnyiraethy]-NH@{(R-hygiokyaiby!Jamiso]tarbbhyliphenydys-one,
two or thmemygﬂfbummtnmiebe@d@mbka’mﬁ@ ected from (a) - C1_6al kyI
-0OCH3, -0 |
hal ogen; Ci. §hlalbi9ﬁib gen 0 0‘?8 HQ%E%N Lt[&rg‘%'a %H“ér thr ee
groups | n Sr% Eé ﬁ? iazQlerf-oREhaxgwie. 4. A corrpound of fornula
(1) or a Tf@dé@!qh&mwhﬁnabmem%kmetbwm-n1263tenatolaa;cord| ng to any
one of cl dicarbohyliamidojphenginietiid acemiesent s - Cl. 3al kyI 5. A conpound
of fornmul ) I C ) t her eof
accordin & [gl] Jtﬁ?cg -Dith ?ﬁt{éﬁgﬁ%ih%ﬁts e{%ﬁg\'hﬁi?ﬁ% ‘?a' oresents phenyl
optional | t hree groups i ndependently
Joatgeyh AT nelpheg SReiny eaplats
sel ect ed Brlelial( 3(‘hplchtblgp}whkl9'rhethqu35 rhethideii 2, 3-dz@ad- koxy,

-0(CH2) I}Bésbon | nzoate,

E% SESQ (P Eig‘ '?gda%fké’h%ﬂ)r%% 6hal oal kyl , -0Cl-
6hal oal ky! }ca b@QY' BP]@BPW}ImethSG@SnmI oal kyI or hal ogen; (b)

oxazol e. G[(Ammmompl:Iemjl)nﬁemytpme{m{(lz)hydroxaemﬁmm@wl} Sahdthyla¢repizabl e
sal t t hergfolAqCarstxaghide? any one of clains 1 to 4 wherein R3
represent o) bs b one_group

i ndepende ﬁ‘%@é‘l“ r&% %”B# lfw%g@h et&l and/or, (ii)
one, two Betivipyphgpyinps-1.Addirastretichiboxanidet ed from | (a)

Cl 6a| kY‘ [(3 mcmaﬂobﬁéwlﬁnef@'«]_m-\mhydroxﬁ{-@l'@)yléﬂ‘lyl ph(a $-1me 1FlO) R4,
- 39)&%-499 eOH, - (CH2) pNHC( =0)'R7,

001 6a| H< aI Kyl C3 6c cIoaI k I

- 0C3_6eyc mé%@'ﬁﬁ@ﬁ%"y h% ‘j—?[gi@ Tamindye ekuiowiy B of for ?/rm a
(1) accor(Bysigxneetbyhenyl -ﬁﬁmeib![édﬂ-I E’Z(ﬂmazole-tl-carboxamlde

N- 13, 4- b|*s[(mmaﬂlmxah@rm)melﬂyum13{(é-rfyhmy@tﬁhwﬁﬁeﬁﬁmméwﬁﬁwb31
“4% 42b|3 tﬁéid?%glcsrb ‘Ii‘ iﬁ br omophenyQmet hyl ] - 5- met hyl - 1H 1, 2,
3-tri azol‘gg&i&%%@é Bcgahen I)metLyI] S-methyl-1H-1,2,3-triazol-4~

1- [ (4- Br offostiehpdineiberzens-1edipidimbthaaelRpheny | met hypoxy] pheny1} - 1

H 1, 2, 3- dria phafh8cdttiealypsapheie, salt thereof
1-[ (4-Fl uor o'jgﬁenyOrret hyl ] - gﬁﬁet hyl - N-{ 4- [ (phenyl net hypoxy] pheny1}-1

H1, 2, 3- tri azol e- 4- car boxam de,

1- [ (4- FI dbr opHessroprunsiaf formuast hgacondingtojdlaimiesetgatestirgmoxy ] phenyl } - 1
H1,2, 3 N-{3, &bis(leyddoxyarelttoi)phenylles-methyl-1-(phenylmethyl)-1H-1,2, 3-triazole-4-

