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WD 2008/ 046757 PCT/ EP2007/ 060666 -1
AM NOVETHYL- 4-1 M DAZOLES The present invention
W0 edtaeEst o conpounds of formul a I RA N ~NH PEI/EPR02060666

R I 0
-(CR2)n-0OH, -(CH2)n-aryl or (k}Q)n heteroaryl, whi ch

5 wherein R is hydrogen, wer al kyl,

are optionally substituted by hal ogen, |ower al koxy
or |ower al kyl substituted by hal ogen, or is -(CR2)n-
cycl oal kyl, optionally substituted by hydroxy, 10
-(CH2) n-heterocyclyl, -(CH2)n-NH S(O 2CH3i or is
-(CR2) nO- I ower al kyl or | ower al kyl substituted by
hal ogen; R is hydr agaNONMETBWEr4-BkpAZOUES When two
R-groups are present, they may 15 or may not be the
same; R2 is

2, 2-di oxo- 2, 3-di hydr o- 1H benzo[ c] t hi ophenyl, 6,

7-di hydro- 5H cycl opent apyri m di n-2-yl,
2,2-difluoro-benzo [ 1,3] dioxol-5-yl,
Zhepreséhtti@leh8bh Uites ©, cdnthicuyids effoenar 1[ 1, 4]

di oxi n-6-yl, or is 20 aryl or heteroaryl, optionally
substituted by one or nore Ribstituents, selected
fromthe group consistind= hal ogen, |ower alkyl,
cycl oal kyl, -(CH2)n-hydr NH ower al kyl substituted

by hal ogen, |ower alkoxy |substituted by hal ogen,
-S(O 2-1ower alkyl, -( JRO)Z NH | ower al kyl ,
-(CH2) n- O | ower aIkyI itra, am no, cyano, 25 NFKXC»

-l ower al kyl, -C(O NH- | over Ral kyl, or

C)tetrahydro-naphthalenyl or are substituted by
wherein

Rl

is hydrogen, lower alkyl, -(CR;),-OH,

-(CH_y)n-aryl or -(CH;)n-heteroaryl, which are optionally substituted by
halogen, lower alkoxy or lower alkyl substituted by halogen, or is
-(CR)n- cycloalkyl, optionally substituted by hydroxy,
-(CH_,)n-heterocyclyl,

-(CH;),-NH-S(O),CHs, or is

-(CR;),O-lower alkyl or

lower alkyl substituted by halogen;

is hydrogen or lower alkyl, and when two R-groups are present, they may

or may not be the same;

is 2,2-dioxo-2,3-dihydro-1H-benzo[c|thiophenyl,
6,7-dihydro-5H-cyclopentapyrimidin-2-yl,
2,2-difluoro-benzo[1,3]dioxol-5-yl,

2,2,3,3-tetrafluoro-2,3-dihydro-benzo[ 1,4]dioxin-6-yl, or is

aryl or heteroaryl, optionally substituted by one or more substituents, selected
from the group consisting of

halogen, lower alkyl, cycloalkyl, -(CH,),-hydroxy, lower alkyl substituted by
halogen, lower alkoxy substituted by halogen, -S(O),-lower alkyl,
-(CH2)n-S(O),-NH-lower alkyl, -(CH;),-O-lower alkyl, nitro, amino, cyano,
-NHC(O)-lower alkyl, -C(O)NH-lower alkyl, or O-tetrahydro-naphthalenyl, or are
substituted by

-(CH_,)n-aryl, optionally substituted by halogen, or by
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-(CH2)n-aryl, optionally substituted by hal ogen, or by
WD 2008/ 046757 PCT/ EP2007/ 060666 -2 -CH=CH aryl,

wopisomast y substituted by hal ogen, or by PCT/EP2007/060666

-(CH2)"-Oaryl, optionally subatrtut ed by hal ogen,

| ower al koxy or | ower alkyl substrtut ed by hal ogen,
or by-g hCHZ r ti on ubst | ut ed by

hal ogen arlg op@ 1¥ ](')f'_s&? Iltlr‘r]te ¥1al%§rfn, orE

-( CHZpHZQ} @eqrels gaﬁrqﬂall@ sub)ytuté@ﬁylalog@t myﬂ(bw or lower alkyl

opt | Qﬂﬁhidedsm el &q))by =0, or by
-(CH2) " - O het'eroc cia}(l optionally substltuted by
%S

| ower éprz&z -argly op whsyituted py hdpgayppr by v |
C(Cl-(@fgjnanéﬂgr,oaryimwryl or by 2-oxo-2H pyrrdi n- |

Iovver al kyl; 15 R4 is hydrogen
or Io(@ “ap%temgwp?’gbyo 1, 2, 3 or 4 and to their
phar ratbut-haadok ycldcdptiomabpdubstitudd by +@eordycept i on of

4- phe @ﬁ{ SrDMRRELR I %ﬁ%@h ﬁ%gﬁﬁ A& 8), ort)

benzyl eny amn
(Bei tSst@hn BRN 20612),

(1I—|—1@p1g§121 arﬁ yl met hyl ) - (4- met hoxy- phenyl ) - am ne (CAS
17049-8 K?

(3, 4- it ol “phenyl ) - (1H i m dazol - 4-yl net hyl ) - am ne
(CASD%IMJ)& oiby9 )

(4-chl or hen §,1H-| m dazol - 4-yl et hyl ) - am ne (CAS
1704 98- P‘/“

(4- br ono- phen I) (1H i m dazol - 4-yl et hyl ) -am ne (CAS
83]47'$.hgépog)er,1 OQE)wer alkyl;

(3, 5-di chl oro-phenyl)-(1H i m dazol - 4-yl met hyl ) - am ne

REAS;s& ([ droked Bt @we‘f’l Ql‘[ih
(3-chl oro-phenyl) i m dazol - 4-yl met hyl ) -am ne (CAS

87471- 7@ é The excluded conpounds of fornmula | are
Rnowls %cbrpd®hds, described for exanple in the bel ow
menti oned references or are enclosed in public

AL SRS D BT RA"Eh0es
éﬂxh\/e@ylamptoirmm]hylﬂgmﬂmph(CAS 32563- 8 1-8),
benzyl-(3H-imidazol-4-ylmethyl)-phenyl-amine (Beilstein BRN 20612),
(1H-imidazol-4-ylmethyl)-(4-methoxy-phenyl)-amine (CAS 17049-89-7),
(3,4-dichloro-phenyl)-(1H-imidazol-4-ylmethyl)-amine (CAS 87471-76-9),
(4-chloro-phenyl)-(1H-imidazol-4-ylmethyl)-amine (CAS 17049-90-0),
(4-bromo-phenyl)-(1H-imidazol-4-ylmethyl)-amine (CAS 87471-95-2),
(3,5-dichloro-phenyl)-(1H-imidazol-4-ylmethyl)-amine (CAS 87471-74-7) and
(3-chloro-phenyl)-(1H-imidazol-4-ylmethyl)-amine (CAS 87471-78-1).

The excluded compounds of formula I are known compounds, described for example in

the below mentioned references or are enclosed in public libraries.

Furthermore, the invention includes all racemic mixtures, all their corresponding

enantiomers and/or optical isomers.

In addition, all tautomeric forms of compounds of formula I are also encompassed

by the present invention.
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In addition, all tautoneric fornms of conpounds of
formula | are al so enconpassed by the present

woO paosfogd76n. WO 2008/ 046757 PCT/ EP2007/ 060666 PGI/EP200E@660666

been found that the conpounds qof formula I have a good
affinity to the trace am ne associ ated receptors
(TAARS) d
used Rf[giras E%%ef?lrng(g kkyat( cco épi%crise (-%rglggﬁgﬁq%%pe % %({T%lyafﬁl%ty to
thegocd emsne asmcp{béchlreccptslrs r(?HAARs)abipema]l;ofa)r defARdi t
EMQ&; 1!11’}/ stn¥a q)nsog(ggo tlge Er)elz_l?t)nents (ﬁﬁfquSlgl at %e C?ISOI'dCI'S,
[ sor S, )7 di'sor der's suc B’
bipotao Id(sgrdzea,l atwnseadefmmwhraasvf@achmrderdﬁmﬂd) $B‘&$8‘ﬁlated
ggrr ad gsenﬁr td ve .di sonrder as Az Husds
yC ot1cI 1sorders R0 sehiZ renla, neuro %gﬁc dlsgastes such
sease, y, mgrai ne, > ypertensi ance
aeblkmbmaasrds dn«taada mleumddgesmraﬂhee d1seu.’cet's suals aeAlzhﬂgler s d1sease,
8%1 ef)lgyg%lg%fr%ne, }ppgltrtgrgsrl%tglsags%ﬁc% I%éuse alnI gﬁeét%l%g]tsc 1sr(])r ers SLX:h
asaiting Id&brdmm, ddtbstes aﬂ&fosﬂacrdnﬂiadﬁmms; bbmﬁy,aiys]l@dhndty
te rature ers
PR ) PR R pd o BUAEES (i SR8 ncriga of
bbastshl'pafatMe hgertostagsyidivesdefseff stdep ahd circwdliapihpepinrande,
am ne, histam ne) play inportant

e 0
F%fhé)ggség aﬁgﬁ?mﬁ ansmtters in the central and
per i pher ghe dessicollsogyst aninks (]sel]otonTiil,mdre}ﬁlyd‘Iﬂh&ﬁj &idaplirine,

t _ I their d d
SprufRE Rt LTS rbning PR SenP et odn HREEH i nd
ph@ﬁe@u @kso0f S}bteﬁg BNi Theigyhthesis hsd koews dsevell@s their degradation

ROPRr iy eatears h PSnad' Ao LREinse R ted&p T Bbgenic

@ﬂﬁdﬁg &rlaldsnanibe ees@@ﬁﬁblld fiststhe tilk@ed bradi@funedort uAde many pathologlcal

) overlap. with the, cl,assi
Bt S5 ASe sl talhats BRioe'comoplidy B ialled trace
smbes|(TAd)tgnifaaally aatiapvithTthe clhfscal biokeidearpiney Fayardigy structure,
( 3 20 phen%/I et hyl am ne, tryptam ne and oct opam ne, and

gypolisa a}a salestu ar‘rﬂo'éﬂ@amﬁﬁlp iTds inqhedaitgamysy Bm at
?Eﬁlﬁ'{ o V\@ tlu% dt&@sﬁ{bﬁé sh fﬂe Q Qsln? irPlle A€ SEnmalian

elr egu atlon een |nke varl ous
peryehd systeincat xgﬁls@dkvégwmr lgeels hen pb@gﬂa}@ng@lmmmes [6].