1- [(4 aRRemda et hyl ] - 5-met hyl - N-{4- [ (3- et hyl butypoxyl phenyl}-1
H 1

5-

| Vot ot '\ijgﬁghw &vﬁxﬁ%wﬂmﬂwraa'ewawvsﬁemw W2% 3. tria
Z0l| e-
5- Met hyI MJ{S{,m-b(sa‘rydB:E)dywew)Vﬁ@?%}pm%bllb}ophelﬁﬁh@wp@hm%ﬂHH 432, 3-tri

azol e-4-

1-[(21- 4b| en yl1] -5-nmeth 4-[(3-nmeth Ibutypoxy]p
henyl } - %%‘P Bisghy E@‘éﬂ’é ’ﬁ’l')%ﬁe’yﬂ1 e(ﬁ’ﬁa%mp%g%ﬂﬁ%ﬂﬁmfka eyl

but ypoxy]ﬁbﬂi@l@*?a@!?((ﬁlmwl@t hyl phenyOnethyl ]-1 H 1, 2, 3-

tri azol e-NHIcBbis(hydraxgimethyl)phenyl]-1-[(3-fluorophenyl)methyl}-5- met l-1H-1,2,3-

5- Met hyl N4 iﬁ%bgﬁérméleb“t ypoxy] phenyl? g - et hyl etyhypphenyl i meth
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11(3, 4- Di chl or ophenyl ) met hyl | - N17[ 3- (hydr oxynet hyl ) phenyl ] - 5-nmet hy1-1
H 1,2,3- triazol e-4-carboxam de, Mt hyl

34({11(3, 4-dichl orophenyl )met hyl1l-5-nethyl-1H1, 213-tri azol - 4-

yl } car bonéﬁﬁ)ﬂam no]l - 4- (et hlb/l oxy) benzoat e,

11( 3, 4- Di EHPSBiph é‘i‘rymﬂhy hexy 1+{§&ﬂfﬂmoypr@nylmydm¢lkﬁmthygphema ]-5-nme
t hyl - 1H1, fris@elerd-earbbxardide,ar boxam de, Et hyl

{41({1- [ (3.[b-shisb YR

y1}carb Onéé ngﬁ@ﬁ?ﬁ gﬁg‘%"%ﬁgﬁ%{ﬂwprﬂeﬁ?ﬁ%%ﬂg’th |- 1H’i%3 3-hazole-a-
41({11(3, ‘ophenyl ) net hyl ] - 5- rrethyl 1H 1, 2, 3-triazol - 4-

yl } car bon 1[944m0ﬁzqhezylarneﬂ1wwd§é;(wtnmw)phmlhe;«methyl 1H-1,2,3-triazole-4-
5- E1- [ ( 3, darioxdrhideophenyOnet hyl ] -5-nmet hy1l-1H 1, 2, 3-tri azol - 4-

| b
S RSO i v
| I car bon§Y2ANEFpheny! }acet at e,

-[ (3, 4- Did@Hfiyo mﬂlmeﬂawhw[F4wdr®emmhwmhﬁm1@®etr&-mthzl B-tddZole-2, 3-
i azol e- éarbﬁﬁnlﬁdéam de, Meth

‘({: ;rlf)gn%l%fj‘lm o hgﬂgﬁ'ﬂdég%gﬁnx gliyfozo%em(yl)p%enyﬁ 52 methy TI?I 1, i 31r|azole 4-

5-(AmM n FENGR) - 2- (et hyl oxy) pheny11- 11( 3, 4- di chl or ophenyl ) net hy1

- 5- met hy 1-{(@-fluoropBenyl)ragtbyieN44¢laydrayamtitdphdmiBrmethyl-1H-1,2,3-triazole-4-
- chl or o- gérbddantifsd, 4- di chl or ophenyOrret hyl] -5-nethyl -1H 1, 2, 3-tri azol -