depr@ﬁé}@ﬁ atﬁﬂqlag Béengﬁﬁl?& Of%{?f%h& B%ﬁml(r'uﬁcgaeg%%ﬂéi on

deficit er act IVIty I SOr ral ne
Ftélmqphmm @ddde@e@sen [ Bluinsltfanet cntnndsioan dike 28enstoni defcit

e{c‘ijl@ d%glai% 1neahcj,a NGt ]?]J}Ernsgle% EQ&% sthtance abuse and

eptor een ypot esi zed based
ad’(mg(ﬁnoméﬁlrii%ﬂ]l scr et e high-affinity TA bindi ng sites

L e LT TR ks
on anatomically discrete hlgh affinity TA binding sites in the CNS of humans
and other mammals [10,11]. Accordingly, the pharmacological effects of TAs
were believed to be mediated through the well known machinery of classical
biogenic amines, by either triggering their release, inhibiting their reuptake or by
“crossreacting” with their receptor systems [9,12,13]. This view changed
significantly with the recent identification of several members of a novel family
of GPCRs, the trace amine associated receptors (TAARs) [7,14]. There are 9
TAAR genes in human (including 3 pseudogenes) and 16 genes in mouse

(including 1 pseudogene). The TAAR genes do not contain introns (with one
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were believed to be nediated through the well known
machi nery of classical 30 biogenic am nes, by either
W0 ri0gges7sng their rel ease, inhibiting their reR@I/BR®ITCO666

by

"crossreacting” with their receptor systens

[9,12,131. This view changed 'éi'gni ficantl y with the

I
FEEFRl, HIE LB Ph) S6YSEAbe RETRSE &, ol BupuElnc
Qa’fﬁ’eﬁ@ke))m[o?orﬂlﬂ]segrﬁhﬁr ‘Ehapleyl endtiARlagendsp Dﬁthh lnmaptor

l.udi n udogen 35
LSRG RRHIPICRSS) R 40, BSIER o P RYSE
cccmpmmmand ipbasndonl dgivabdeea M@g@:ﬁ)ﬁ&ft fﬂiﬂe@? Beéteptors form three

Tt

on Qgr?n/ 96%8???]0 AéRgXlg P tﬁﬂ 16§t él;all-bc ass ?ﬁ oﬂ% génrgzg’ E'}AARI—

&ﬁlﬁﬁghl‘}‘f"&f)ﬁmm%{we‘éﬁ BB andiedahy, m%@@alté?’l" AARI1 via Gas.
reI at i ons (;#p th e receptor. genes, in agreement with

Risregtlatign

TEPORSShaV iR spiEbetcdp fd askplogy obwess i son

éﬁ&s@lﬁ(e%ﬁf&k&&{ Gaycheat, aatt%HtQ&?&éﬁdt erta&?ﬁf? di®F&Rt Or s

formthree di stinct subfamlies

AARL is in

$Ustanie %11115§LP@€1\UH§§§1 sotisepgy migrapediep Rfatlmg diprggisy
FREDSY ggo%Ps"ﬁ%Qbé}HWTﬁﬂﬂl Q8RS ve d. ﬁ%h%&én‘ﬁ@i t%r the

TAARL

via Gas. Dysregulation’of TAs was shown

ermenpot heseglisepEsaet i ol ogy of various di seases I i ke

depr

di sorder, 'substance abuse, Parkinson's

EESERRe, tRSY KNOSbSd Al &S (RPeablhe %Bwt&ﬂgcem% k4bd dmine

ase,

msg@%{ﬁﬁéﬁcﬁ@é}éﬁache eating disorders, 10 netabolic
di sorders and therefore TAARL |igands have a high
RefeRMcEAlsefor the treatment of these di seases.

Ther

efore, there is a broad interest to i ncrease the

knovPedge aBoind Rothcld Hafr 998) Naysasinameters. be Eprdsragntal
Ref ENENG SR oult ed?i? (égB%HHCM ], '%-l(%m afnﬁ Bﬁ{d']s, sk, I'Roberts, J.L, and

(1999) Neur ot ransm tt

undanenta hbur030|ence

( 2ndSadig) L Rziedsmbi; 19234, ABrdsans Presg. | Landis, S.C.,
BObeWto%g NEIL an@'ﬂfhn@qu fO@i) ﬂ%esgarch Q%tr)eatrrﬁzﬁt aﬂp?gac%gsélto

Academ

Press: Li cI ni o,

Rese@?é%SIQﬁdN@frBé}t ﬁ@ﬁtosﬁpqoﬁé%réﬁbs to depr e55| on Nat

519% lot a12(20§f‘)31n?k§§0t10g9b§twg@{ Jn%ﬁgﬂnués ﬁtaﬁlate, ancji GABA

(2001 I nteracti ons ‘bet ween nonoam nes,
GABADN Splmlzgltl‘rrpm@pm“mﬂl@ncqa éwneth@eBl@émam{nIpxlqaéél 237-260;

Ehar

trea@f

TR O o T U U e
insaayf's dhsgakd. At @le heesg. D@Xpb?r t13i§oi$52

5 nveéglslteglan@: #9E ahd Ta&f?&c@, 11.3@802) Neuroscience of attention-

deficit/hyperactivity disorder: the search for endophenotypes. Nat. Rev. Neurosci. 3,
617-628;

Usdin, Earl; Sandler, Merton; Editors. Psychopharmacology Series, Vol. 1: Trace
Amines and the Brain. [Proceedings of a Study Group at the 14th Annual Meeting of
the American College of Neuropsychoparmacology, San Juan, Puerto Rico] (1976);
Lindemann, L. and Hoener, M. (2005) A renaissance in trace amines inspired by a
novel GPCR family. Trends in Pharmacol. Sci. 26, 274-281;

Branchek, T.A. and Blackburn, T.P. (2003) Trace amine receptors as targets for
novel therapeutics: legend, myth and fact. Curr. Opin. Pharmacol. 3, 90-97;
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5 Castellanos, F.X. and Tannock, R (2002)
Neur osci ence of attention 25 deficit/hyperactivity

wale@siaas? the search for endophenotypes. Nat.PE&EEP2007/060666

Neurosci. 3, 617-628; 6 Usdin,. Earl; Sandler, Merton;
Edi t ors. Psychophar macol ogy SePies, Vol . 1: Trace

O apRR R B Bt EIQSRE ISR 8F o B i SN AEN. Acad
Neur Spdy.chapes, Seob6gy, San Juan, Puerto Rico] (1976);

I nd , d ) ' .
A T S N T

€ am nes
Tr enbisding sfhar lneo@d braSciProg2 Brai2 Rés: 2®, 285-89Br anchek,

A d Bl ackpur.n, T 003) Trace amne rece [-S 1 1
e L I g
f actsite€Cur the r@rind .doPhentrd notvou8sys@ar. 9.7VeMBc20,08 M6 757

T AT PRSP Ry bGPt s AP s s
Acadin th&preseride aftd alfsen8&8of a9ATHo IS pxid e MbhubBeallife B34, 1149-
and ﬁ§h{ermorth, R F. (1995 A high-affinity [3H

tryp ne binding site in human brain. Prog. Brain

Res. PdrRé&r, EAB5nAIbeBdd, 1L KC08yatdmpatatiie effectabf aripldB&hine,

't U RIERNLE o Efd Bulad P B r b BS AT Cariapipe §Prake and
NeurmsgihdolGinddg. JORharddcdlyide, Ther2245( 1988B00; Rel ease of
L BT AR e RA K P
I nhifbhétmnallf dikenddeubfaddlies bIAGvel GiybteintOoulpdedR@tdprors. Genomics 85,
E.ng?gﬁécubeddu, L. X. (1988) Conparative effects of

np

ne, phenylethylamne and rel ated drugs on
dopam ne effl ux, dopam ne uptake and nmazi ndo

bi ndi,ng.. J.,Pharmacol . .Exp. Ther. 245, .199-2 10; 14.
01 s OF e DRSO Neng g Bie el onTiing® aClopntly T ficir
maeepters nidlidnshisteked @l h yorapslund iuraet drdmedelwithdihs timveation and
ubfam,lies of povel G ot ei n- coupl ed ceptors.
B g us el Bis e BF S i O Pl Pl T R Bsitrol or
preveitidnost ikiicssdd Ol asClepiesdidi anoibtyfdisorddra bipoliddiidrder, attention
uf act ure,. di canents based. on, a conpound i
B R e R TS REn En sty RORour el shchues
yéblidopBfenid) Bewdtogifal dicrpas0esasHarkiasdy disdasd, Retilddegenerative
gontrol g& %g Etevengion of .ill nesses ?&ﬁh as. b b
Bprdsssughas ArRsimers diseise SBIPsYYRIsEIRs DPLETgion, substance abuse
aild eRtabenlc ddeddessistichyatiag Hisvideys, iabees diabetic complications,
stress-rel.ated gis rder.s, sgchotic disgrder such.a%
obesity, dyslipidemia, disorders of energy onsumption and assimilation, disorders and
malfunction of body temperature homeostasis, disorders of sleep and circadian rhythm,

and cardiovascular disorders.

The preferred indications using the compounds of the present invention are
depression, psychosis, Parkinson’s disease, anxiety and attention deficit hyperactivity

disorder (ADHD).

As used herein, the term "lower alkyl” denotes a saturated straight- or branched-
chain group containing from 1 to 7 carbon atoms, for example, methyl, ethyl, propyl,
isopropyl, n-butyl, i-butyl, 2-butyl, t-butyl and the like. Preferred alkyl groups are groups

with 1 - 4 carbon atoms.
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schi zophreni a, neurol ogi cal diseases such as
Par ki nson' s di sease, neurodegenerative disorders such

W@sg008lozd187 ner' s di sease, epil epsy, mgraine, PCI/EP2007/060666

hypert ensi on, substance abuse _and netabolic disorders

such as eating disorders, di abgt es, diabetic

ggg?é%/ 8%0 re%fl tgg te(i) e'?f;v%e\sf g}k%ﬁ'l Rb gg g‘éﬁiugftfvdt?e%lg%ﬁg alE}frl residue is

amdleffmﬂdabm aoﬂ vbmdms henghed atauammxlygmmhsmay s, disorders

of sleep and circadian rhythm and cardi ovascul ar

Slofrg%g ﬁg gi'hggeh? tRE ?efrl%r"r ﬁc?oillﬂﬁi & E)lteg g%atﬂ?dtggcatrg& rln% containing 3

X cdrben stonfafok |emmpi%e sycdbweaﬁeqy@hxx;émyd émtdlkat tention

deficit hyperactivity 30 disorder (ADHD). As used

her ej r ol

St r a%%g %etdrh%rctug rtglrzlg I%W%Wﬁ a.h%rQ Eﬂb%ﬁ%?% A all(?ﬁ%h El?r?o%gs a saturated

stenighte ar bencladorhsin gronp esataplieg fromt il 7, caeltdw&tomp wbtpgdlr,l one or

Y. e

QQBQCBX%FTH 2[101131‘5'5}/ e ]]acekau%r A %d%egg{% fol eﬂvtgl%f%’]cgﬂg (EAFQ,

erred u roups

Eéizﬁﬁn €:1,161 1778 GM%OGBI&GHG@BJCPE@EEEE@@WM@@GG -6 As

used herein, the term"lower al koxy" denotes a group

wher %smsgchﬁer@ﬂ Ky tEfR? igUer difo bgﬁﬁteaﬁ h@p)gét? (?erﬁgtes a lower

which is attache via an oxyg at om herei n,

tlkexyt gronp 2 gefinod kgve witkseinoas oarrm«t bydibgah atembere replaged by a

g r

fé@@%%*pdﬁ%%yf"% eg{/ﬂg %%kp@%{%ﬁz& A9 oéﬁ%@ G, QCH,CF.CF;
G5, QleGHEn and Itoalege. al ky| substltuted by hal ogen"

denotes a saturated straight- or branched-chain group

containing from1l to 7 carbon atons wherein one or

nor eAhyerddgEnn.dhe isma e/l oM ad AP IR Gy slewnvherein at

feQst 0¥ @ﬁﬁghsﬁar%ﬁﬁc ifdtadure, frléimiple phettrphHys G dadanyl.
CH2CH2CF CH2CF2CF3 and t he Ilke As used herein, the

t g bsti t db denot
| oot SR Terd G2 BT i StV e B R gperin
hestenhyhg agenmationsnane andpbatedndyt laast oak ¢y dhorat ong atom,

I E , F3, :
R BRI e ados AR p IR B Ase pupv.
ireidazalyl, thipaolyb piriazelyl; pyridiene peémilindr bra@oftiranyl, denzdl hgldioxolyl
SY®deM. Wherein at least one ring is aromatic in

nature for exanpl e phenyl, naphthyl, or indanyl. 15
the term he roaryl is an aromatic

As Ui g(?}eel n, Erf |
1 ngRopseA Hereigy 1By SFRAEIRER B ff (on-qramefic sraubr fniinips at least
ano@aNidr Sirthgnadn &lard feontlad gronp caisistiag of momghdlinyNperrolidinyl,

fr e : | St
R P R LR PO R b
The term "halogen" denotes chlorine, iodine, fluorine and bromine.
The term "pharmaceutically acceptable acid addition salts" embraces salts with
inorganic and organic acids, such as hydrochloric acid, nitric acid, sulfuric acid,

phosphoric acid, citric acid, formic acid, fumaric acid, maleic acid, acetic acid, succinic

acid, tartaric acid, methane-sulfonic acid, p-toluenesulfonic acid and the like.

One embodiment of the present invention are compounds of formula



10

15

20

25

I m dazolyl, thiazolyl, pyrazolyl, pyridinyl,
pyri mdinyl, benzofuranyl, benzo [ 1.3] dioxolyl or

WO naeloyd757 20 As used herein, the term heter ocyPCEP1087/660666

non-aromati ¢ group, containing.at least one O, Nor S
ring atom selected fromthe Q?dup consi sting of
mor phol i nyl, pyrrolidinyl, | 1.3 ] dioxalanyl,
tetrahydrofuranyl, tetrahydRopyranyl, piperidinyl, or
oxetanyl. The term "hal " denotes chlorine, iodine,
fluorine and brom ne. TR AN m "pharmaceutical |y
acceptable acid addition palts" enbraces salts with
25 inorgani c and or gang yjdS, such as hydrochloric
acid, nitric acid, squuriq&@cid, phosphori c acid,
citric acid, formc acid, fumarli£ acid, maleic acid,
acetic acid, succinic acid, tartaric acid,

e-sul fonic acid, p-toluenesul fonic acid and the

K e O eoEer:

CORAONGE Ry ORISRt BY Biated of b nyar ogen,

IhO}Ner —(ﬂjRK){llL cydc(aﬂ%;li'll)dbtiaﬁa/lly, slubmthﬁﬂawlylhlydmtbﬁdri i§ YORd),,byH,
al oge wer a (0] I tute

nal oodtr B g Ry ST, BN - QR P

subst fowet elitylayibsiitdre@dy halogen;s - (CR2) " - OH,

-(CH2) "-heterocycl yl . - "-NHS(O 2CH3, -(CR2)"

B omsidiaesh SE et allsh S e Bl Rrerpaoute B i ey
R is bysapgerbcahebowes al kyl, and when two R-groups
are present, they may or may not be the sane ; 1o R2

RS aisyryl @i hbetirdasptionabptitetialtdd/bysatesiricharteadbsiyueants selected
or nRL tﬁg%s(%dpt §$§tstznl$&el ected fromthe group

consi Sting oot Phy | ower al kyl, | ower al koxy,

- ( CHlogdmy lrvx glkyl, towesr alibky H Sapshydioxpdowyr alldbdgamted by
| O\Neﬁaléjgéﬁomwe% Hl%iql §%§%téﬁ%\z2ﬁﬂ&?ﬁ,ﬂ—6(0§(1€)}v@f dipper
al kyl , °-(CH2) "-S(0) 2- NH- | over. al kyl', = (CH2) "-'G.| ower
al kyf(pkhﬂ¢§@)z—&$ﬁlﬁgwer alkyl, -(CH,),-O-lower alkyl, nitro, amino,
-NHC(O)-lower alkyl or -C(O)NH-lower alkyl, or

-(CH_,)n-aryl, optionally substituted by halogen, or by

aryloxy, optionally substituted by halogen, lower alkoxy or lower alkyl substituted
by halogen,

or aryl or heteroaryl are optionally substituted by benzyloxy, -S-aryl, -CH(OH)-

aryl,
-C(CHs),-aryl, -NR-aryl, 2-ox0-2H-pyridin-1-yl, -(CH,),-heterocyclyl, optionally
substituted by =O, or by -(CH;),-heteroaryl or -(CH,),-O-heteroaryl;

R®  is hydrogen or lower alkyl;
R*  is hydrogen or lower alkyl;

n is0,1,2,30r4

and their pharmaceutically active salts, with the exception of
4-phenylaminomethyl-imidazol-dihydrochloride and
benzyl-(3H-imidazol-4-ylmethyl)-phenyl-amine.
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w@eyBoxer57 opti onal |y substituted by hal ogen,

15 -NHC(O -Ilower alkyl or -C(O NHIower alkyl, or
-(CH2)"-aryl, optionally substituted by hal ogen, or by

al koxy or lower alkyl substituted by halogen, or aryl
or heteroaryl are optionally substituted by benzyl oxy,

-S-aryl FEYGFHl(e?&mf%ngg ¥t fa_rﬁﬁ(a t%o?e WhFre MR b er alkyl.

2- 0X0- 2H pyT | eroc

Bgteciolipbieferresifbmh Ithusl gexaiphbye aﬁnpcmndb,ywherem R* is optionally substituted

or - O heteroaryl; R3 is
ﬁégfg%eé(ﬁgﬁe%g%% If%(cqngpmﬁ)gsl s hydrogen or | ower
ethidy(3H- irﬁﬁlamlf%ylmetﬂyl) 2hen3’l—amu4€ and their

har aI { al t wi.th the exception of
ﬁlegwgﬁgﬁé%“?%ﬁegﬁﬂﬁe&lﬁ 215% atﬁmﬁydr ochl ori de and
bbﬂuyﬂo—pl(e&lyﬂl)+(ﬁHdmmdhzodl—4y)ﬂnmttWLmeﬂlphmyie- am ne. WO

675 EP 7/0 66 8 Preferred conpounds
%tgol?gr%ﬁnu éiafml El hg mV\(ﬂ"neiramme is | ower alkyl.

&pem:uchlzd)lyzl pmeeftheyli-@dpfomhphdfnyﬂ}agnmp are conpounds,
I ATE T T L
(ABbhlbm eyl )- @%yimﬂhmuzl}ylmﬁqmyme&nﬂ amike
LRE R TR
(mﬁityﬂorarphmyl) {éBHy1h¢1de_(zal—l44ytrndhzlohsoiyrwyhahhydz )
RIS e RSP Sy SRy
(BiHinidadalizol hdetlyy] prsohydpyl-nivedlylydmiaei ne 10
Eﬁ—gﬁ%&@%g@%%@)—@ﬁa@g g%gr%()rome%yreﬁe Il)) amine
(Bthlbra-gdacgl - @Hyimitabot 4)-ylniestopy-Bpjylopalramie( 3,
SR G T T ——
(%m@xwhﬁwm imAddzoB4- y(rBthlmﬁ@Z@{byllimyhmt hyI )
LB TS 538 B 54 i
(Acmbf@pne@neawl)(sﬂ 3idaiolsddaethrylh-sthiet hyl )
(.J> P AR phenylj1 ethyl-(3H-imidazol-4-ylmethyl)-amine
(4-fluoro-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine
(3H-imidazol-4-ylmethyl)-isopropyl-(4-trifluoromethoxy-phenyl)-amine
(3H-imidazol-4-ylmethyl)-isopropyl-naphthalen-2-yl-amine
(3H-imidazol-4-ylmethyl)-indan-5-yl-isopropyl-amine
(3-chloro-5-fluoro-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine
(3,4-difluoro-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine
(5-chloro-2-fluoro-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine
(3-chloro-2-fluoro-phenyl)-ethyl-(3H-imidazol-4-ylmethyl)-amine
ethyl-(3H-imidazol-4-ylmethyl)-naphthalen-2-yl-amine
(3,5-difluoro-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine
(2,4-difluoro-3-methoxy-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine
(4-fluoro-3-methyl-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine
(3H-imidazol-4-ylmethyl)-(3-isopropoxy-phenyl)-isopropyl-amine
(3-benzyloxy-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine

| PEBEP2007/060666
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(4-chloro-3-trifluoronethyl-phenyl) -
(3Him dazol -4-yl et hyl ) -isopropyl-am ne

w@ 30840di76hl or o- phenyl ) - (3H i m dazol - 4-yl nmet hRECI/EP2007/060666

-i sopropyl-am ne (3-chloro-4-tyrifluoronethoxy-phenyl)
- (3Himdazol -4-yl methyl) -isopropyl-am ne 20

- chl. - i i -4y .
e R L SOl B
(%ﬂ-hmrdadeiz@bkazﬂetlyﬂmp;dp)yl (hphﬂmxy{mleﬁylmnmnqahenyl ) -

E(é::"! . azo ﬁﬁeﬁgﬁ Ry#lllmldic’zgpél th?r‘ﬁ] i&propyl-amine

1'SO r
(%{hmldalzoleét Mlllmafttlllxl)(ysopi'tmyyla (L aﬁq2ﬂl(etraﬂuoro ethoxy)-phenyl]-amine
Elég%l%?go azecﬁng Fﬁﬁéﬁ}gﬁﬁ étﬂﬁzllmflazol 4- me%l)—isopropyl—amine
(SHdlmtﬁalzldienzstL) ydthn;ét(ﬂ]bﬂﬁmelamﬁ&ndﬁe&ﬂyl) 230110 pyI am ne