- yl}car h I

34{{}1 [ ( ﬂﬁy‘*d%%“wﬁw QMRS 1, 2, 3-tri azol - 4-
| } car bonlingikvantine)gar ﬁ@t‘ P'M}y 'm?élml'ﬂl"ab ﬁaitl%ZOIQvétcﬁsﬂoxamlde and
1({21-]( 3N41<ﬂ(304aﬁrohlompbewmh%y$ ey Hhy P 34tk Zol-2,y8=4-r i azol - 4-
| } car bonyhdiry drizapffeobenzoat e,

3- (hyd | methyl )-1H 1, 2, 3-t |
4-(cZ1r b2 2;8 RO cRplRld Varr thercbf eny! methyl) - ri azol e

[ 4- (hydr oxynet hyl)phenyl] 5- et hyl - 1- (phenyl net hyl )-1H 1, 2, 3- tr| azol e
-4- carboXam d&, compound of formula (l) according to claim 1 which is

[ 3- (hydr %ymaax%aeﬁwyﬁﬂ hendichrrdBRERYméth{IPE SR HY 5>3-mazojre-

-t |

1572 B EupeRBRE R o permyRaeuiaaly eRgeRtehls Ak Gradheny 1] - 5- et hyl - 1h
1,2,3- triazol e-4-carboxam de, Mt hyl

31({11(3, . di oA | phaarRdesiyiETe Iy obﬂ@n'"@irﬁbﬁsm@"h kofpduhd I F&hmda (1) or a

1} car bo
>1/ %(3 5- nD?%’Eor o?'h Iﬁgger%ﬁ)h% r—f%gﬁi}? §°°r%‘9h89 ?nVZOH%t%y‘fI?)'Wéng/ltf % m
et hy1- 1H1{0getger Wi huslJpast pe phemageyiia carret andor excipient,

N-{3-[ (Acetyl am no) net hyl ] pheny1}-1-[ (3, 4-di chl or ophenyOnret hyl ] - 5- net
hyl - 1H 1,4, 3- A rdoR#RURd ofCRFRAE M 8 a harmaceutlcally acceptabl salt thereo
RO Ot o
N14- chl or o- 3- (hydr oxynet hyl ) phenyl] -1-[(3, 4-di chl orophenyOnret hyl ] -5-m
et hyl- 1HN2, 3-Wse at @l eempouandok foririds, (IDiores fphlarmaceutically acceptable salt
41({1-[( 3thére€f £dHord] fbeé?w&rﬁ%f R)adrhs 51&??&”9@ Hd‘n%fagtuge bf 4 A8lcafhent for

a %??ibf’? “@EE#%P AREGET Rberivh o < Vil imetEertiblotoamelogstan by an

zZ< U'I""H‘<
-h_‘
——~

& —

S OO‘<'_'J>J>I—‘

1

yl }car bo BiST.- 2- f | uor obenzoat e, Et hyl
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(DS) and other neurodegenerative diseases characterized by the formation or
accumulation of amyloid plaques comprising AB42.

18. A compound of formula (I) or a pharmaceutically acceptable salt thereof
according to claim 16 for use in treating and/or preventing acne, psoriasis,skin
ageing, dyslipidemia, hypertriglyceridemia, atherosclerosis, obesity, Type |l diabetes,
insulin  resistance, hyperinsulinaemia, hepatic steatosis andfor non-alcoholic
steatohepatitis (NASH).

19. A compound of formula (I) or a pharmaceutically acceptable salt thereof
according to claim 16 for use in treating and/or preventing acne.

20. A compound of formula (I) 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
lon-exchange resin, an antioxidant, an inhibitor of AcylCoA: cholesterol
acyltransferase (ACAT inhibitor), a cannabinoid 1 antagonist and a bile acid
sequestrant.

21. A compound of formula (I) 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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