64;3 lS)f(:(_’;ngzl O[}_}(&jf)l?)schfl(!)rﬁg{ghe(lglr)]iTﬁ 1;1?1d§) o“4b/rl1mrél%%]y§i 1soerp)qE am1¥1| )
(331:}1101“0 d&ﬂahMe-;plhaMM—lpheaylbe@ybpl)I-II—lmrdamﬁi -4-ylmethyl)-amine
f H- d | met hyl
P BRSO B s T O oL ) Tty
@Hemyhﬂﬁz(@H-ﬂmyAhmmglh])ethyb)Hnsmoﬁﬁ z&hilfnyl
d t.h
PR e e Y b TR A S RGP Moarhite
Ni- S@p[mmkolﬂhﬂﬁtbyﬂ{%%ﬁh@l%ﬁ@n&lmﬂhﬁnye phenyl) -
4= =1 S a
Ll B B Rty TR b PO B st e
¢3-bapn eyl voaeiphenyl {-83H 1imi ¢haglod -yhnagth iptidopkgpyl-amine

Eéﬂl i &p‘gy%‘bﬁ%ﬁ%&?‘é@c@[’ﬁ%oﬁ’heﬂ@r%‘?ﬁw ) - i sopr opy

mmmnazm aﬁ@e&vlﬂﬂ@ﬁetmzlﬁﬁa@loﬁaﬁﬁ%ﬁme 9

ggr; RNy SR -amine

(ﬁﬂlﬂluﬁl‘(dﬁé‘thbxyﬁ‘rpb{éﬂ)@t-@y{ Jmidagdpi- dmekhryl) - methyl-amine

[ P%ﬁyr é»gglaﬁ%@%@[gﬁ%y&é% |y Y%Wm?hgoxy phenyl )

(Bbtrzyicstapbenyd)- yﬂhr;rstﬁyhmldamopmmhyl) Elﬁnne

2-tetrafl uoro-etho
b T ft e K R Bl Ry BT BaBae - 4oyt et hy! )
eth$IOQI-Didyo- ameﬂﬁ)xy(;ﬁ],eﬁylm(mﬁtlhydiazbheryjahéthyletawhc (1

E&dg‘gﬂ;gﬂ%qgo%rl %n&% oe)tlﬁﬁgﬁypl)mld%zlol 4-ylmethyl)-amine

- tlﬂbﬂﬁzehetﬂow pI&InE}ML(BH insidpzRYYImatH elsolﬁrapﬁtdrﬁlﬁqe- 4-

f—f g%g]? hen )né}%lf[ﬂ}’ﬂ &%Pﬁlﬁéetl{%ﬂ% y)], 1SBP]ré)m/rl| z)‘mme
(ﬁﬁiﬂn[ﬂaﬁélmlyhﬂetyﬁ)r%b g)}’l -3 @B(ﬂf(ﬁtplyﬂetf@ RénylQamine

Gy hedhi ep e B wrb B HaL) fscrpmertpine

(Bbkdrd-gaesi - ela«wiuﬁﬁiawh) -yhhSQY-@BY topFThimehe
(3,4-dichloro-phenyl)-ethyl-(1H-imidazol-4-ylmethyl)-amine
(3-bromo-phenyl)-ethyl-(3H-imidazol-4-ylmethyl)-amine
(3-bromo-phenyl)-(3H-imidazol-4-ylmethyl)-methyl-amine
(3,4-difluoro-phenyl)-(1H-imidazol-4-ylmethyl)-methyl-amine
(3,4-dichloro-phenyl)-(1H-imidazol-4-ylmethyl)-methyl-amine
(3,5-dichloro-phenyl)-(1H-imidazol-4-ylmethyl)-methyl-amine
(3,5-difluoro-phenyl)-(1H-imidazol-4-ylmethyl)-methyl-amine
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N (1 Himdazol-4-ylnethyl) -N -phenyl -benzene-
1,4-diam ne 14- [2-(4-chloro-phenyl) -ethyl] -phenyll

WO edolphe75711 H i m dazol -4-yl met hyl ) -am ne PCT/EP2007/060666

(3- bromno-4-fluoro-phenyl) - (3kimdazol-4-ylnmethyl)
-i sopropyl -anine 15 (3H i ni dazol -4-yl met hyl) -methyl -
Egbpoqgﬂgﬁgn}%@n%:t}nda?}g{{ame{tm 15%9(%§P'rlmmey I methyl) -
(%dlhmdmzldiengﬂ)wlﬁeﬂrm%z)olA }(lﬁlegbltybneoqyepﬁetmsahﬁr -am ne
(BEfl b SLRTELARIG RIS, £ (B mizol - Y1 ety
(BHdlahli(dazphlenﬂ) ‘pthyk( H;Hu)mdm]t #Wﬂmﬁhylherrﬁﬁ)e

- 3 d | - 4-yl net hyl
O TS bR+ )
(@brmnhé)@uophqﬂlyh))l) et;hm hlé{ﬂ!mh},alzel -4-ylmethyl)-amine
632%1 dh e%rr(? g%andyi Ft%g Y(ia%ol 4h& tlljlym g]?]ﬁr?ﬁl 4-yl met hyl )
(43bhlbm ﬁla]zml‘e—@hglﬂyﬂméﬂly]l ()IH &mdlaﬁ)l 4 ylmethyl) amine

{3 gﬁ:lB E(ﬂuor ho;%étghle{pﬁ mfdaéo%'j-gflme% )ogmf'ney | met hyl)
33b((ﬁn(§: rtforove {phemd X yihyp by} dag AlH- yhmaih)zl)}lamﬂnql nmet hyl )
R BT Fon S R S RN i ooPr 0P
(44elﬁlbtm30n6h@>bepimny})|sﬂﬂe>rlyﬂ}{ imif 3t 4nilchazgl)-dnink net hyl )
- [y, - . :

BT S T SRRy gpgop-amine o
(£cllﬂlodj ¢htifueropteeioxly)pheatliiethyl ( IH-imidazol-4-ylmethyl)-amine.
H i m dazol - 4-yl net hyl ) -am ne 30 (3-brono-phenyl)

-ethyl - (3Him dazol -4-yl nethyl) -am ne
( 3- br onoPeferedl cpmpolidtt ofifoctadlall ade tﬂhbiﬁ@f/vhyﬂe)n R'is hydrogen.

I ri%hﬂ%%é%?gr%%frq&gglﬁl@ glljofu{p%% %VF nen whe(reln R* is optionally substituted
a3, 4o1cbxaﬂ1|ptterthe pdilRyhg confpourtde:i dazol 4- yI met hyl )

.. ch] or.o- phe
TP 3 SR P gl -aiine
(ﬁ[éihﬁlt(BHu@%ge;wngnmn ¢ Cylg}.—kmmuamlﬂaow pRichY - hemhsy] -
467 P
R LAz oY RS TrREg )

i3- $3Jbﬂ(ijl@ﬁybh ﬁphe(n}ll 143 - bhelamol plh g mekhyl - ﬁl’mne

m da -1 S r yi-a e .
BRI é@n@ﬁ%:mﬁﬁﬂﬁgﬁfﬁﬁs‘%ﬁza&nw et hyl)
(ﬁB}digo @Blen;ﬁ) @E}lwhfhaialaolmlelﬁnydthyl)-ainhfyd - g I1 henyl )

mao.—-msty - e . - r o- pheny
[biyrsS Qe ey e SO Ry o LA ey -
(34{%@1&@0134 fﬂm@hﬁ) meapyt phénll - arhihe
%_g Srglﬁggrgl phen};l) rE‘f}—lhl)rlmdazo?Tylmethyl) -amine
(3,4-dibromo-phenyl)-(1H-imidazol-4-ylmethyl)-amine
(3-chloro-4-fluoro-phenyl)-(1H-imidazol-4-ylmethyl)-amine
(4-bromo-3-chloro-phenyl)-(1H-imidazol-4-ylmethyl)-amine or
(3-chloro-4-trifluoromethoxy-phenyl)-(1H-imidazol-4-ylmethyl)-amine.

Further preferred are compounds of formula I, wherein R' is lower alkyl and
R” is optionally substituted heteroaryl, for example the following compounds

(4,6-dichloro-pyrimidin-2-yl)-ethyl-(1H-imidazol-4-ylmethyl)-amine
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(3, 5-difluoro-phenyl) -ethyl- (1
H i m dazol - 4-yl net hyl ) -am ne

W@ 2608l005D- 3- f | uor o- phenyl ) - et hyl - (1Hi m dazol PEF/EPIBT/060666

yl)-amne (3-chloro-5-fluoro- ggenyl) -ethyl- (1
H i m dazol - 4- ylnethyl) -am ne

—F?ﬂ a?g ﬁ)rg?ﬁln%%lhazo? 4D>fhlethgrﬂ) -isopropyl-amine or

étIByleNPbrmtd&zcﬁlrélmlme{l}n;l'h)e(‘@ftr)ﬂuoebmythyl Ofridin-2-yl)-amine.
H i m dazol - 4-yl net hyl ) -am ne
(4-chl oro- 3- net hoxy- phenyl ) -et hyl - (1H i m dazol - 4-yl net

4- bronD- - oro-p eny

r spptionsHyrsabsituted Sbmrgk Esprciafly prqﬁ@r@rfmmdbuy gphveraye )

?Ul!lnds(&hé’t’éﬂnrﬂzqﬁgﬁtllmﬁﬂy Llﬂﬁﬁhﬁé@ aryR mrrl?%ampﬂegthe followin
Preferrad compounds of fornula | afe those, wherein R

F@nHVHFEgen Especi al |y preferred fromthis group are

Foasestpizal e prgsr Ry DorpbHaks Stmeyd e 2V

(ﬁclﬁbf@berz5})f(l3mrcﬁoqimﬁyl Y1 dibkiddYodazrhethylylamghélyl ) - am

elrlefwrmr%r@ g Rher )y amidaze - Am ey 262185 #1 uor o
b@ﬁ?l’lw thloRS- 1) (1H-imidazol-4-ylmethyl)-amine.
(3- brono- 4-fl uor o- phenyl ) - (3H i m dazol - 4-yl met hyl ) - ami

ne [3- (3-chloro-phenoxy) -phenyl] -

3H |

E4 fl u'f' r%eépfsﬁ esysomsés?l%ﬁ gre th%sg»ﬁfhenrlaazo CRH ovaally] pd R is
opmomdy §@stibrtedrmyberexhinple (3H i mi dazol - 4-yl et hyl )

- i 25

(Bpomph@yrayelopomoimethyl Chhiniuol (BHmat dazpinepry| e

Eiwl!ll))r@ 887) ((13§|'clo?§(q%¥e@l!lyl)4(y([g LRIV VE -ylmethyl)-amine.

I sop opy
5-di fl uoro- phenyl)-(1Hi m dazol - 4-yl net hyl ) - am ne

S g’mA’"rl;gé B{eQé}R '(:91%%8%1135 Sf tormdh | T Aaes! ph%fr}{llc@ﬁ{iwlly)acceptable salts
(B xhipropayedi by medirasls shewy i) thieki Faricaample, by gronessdsydeyordad below,

hyl) - am thﬁr embodl ent ??thf mentlon are chEouPds (%r fopslula 1, wherein

((”g?dﬂ}qoces%co 15¢%- phenyl ) - (1H i mi dazol - 4- yI net hyl ) - ani
ne or (3-chloro-4-trifluoronethoxy-phenyl) - (1

H i nidagasiting ap hpnénewfifprmulgi ne. Further preferred are
compounds of fornula I, wherein R is lower alkyl and
R2 is optionally substrtuted ppteroaryl for exanple
the foll owi ng conpounds 35 |

(4, 6-di chl oro-pyri mdi n-2- y%TNHeqhyl (1

H i m dazol - 4- ylnethyl) -am ne WD 2008/ 046757

PCT/ EP2007/8 g? -11

WG Breofdogyf © ‘ﬁn91WI) (3Hi m dazol -4-yl met hyl ) -i sopro
pyl -am ne or ethyl- (1 Himdazol-4-ylnmethyl) -
(6-trifluoronethyl-pyridin-2-yk) -am ne.

A

HN
0]

N

R I

to a compound of formula



A further enbodi ment of the invention are conpounds or
formula 1, wherein 5 R is optionally substituted
w@kisauers7 Especially preferred fromthis gr ouUpPCHER2007/060666
conpounds, wherein R2 is optiopally substituted aryl,
for exanple the follow ng coh%%hnds:
(2-chl oro-benzyl) - (3-ch|oro-EmenyI) - (1
H i m dazol - 4-yl net hyl ) -amne R(3-chl oro-benzyl) -
(3-chloro-phenyl) - (1 Hi ﬁézol-4-ylnethyl) -am ne
10 A NH
(4-chl oro-benzyl) - (3-chl oro- heg¥4)-(1kkinidazol-4-y|m
ethyl)-amne or benzyl- g o- phenyl) - (1
H i m dazol -4-yl nethyl) -am ne.!further preferred
conpounds are those, wherein R I s ICRH cyl oal kyl and
R2 is optionally substituted aryl, for exanple 15
- chl or g2 pheny] )y« cycl opra net hyl - (3Hi m dazol - 4-yl m
bR R A A Y AORE R By
(1-cycl opropylethyl) - (3Him dazol-4-yl nethyl)
- ani be.reakhieg presgntind offoomatls of fornula | and their
pharmaceutically acceptable salts can be prepared by
nmet hods known in the art, for exanple, by processes
descri bed bel ow, 20 which Rrogess conprises a)
reacti ng an am ne of forHU|§§: RRINH Il with a
/

compound of forrmula R4 HN BR3 111 25 to a
conmpound of forrmula WO 2008/ Q46757 PCT/ EP2007/ 060666
-12 R4 N~NH R3 NR2 R““\H

2
R 1
with a compound of formula R"-CHO
to a compound of formula
4
NA
%[NH
RNR
|
R I-2

wherein R" is lower alkyl, -(CH,),.1-aryl or -(CH,),1-heteroaryl, which are optionally
substituted by lower alkoxy, lower alkyl substituted by halogen or halogen, or is
-(CRy)n-1- cycloalkyl, optionally substituted by hydroxy, or is -(CR;)n-1-OH,
-(CHgy)n-1-heterocyclyl, -(CH,)n-1-NH-S(0),CH3, -(CR;)q-10-lower alkyl and the other

definitions are as described above, or

¢) reacting a compound of formula



RI1 wherein RR2, R3, and R4 are as defined above, or

b) reacting a conpound of formula R4 NNH R3I NH 12
WR2008046757 Wi t h a conmpound of formula R'-CHO t OPEI/EP2007/060666

conmpound of forrmula R4 N N Cug R3 NO1- R 12 R 1-2

wherein R' is |lower al kyl, -( )" _i-aryl or

-(CH2) " i -heteroaryl, mhlch are tional
substituted by |ower al koxy, =¥€$'alkyl substituted

by hal ogen or hal ogen, or is CR2)" - cycloalkyl,
optionally substituted by hy , or is -(CR2)"_1-OH,
-(CH2)" _i-heterocyclyl, -(CH2)"l_ 1 NH- S( O 2CHB3i

-(CR2)"_i Ol ower al kyl and g3 fier definitions are

as descri bed above, or c) reactlgg a conmpound of
formul a WO 2008/ 046757 PCT/ EP200R 060666 -13 R4 N NH
RSNH 12 R1-1 wth

with

Ao

0™ vy

to a compound of formula

I-3
wherein the substituents are as defined above, or

d) removing a protecting group of compounds of formulas

4

R R
N=A N=
%KNH %[N—PG
R*” “N-R' R*N-R’
F|<2PG F|<2
VI or X

to a compound of formula



10

15

V to a conmpound of formula R&A NNH R35 R I1-3
wherein the substituents are as defined above, or d)
WO 200804197 a prot ecti ng group of conpounds of fPRCTEPRS7/060666
RA R&A NN NNHNNPGR3 N—Ri RBNR 212 R PG WV
or Rx to a conmpound of for ‘% R4 NNH R3I NR 12
FReRid QAR R Sl dEfellaERR00 5 00066 ' - 14 wherel n
stl uents are ned above or if desired,
converting the cpnpounds obtalned into
phar itdegredi caiveyingdbegtinaibdends abtathedduiot phanmsedutisally Blaeeptable
formula | may be prepared in accordance
&ﬁ?ﬁgyﬂgﬁsg%cess variants as 5 described above and
with the follomnl%@schenes 1 - 4 The starting
e eerhpdwndsroé fait Irmay:bmp@neéllm yecavdincalyith theprecess variants as
it
aldgba a}%vg REMYith Ehé Qﬁo&[}g’wféﬁ s'1 APF[‘EF F{ Etn é&ﬁal{gﬁéﬂts Erge either

prepare N aCcCordance w OdS we
eornmepditllyaaraillable, are otherwise known in the chemical literature, or may be

prepared in accordance with methods well known in the art.

Method 1
Scheme 1
R* R*
R HN NaCNBH R" HN
| //\)<N znCl, | //<\N
L NH + o) N 2 N =
R T R |
3
! R I or NaBH(OAc), R’
AcOH

Compounds of formula I may be prepared by reductive amination using an amine of

formula II and a corresponding imidazole-4-carbaldehyde/ketone of formula III.

Method 2
Scheme 2



Scheme 1 10 RA RA R HNNaCNBH3 R HN % R2,- | + O

, NzZnd 2 R2,-N N1 Il RIIl or NaBH(QAc)3 R3 AcCH
w@eopowiTds of fornula | may be prepared by redPCI/ER®07/060666
am nation using an amine of g%rnula Il and a
correspondi ng i i dazol e- 4- car bal dehyde/ ket one of
formula I'll. 15 Method 2 Schene 2 WO 2008/ 046757
PCT/ EP2007/ 060666 15 RAR‘R4 HN --x [IN NaBH H N
IR’ZlNI—|z+ON4RNI-,JrN -1 R3 R 3 IIIR4R HN%
NaGNBHB HNz- 3N ZnCl 2| 3N R2. NNgBH. R - -CHOzz,NW
IVRR 12 R3 or Na NY3 R3 ACOH or ™R4 H
NaBH(OAC)é Y HN N HyHN 4 # CF3000H R2,-- N\ Z~ ~R ve
-3 y )

R
NaCNBH !
H HN7Z\\ el R HN7<
H <N ' ZnCl,
- + R"-CHO 2N N
-1 v —_— -2
R’ R

or NaBH(OAc),
AcOH

l\)

or R
4
R NaBH(OAC), Y HN7\<
HN7\< CF,COOH D N AN
H N + —_— R
N = OMe -3

Compounds of formula I-1 may be prepared by reductive amination followed by N-

derivatisation to obtain compounds of formulas I-2 or I-3.

R" is lower alkyl, -(CHj,)n-1-aryl or -(CH;)n-1-heteroaryl, which are optionally substituted
5 by lower alkoxy, lower alkyl substituted by halogen or halogen, or is

-(CRy)n-1- cycloalkyl, optionally substituted by hydroxy, or is -(CR;)n-1-OH,

-(CHgy)n-1-heterocyclyl, -(CH,)n-1-NH-S(0),CH3, -(CR;)q-10-lower alkyl and the other

definitions are as described above.

10 Method 3
Scheme 3
1 R4 1 R4
R HN R HN
TR G
PG. — R*”
R Vi R’ |

Compounds of formula I may be prepared from protected compounds of formula VI by
15 removal of the protecting group. The protecting groups are known groups described in

the literature.
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RVR331-1 R Conpounds of fornmula I-1 may be
prepared by reductive am nation followed by N

walerBwai7ssat i on to obtai n conpounds of fornmul aBCIWER2007/060666

1-3. R is lower alkyl, (CH2)" i-aryl or

-(CH2)" _i-heteroaryl, whi ch ar% optionally substituted

E/Iﬁﬁ H)vver al koxy, |ower alkyl substituted by hal ogen
gen, or is -(CR2)" i- cycl oal kyI opti onal |y

substituted by hydroxy, or $cheme@R2)" i

-(CH2)" _i-heterocyclyl, (CH2)" i-NH-S(O)ZCH3|

-(CR2)" _10-1ower alkyl and the other definitions are

as descri bed abO\p@ 10 _Met hoddgtischeme 3 RAGR4A R H N

%R HNPG'NN -Y N .gRifatiRg VI RBRCo ds of

RéFm,a | nmay be prep df—rom—proi—!cte%ﬁg@\gzds of

formula Wi by ke val of the protecti grotp. The

prot e€ting groups are kpown groups described in “he

literature. WO 2008/ 046757 PCT/ EP2007/ 060666 - 16

Met hod 4 Schenme 4 PG 4 reductive PG R4 + N am nation

RL NN R1 NH2 1~ HN~~ 11-2 OHC VIIIT VII_PG R4
PGAA R YRNj(ORNR R/ + HNL/N R2~rﬁ’9\N R’
Y R N A
|
R + HN\/K/N — > \/k/
X il
R hydrogenation or PG\ R
\ nucleophilic 1
i RN ONTR bstitui N
optional step: I N substituion | N
RZ/N\/I\/ —_— Rz'/N\/g/
X-1 X-2
R PG\N/%RA R HNWRA
[ N deprotect | N
RZ/N\/g/ - > RZ/N\/g/
X

The processes described in scheme 4 are preferred for compounds, wherein R® is
substituted or unsubstituted pyridine-4-yl, pyridine-2-yl, pyrimidin-4-yl or pyrimidine-
2-yl. The corresponding heteroaryl compounds of formula I-4 may then be prepared by
reaction of halogen substituted compounds of formula IX (Y = F preferred for pyridinyl;
Y = Cl or Br preferred for pyrimidinyl) with protected aminomethylimidazoles of
formula VIII to afford protected compounds of formula X followed by deprotection to
afford compounds of formula I-4. Optionally the substituent R* in compound X (if R* is
for instance a bromo- or chlorosubstituted pyridine or pyrimidine) can be transformed
into a different substituent R> (for instance an unsubstituted or alkoxysubstituted
pyridine or pyrimidine) before deprotection by a suitable reaction such as hydrogenation
or nucleophilic substitution (replacement of the bromo- or chlorosubstituent in R by

hydrogen or alkoxy).
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IX X-1 VIl PG 4 hydrogenation or PGA R4 R ~NR
nucl eophilic RL N optional step: | substituion | IN

WER2008108087 R2- ~N\ ~\\/  X-1 X-2 PG R 4 R4 1 J VvPET/BP2007/060666

N~j (N deprotect R' H~ N~ ~~N R2i N~/ 300 R2~-N\/ ~/
X 1-4 5 The processes described in scheme 4 are

RE ’clfteltlralela fo o %rrrlpgltlhe Sy V\,hehel n R2 is substituted or
yridi ne-2-yl,

pyri m di n-4-yl pyri m d| ne- 2-yl. The correspondl ng
hetseladianynd @Gﬁﬁ@ﬂﬁl@ﬁ@f dlfe qoprpavings andiingesynediagqs dgecribed herein can

Bé @ﬂ?&fe%dlf QYSlreHe@piﬂ ﬂlt%le E@a%@ﬂ &%Qﬁﬁteﬁi&ﬁﬁo@e@lﬂ?@éﬂ&g s, for
of f preferred

grane, té?té’fnr @ar%capn, ﬁ%%ﬁtlﬁw 50?%1 Hflm‘%%t%%ﬁa%ly thm?ayer
aifioroidir-iptyl idaaodresrahatb@rabhy, Pibpardivellow or Afghressure liquid

t ed
%é F‘é‘%‘@g%ﬁ Cﬁo@?gcorrg)ﬁ?agpg gélgﬁg%aho&gcfl%]es SB?CII&ﬁ ﬁuitrailons of suitable
@@ara@nalahgl isohtios pvsteidtites nan BR2hadhbycefpocado Me(firépar@idns and

E)&E’ﬂﬂl&j‘[ §‘Bel%wbglgwgver 5tpgp%%@5\%§éﬂ?§%pa¥aﬁgﬁ%{ F?%Htl%hrf)?oc%ﬁures

S%Bé’tqftcgélﬁt% afsprbeupest Raprinig meistuges of ﬁbwﬂs:pmmveds erformula I can be

pk axamuist dHiMt p@Leyri di ne or pyrimdine) before
deprot ection by a suitable reaction such as

bygradgemabiedy of En@ila NUC! eophi lic substitution

relace nt of t or chl orosubstituent jn R2

( phydr ]@%?pna]?o %Bgfgrm% B O gy be converted to a
E’&Tésﬁ@&ﬁﬁg h88Q88i6on sall The 20h @k dion isaRebmplishEd BRtreQmeaf with at
t?he Co Qunds | sol atlgn and purlfl ation of t{ﬁ?}m

éﬁﬁéﬁﬂ ORI QU BT FRITO piRE AT houtch at Bidso

By dreBbiosic atifl, ARGkt aed, Myricdyd, %Hb%pﬂéh@ a&ﬁ&ﬁﬂ @Eé 16¢¢, &d organic
purification prgcedure suc or. exanp

foifls S5k pdeetie it RIPPIGRIC 3¢ g sdliciasi PHHVICéé‘Iduﬁ%?hC acid, malic

818, GREbLAR AN ccinkY deid, AYdic &g TRAAL 8Ga aRRYric ac1d citric acid,

hlckla er chromaor h reparatiye.|l ow o
‘tpwrgﬁlcpﬁc SRPAMIG Fish aghcyaacp meehanesulfomc acid, ethanesulfonlc acid, p-

toluenesulfonic acid, sahcyhc acid and the like. Typically, the free base is dissolved in an

inert organic solvent such as diethyl ether, ethyl acetate, chloroform, ethanol or methanol
and the like, and the acid added in a similar solvent. The temperature is maintained
between 0 °C and 50 °C. The resulting salt precipitates spontaneously or may be brought
out of solution with a less polar solvent.

The acid addition salts of the basic compounds of formula I may be converted
to the corresponding free bases by treatment with at least a stoichiometric equivalent of a
suitable base such as sodium or potassium hydroxide, potassium carbonate, sodium

bicarbonate, ammonia, and the like.

The compounds of formula I and their pharmaceutically usable
addition salts possess valuable pharmacological properties. Specifically, it has
been found that the compounds of the present invention have a good affinity to

the trace amine associated receptors (TAARs), especially TAARI.

The compounds were investigated in accordance with the test given hereinafter.
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chromat ogr aphy or a conbi nati on of these procedures.
Specific illustrations of suitable separation and

w0 s@Batd76n procedures can be had by reference POI/EP®07/060666

preparations and exanples herﬁ}n bel ow. However,

ot her equival ent separation or isolation procedures
could, of course, also be used. Racem c m xtures of
chiral compounds of fornula | can be 10 separated
using chiral HPLC. Salts of conpounds of fornula I The

conmpounds of fornul ar.e d may be converted
to a corresponding%&gfddﬁﬁﬂfﬁ4gﬁ’§alt The conversi on
is acconplished by treatment with at Ieast a

ogopllﬁte g g igch as
- 1) 1 s ! s aj ¢ ci d,
nitric acid, phosphorlc acid and the |ike, and organic

s such as acetic aci r,ORi oni,c aci olic

Bt B2 cBitsREn BE RS fionfler e Rufedtadiied of Rlmgf rat and
aiusk TANRAI Wire amlifled framgicaomid IONAf agsemtiblty @cdesbribed by
LRkt - dbe dboEl T ROR: & SStrg (S Bikfostics) vas
atelaa/na*lsuls ﬁqﬁV[lNéIgléth ,pumﬁed BCRQiﬂ@&LHtQ‘x?‘lﬁle Qlo&ﬁdi d}to pCRé 1-TOPO

icylic acid a . Typica the free
Fon ey B Tad SvinsEe igrBinions obihs e GEReBIUR products
dertsaptiopédiake t}ﬁtmeESrﬂ:@EtJ@dt@r, (BEhClonedchy Palo altbpodlfolia), and

net hanol and the like, gr % e aci d, added Ia,ﬁ
STRESSIOP VEEfPartre SereneeaiErdbeiPEe TPEOdRGtionAR qelines.
between 0 C and 50 C. The resultlng salt precipitates

neo or y. _be brou out of sol uti.on w
BERISEC %%@!T&Q&t GRRL. 7§>hvaéerse g a%smtai‘maﬂ?sgrﬂa?d Irlﬂéemann et
5116162005)2 oopoendserefiorf of dﬂ—ﬂlﬁtrﬁndﬁ&’ed&%ﬂ GORVIEEK 298 celOwhb transfected
orrespondi ng free bases by.tre nt._wth at

géltle @8?%‘?"8%%%1911 el SrangRinghe gFAAs% FRURS EFayeREs
(Sdé@&b%a aboet) wnhqup@@&taﬁﬁietmbyﬁfvﬁmg@ﬁ) ada@icalsg,smttﬁb instructions of
%Wrbon te, sodlun1b|carbon agnoqla and t he |ka

SR gY P O eadign HoA Y t%ﬁ%ﬁﬁl&ét«@? Wpfemented

usahl.g /nﬁQ?éﬂ@QSﬁghﬁﬂBﬁe@istfﬁNﬁ@ﬁ&ﬁﬁsAﬂ& daiie period of about 10d
pharnacolo i cal pr %§ﬁ8£ pecifically, it has gﬁg
FlOuFdVE RSP a@@@ee@@ﬁ% tegipd o SePPBYTIESS tRVEKE MBI
@orﬁp@lﬂqc@fpﬁlwﬂaﬁéd fkdn Sidhea) Wil e RAMIEBRHER Ehafrdimmunoassay (EIA)
receptors@& AQ%@@ especi ally TAARL. The g npounds
WD (APt gatdi@wing éISPdﬂéﬁtédéUﬁP £ PrRse ‘ér§tpr%1‘i13‘”éinby the

Hﬁhﬁfa@ﬁlfréreMonW@oﬁﬁlQ%ﬂ Qﬂ@sﬁﬁcﬁ@ﬁlﬁ?&pﬁs}é@@@@ﬁ@or a cdBire period of
Mat eri al s and Met hods Construction of TAA

é%B?%%@FBﬁmﬂﬁﬁéﬁﬁégS%mﬁq@F5@W9w§ransfected ceII lines
For the construction of expression plasm ds the coding

sequences of human, rat. and
Membrane preparation and radioligand binding

Cells at confluence were rinsed with ice-cold phosphate buffered saline without Ca** and
Mg** containing 10 mM EDTA and pelleted by centrifugation at 1000 rpm for 5 min at 4
°C. The pellet was then washed twice with ice-cold phosphate buffered saline and cell
pellet was frozen immediately by immersion in liquid nitrogen and stored until use at -80
°C. Cell pellet was then suspended in 20 ml HEPES-NaOH (20 mM), pH 7.4 containing
10 mM EDTA, and homogenized with a Polytron (PT 3000, Kinematica) at 10,000 rpm
for 10 s. The homogenate was centrifuged at 48,000xg for 30 min at 4 °C and the pellet
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wab@siaxqgand Hi gh Fidelity PCR System (Roche

nmouse TAAR 1 were anplified from genom c DNA

essentially as described by Lindemann et al. [ 14].
PCT/EP2007/060666
Di agnostics) was 10 used with 5 mM My2+ and purified

PCR products were cloned into pCR2.1-TOPO cl oni ng
it ; ho i :
#Eﬁ%%éd 1% psr-fggngfgor}a%@ é§H|7n4S<%ornltleﬁ%14n% @Eﬁor%MgB%A (buffer

cturer. subcl one
p),REShead gerictdwitl BDoGitmntat ¢ B,00Pgino fod 10c, Titahemogamate)was then

nd .. expr.essi ector o en verifi : [
R R PR LET U L C B HEBEG AL RERD Fibuiter s
GRLhdrbdZnized vethcauP ¢lyired aes@itrpal foy 1&s. Rtesor idmeehtration was

i.ndema t . 05) .. ,Far- .t he .gepneration of stably
BT Py e mthog bE PRk RELo KT IFREE Shb LRl B
virtHiifugbdapISREBRE 63 1@xpines di°Gnrophspendedsin CHIRESHNA@H (DenM), pH

AAR codi equences cribed above it

O SR A B TR g O SR B gty foutter B at 200
hosibgerdzadorigh oPolytrbe anthflaphufoel) sand 24 hrs post
transfection the culture nmedi umwas suppl enented 20

with 1 mg/m G418 (Sigma, Buchs, Switzerland). After a
Bindiny ®sqyevdspdrfofmabaulf °Clil adinatidoms ofve hd, drgloliali edjncubation

d. tested fop i to t i
AR A 0 L RO R LA
Bhidtizadine kraz yisgel dt aruna@agatyn ¢dzlalo thSysit@me( Anklkafip0 nM to give
foll i th - | at4 I A d i d ..
A o0 R AP B ESTE Bi LS e
Hinslpigayleich &mésabdeg a%ﬁ%@inlﬁﬂély a(k)) cL80t% bét}mtEtbiaDHindfngZHoﬁfspecific
or a 3 Se S | es.
RERRRRS R RGL RS bt L R R s et esd gt 2
tr@i;d?idluﬁg cbeuilw irethe ipmcﬁe@ktevdf tllge d;@e%lﬁrtﬂégumhbéalph &gend (10uM).
u er.ed,.sal,l ne t U + an + C a

Dl B Btk Bl B O S of pdTsb P aroRe T BAG P The
fi@zﬂ d&nﬂ‘ﬂh&lsﬁl{pﬁéxiﬁ&oﬁﬁé?trﬂ?r% i;htthwafsa}t hm%aﬁidd Giddﬁtl}lﬂott effect
with. ice:-c sphate buffered saline and c .
i ign S e e B R ARG Bt e T Gt 7 ingybapions were
fﬂrﬁqﬁrﬁﬁ@ih Ib)aﬂagidSﬂil&agﬁ_q tlﬂgiégthﬁE ilaié—s%%ateﬁ.(ngleirﬂ Irlimluhﬁi?t

s then suspepde - . , 7.
e g e AP A e SRS 2 el aylRiifie 0,506,
Hed ydin o Flffim 3006 Celitev@iter CRgckaid 1h&r @B trqQuimpdnyf.ofheklbes and
ﬁ{tﬁlgi%re}%%lo gﬁgw%hﬁet\ll\rﬁ%l V?!g[{] E %fagglggf 8&1@%919&9)%9 F{lt%gs v%e(:)re not dried
E@Fr) :é%l?ﬁlcg%:lﬁ l?izﬁ%z@ﬁdo (45 ﬂ%&lﬁBﬁ@?ﬁ@@@umﬁ%ﬁ%rﬁnﬁng%%&d bound

X -, , C al Nl ng. 0, .
FASHARCELY S CO&H%&&E‘S@H%@H%YPHEEF fr%a}tg}@rlsﬁ Capintep (pshsard

IRuhht LOmpany)ne honogenate was then centrifuged at
48, 000xg for 30 mn at 4 C and the pellet resuspended
in 20 M buffer A, and honogeni zed with a Pol ytron at

10,0 r fgr 10 s. ,Protein. concentr.ation was. 5 . .
dor of W REErisy oRPoRBAn TR Gt RrRrIE PHRE R B B TAR)RI e range
booroe®Ral.el washotvihhem the table below.

Example Ki (uM) Example | Ki(uM) | Example | Ki (uM) | Example | Ki (pM)
mouse mouse mouse mouse

1 0.0061 67 0.0067 170 0.0025 251 0.009

2 0.0081 70 0.0082 175 0.0036 275 0.001




centrifuged at 48,000xg for 10 mn at 4 C

i n HEPES-NaOH (20 mV),

resuspended

pH 7.0 including My 2 (10 MV
W@r@s@xs2 g protein per mM and (2 m\V) (bufferP®)/ER1007/060666
200 honogeni zed with a Polytr

o

at 10,000 rpmfor 10

s. 10 Bindi ng assay was perfor at 4 Cin a final

voture—of —1—m—and—wth—an—trReubat+on—t+rerof—30

m A. The0:10829 ol|i gaidd 0.0055 179 0.0026 277 0.006

[3H] -rlac-2-(1, 2, 3, 4-t et rahydr 0- 1- napht hyl )-2

| mgdazol hgyas usgd at gmogpncentdat i og pggdial toot e ¢ o4

cal culjated Kd val ue off 60 nMtlo give| a bound at

around 0.1 9% off the total _added TadrotTgand

coﬁcentrgt()pi% and’a spdi0fic| bl&di ngOkAPEh| 281 0.004

represent ed anrrnxi matlely 70 4 80 % of the total

bi pdi ng ordom sfeci7gi ¢ |19 dosndi ngiseas | defoosed| assuhe| 0.002

anmount

[3 , 3, 4-tetrahydro- apht

n‘wdaz ?Qgg%oundsl n th é)a()&%g sence “of Hé %\pr op?lBi7ate 0.007

u“' abel | ' m* l'igand (10M) Conpeti ng | i gands were

t est ed |ﬁOQ39N| de r8dnge ®f00¢2Nc ent8%at | oﬁ@OQ&O pM88 30 0.002

M. The final [di net hy! sul phoxi de concentration in the

asgay vagegde andiet 4 doped Al r8%0Pd 1 02N | 0,001

bi ndi ng. Each experi nment was per orm=d I'n duplicate

AHH—incubationswere 20termnated U) ttratton

t Mbugh OF0FT | tler 165 pl aR-8% (Pack®r d équumant”z 0.007

Conpany) and gllass fillter GF/C pre- <oaked for at

| egst 2 .ooms pal y@(‘)ﬁh)" emigoune | 0. 8% | angogssi N M6 0.004

Filterjmate 96 Cel|l Harlvester (Packard Instrumnt

Conpany), fju ters re n 3

Civbs it PAOE m|"alTyuqt 867 c gl st { ePOBIS i T (ys | 0.001

were not dried and -sogaked intUtime go!d (/1« ol we I’

Pazkar|d 100&Xr urrent1onparpp4 and Wsund 25042ad oeﬁ@tzi V| t ¥.003

was count ed by |a TopCcunt Mcroplate|Scintillation

ter ar|d CoMpRNy prefgrred

corpounds’ sﬁ HLP al ue ?pl\/p |n rmusg-BQ%S TAARL i n 0.001

therange C.GGGg -—00t—asshownrin—thetablte

belw. EQé)ﬁfa‘le Ki 1IM) |Ex&Pff e |Ki 202V | ER&RPA e| Ki30dPN) 0.001

Exanplle Ki (PM| nbuse npuse fouse use 1 0061 b7

0. 067 16@0@3 0025,251 [0.00091 2 0,081 7od. 008230575 0,002

0. 0036 275 0.0Q01 WO 2008/ 0467%7 PCT/ EP2007/ 060666 120

4-0.0029 /5 Q055 179 0. 0026277 _0.006_6 0]0018 7

0. 4011 1@90%)1 00981279 (006944 7 0?Woa6 PP0Y. 0530883 0.002

0. 0051 281 0. 004 9 00013 7810.00521186 0. 0089 284

0.302 0.0045 128 0.0023 207 0.002 307 0.002
32 0.0012 130 0.0039 208 0.003 308 0.001
33 0.0028 133 0.0077 225 0.001 309 0.003
51 0.0009 139 0.0039 226 0.001 312 0.001
52 0.004 141 0.0015 228 0.002 324 0.002
53 0.0015 142 0.0079 237 0.004 325 0.002
57 0.0014 149 0.0082 242 0.001 327 0.002
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10 0.0045 81 0.0036 188 0.0024 287 0.007 18 0.0039 82
0.0012 189 0.0068 288 0.002 19 0.0077 101 0.003 190

wO2080467201 0. 001 20 0.0059 102 0.006 192 0. ORAT/EBR07/060666

.007 21 0.0078 109 0.0041 192 0.008 296 0.004 23
.0012 110 0.0067 194 0.0048 297 0. 001 24 0.001 113

NnNN24 105 N NOA2 202 N NNOQR C 114 O OOQOAA ’7"\n

. JUZT LJIJI VU, UUFZL IV U, UUU \J U UU Yo L1 UT UUSL 4Y

.B028 303004 001 136 0. OU®44115 D44009 2040. 041304 0.001
.001 | 27 0.0023 123 0.0021 204 0.00% 305 0.002 28

&

TN TV O

9031 13508 00441206 (0,0095,306 87002 0. 00483128 ooy
. 0023 207 Q2 307 Q. 002 32 0.0012 130 0. 0039 208

N4 oo

003308 0. 00133 0.0028 133 0. 0077 225 0. 001 309
.003 51 0.0009 139 0.0039 226 0.001 312 0.001 52
0. 004 141 0.0015 228 0.002 324 0.002 53 0.0015 142
dhooropogrsef fomubpkas! the phamyacgutgpinacaptablegdgmf sagcompounds
Qf Q%uﬁlzﬁcalq pP gged\%)nm%ﬁ@7§ 1Eq:1-é 1%?1%%%91@19&@@1&1 gljeparatlons.
014 155 0.0094 244 31 0.001 62 0.
Ibqpbarwvgltsz:ahprep@@tlorg@an @e @é@mﬂtﬁr@d osHonads ﬂéﬁ‘ form of tablets,
E@a&éﬁ-’ﬂa@le{s, a1 eetsg}fﬁlrggﬁﬂ E[ﬁ?gélﬁﬂ&%h% le@c&ﬁmo%l?le@mﬁﬁbﬁsc'o&fuspen—

t he compound forml a can be used
st daradmanisteatign dap, hidyeveroplse be eféﬁ%ﬂdrfﬁ@élii}t e@aln the form of
&%%E&Eés,%enterlﬁf e@ﬁ{ {E@?&% bERlecREERAALAONS can be
ni stered oral In the'formof tablets, 5
coated tablets, dr agees hard and soft gel ati ne
caps liPegompeyngsioh s ulhi fagi b socsssed g rigpesyéicallyigert,
%’P%e@l‘l@&r (ﬁ’tgérﬁ@ ceﬁﬁ@vs fg'tot‘P{@Y)%ducﬁb§ 8f Pearflat &G{c8dreparations. Lactose,
rec . g. t he form of positories,
pRIDSHEEF al qleyﬂvatéveg thqr?pft Wi, sterin 9<§f siojite alfs@nd dleq lilteicande used,
M?%X&ﬁﬁi@oééQQ& QJrrlgzt‘é’ FOUthBlets, GARAASHIRL QAEESREh Y4 gelatine capsules.
har maceut i cal %/ inert, inorganic or or gam C car riers
Ewabﬂqw@rrmré fuceitaslagne gimaylgaereder eamne epeatabls oits waxes, fats,
LGt Q88 and iuiQdlyoid ﬁ{dctﬁe Ake. %kﬂcﬁh# ¥Fehd ﬁ‘ﬁﬁl%Q;f thd &tiCe
stearic acids or its salts and ke can be use
sWistaagang FaTiers e venrsiBy eqpged tfa‘ﬂille stss of sefagalafine capsules.

S@RILRE Suridls RUGRS pﬁ)'aqc{@{ & QRlRLS Bfd Q}@Qﬁsue{rg,sfor example, water,

polyols, glycerol, vegetable oil and the like. Suitable carriers for suppositories are, for

COQOO0OOCOPOO

example, natural or hardened oils, waxes, fats, semi-liquid or liquid polyols and the like.

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

other therapeutically valuable substances.

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

administration form together with one or more therapeutically inert carriers.
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Suitable carriers for soft gelatine capsules are, for
exanpl e, vegetable oils, waxes, fats, sem-solid and

wo e@paiogb7ppl yol s and the |ike. Dependi ng on thePCEEP2087/060666

of the active substance no caéfiers are however

usual ly required in the case of” soft gelatine

¢ aps?hg ﬁ‘fostz]fr f%ytjea %P(iigatl%gg [ i eﬁ{:grdfal%e vtvilalet}f%r qgsléﬁ{ iin%}lt%fn are those,
sol ut 'ons and syrups are, for exanpl e, Wt er,
pbichohdpdgdiyadeslof theagetralbicevaissystama, fohexalmikethe treatment or

R PR o Bl s RUABEE b gl AR ERG discase
liquid polyols and the |ike. The pharmaceutica

pr ep&hatongscapanyy wishiaovide |imets andil, pf esese avatede adjusted to
’?h%l iﬁﬁb{(dhgletreauirelﬁérﬁp inl datf E)§rt'cwﬁ¥' HESQangg BLS of gral adminjstration the
emil sitiers, sweeteners, "colorants, flavorants, salts
flovage o pilulgs cap@atyfeoroshott G0 lpmgss abait 100G iemsy dayastki aogipound

r td OX] e S nt ai bl |

PRI R L IR s Al E 0 RE 3BTyl acsegtable sl
thendodi Tientpila dosgp owam dbe oflmirostanet as bingle dase or in divided doses and, in
F(Ecﬂ{lgi?ctﬁéjhéé?lh%t ca% ?s%pote Q!:eeedgfl/vheﬁ % 5 %un%bqg b@ indicated.

erapgeut | ﬁly | Hert*’carrier are atso an 0 ] ect of
the present invention, as is a process for their
producti on, whi chlabdetgiormehtioni(Mt Ggamwatiar) nore 25
conmpounds of fornula | and/or pharmaceutically

e - cid addition salt if desired, one
AEGC R0 téar therapeuticalliﬁgggggble substances into
a gal enical adm nistration foong t ogebheg wil0A nghe 0b00 mg
nore therapeutically inert carriers. WO 2008/ 046757

ECT/@Q%&%ZAQ@QQ@@wkUZZ The nost prefggred I ngligcat i ongyg

I n accordance with the present invention are those,

whi chadteselAndigdidius ¥1der s of iHe cent rl@ nervou¥ syst el
tor exanp|Rot he treatnent or o prevention of . 30
schi zophreni'a, depression, cognitive inpairnent and

Al zhMiereerystalliing €gdeloscThe dos3ye can vary wit W0 wi del50
%inib&_g&ﬂl SF&H&@f course, have to bg adjustgd to 5
he 1 ndi vi dua requi renents in each particul ar case.

I n tHhetatase of oral adminisi¢4ation theé dosabt for 831
adults can vary from about 0.01 ng to about 1000 ny
REMuBM B Bolpound of general fornmula I or of the
EﬁTTé§§6ﬁ§Tﬁ§_ﬁﬁﬁUnt of a pharmaceutically acceptable
salt thereof. The daily dosage may be adm nistered as
§i ngMex geyge 1.oh 3iand diapd gsan vpge withawaified wateaddi ti on, t he
SpPPehr {hllgharft@Md 456¢, b€ exceeded when this is found to
be indi cated. 10 Tabl et Formul ation (Wt G anul ation)
Bt enPasn dreegipeesthmpyghstitalerihisg gguipd@nhy 500 nmgy 1.

£ompRundeRfs { R il By three %ﬁiulc&pcégpregs orF2&Ii0BR press.
Anhydrous DTG 125 105 30 150

Capsule Formulation

Item Ingredients mg/capsule

5mg 25 mg 100 mg 500 mg
1.  Compound of formula I 5 25 100 500
2. Hydrous Lactose 159 123 148 ---

3. Corn Starch 25 35 40 70



15 3. Sta-Rx 1500 6 6 6 30 4. Mcrocrystalline
Cellulose 30 30 30 150 5. Magnesium Stearate 1 1 1 1
waotalo46z67 167 167 831 Manufacturing ProcedurBCRBPI07/060666
Mx items 1, 2, 3 and 4 and gfigylate with purified
water. 2. Dry the granules at“b0C. 3. Pass the
granyégs through suitable n1 |ng eqqlpnent ﬁ) Add 75

ite and m x for three n1nu conpress on a

Sui t Mageesprme Sgcarat€Capsul e Formulatlon 25 Item 2 5
I ngr nts ng/ capsule 5 ny ngy 500 1
Conpgg%g of formula | 5 25 i@g 500 2BOFNdrous Lactosgpo

159 123 148 --- 3. Corn Starch 25 35 40 70 WO

LUK gPrPCIUEP2007/ 060666 -23 4. Talc 10 15 10 25
5. Nhgne3|un18tearate 1225 Total 200 200 300 600

nu 2 and 3 in a
e AT e s AL i L TR i
and Adlsdittms 43ndidrotesix @ 3 Mindtes. nt o a sui tabl e

aps I o7 PCT/ EP2007/ 060666 -24
EXpeF@ﬁ%%¥¥%EQQ% %?ﬁ fOMAng exanples illustrate the
i nvention but are not intended to limt its scope.
Exanple 1 5 Ethyl -
(3H i m dazol - 4-yl met hyl ) - phenyl -amne NH To a
solution of N-ethylaniline (0.145 g, 1.2 mol) in
1, 2-di chl oroethane (5 nl) were
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added nol ecul ar sieves (2g, size 0.4 nM and
4-fornylimdazole (0.3 g, 3.12 mmol ). After stirring

wo b@suersure for 5 mn at roomtenperature SodPCIEP2007/060666

triacetoxyborohydride (1.02 10 gg 4.8 mmol ) and acetic
acid (5 drops) were added. The eaction m xture was
stirred at roomtenperat re overn|ght For wor kup

ethyl acetate (50 nl) an ﬂh bi car bonat e

TH@ fgll'o X SBriples ﬂl’iﬁ%fr@tqug ﬁf%ﬁt‘ftgl b rdh X iHteB MBS limit its scope.
shaken. e organic layer was separated, dried over
magnesi um sul fate and evapéﬁ&@@& The reS|due was
purified wusing flash chr omat ogr aphy (col umm: Isol ute

Fl ash- NH2 (Separtis); eluent: ethyl 15
Bdwil-§3d/imiddzahdiylmeet 51)57)hemd amigkd a white solid (122

ny, %; M5 (ISP): 202.0 ((M+H) +.). Exanple 2
MetQylwe (3H i m dazol - 4-yl et hyl ) - phenyl -amne H N ~
JV PO The title conpound, M5 (ISP): 188.1 ((M+H)+*)

was fned in conparable yield analogous to the
procedure described for Exanple 1 using

N- ne aniline instead of N ethylaniline. Exanple 3
25 ( | oro-pyridin-4-yl) -ethyl-

LR bILHREP N AnibARRE YO, iﬁ{mﬁlﬂ%@ 290844 SFhane (5 ml) were

sddedhyolaerilaroie thipls; sizvi (ke bl) end 4sfuhﬁyirmxdami¢ 0.3 g, 3.12 mmol). After
%ﬁergﬁg E%% I%EQ&(SI% rf_gx)OS ﬁuﬁ' at %82%§%p?39at1&'}e sgglu?l{ trﬁ%&)ﬂqﬁ)@r&ﬁdrl‘ae (1.02
.3l amodlparld suetit and éS dipd) vstcmﬂthgd ik deac(i@n Bigprel@as3tirred at
DL AP PRl P LB T ReShA
hicxtbonate walsitios { 3¢ mbdvat adddmndehperietitreasfsbaked. The organic layer

%ﬁ%abﬁ\?«}%haggcﬁg\fe?ﬂg g[ﬁps UI%%lr]hgtle glqdhg(gﬁo &%ecf #6b ?e%dlutg%?guriﬁed

vm'ngﬂmhhi ohdornwtegrap’ag tegirum Isalutef &tash m ((Svmm)aeladat dgthg

R RSB S Rl RGO [ B GHAPEN g o2

y@HaW)0i | (0.785 g, 27%; MS (|sp)

Example 2
Methyl-(3H-imidazol-4-ylmethyl)-phenyl-amine

H

-0

The title compound, MS (ISP): 188.1 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 1 using N-methylaniline instead of N-
ethylaniline.

Example 3
(2-Chloro-pyridin-4-yl)-ethyl-(3H-imidazol-4-ylmethyl)-amine
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233.1 ((MtH) +' ). b) (2-Chloro-pyridin-4-yl) -ethyl-
(3Himdazol -4-ylnmethyl) -amne A m xture of

WG 2@8lyd7am nonet hyl -i mi dazol e-1 -sul foni ¢ aci d PCT/EP2007/060666

di met hyl am de (0.2 g, 0.86 1§%gpnl) and
2-chloro-4-fluoropyridine (0.12 g; 0.91 mmol) was
heateg_jn a seal ed vessel in a mcrowave oven for 30
mn AO0C. Then after cooling a solution of
hydrochloric acid in ethanol (5N, 1 m) was added and
the™ixture was stirred at 90C overnight. For workup
aquegys ammoni a sol uti on was added to basic pH and the
m xfure was extracted three tines with ethyl acetate.
The “e6bi ned organic |ayers were dried over magnesium
20 sul fate and evaporated. The residue was purified by

flash chromat ography (Si O2; ethyl acetate/ methanol =
8 2 Ethylanginemgthyl m&&wumc&@@mmw MB (1 SP):
%3% ?tuge{té\@' wld'tlon gﬁ?@"@%fﬁe‘}n methanol 140 ml) was added 4- for %}—

uor o- m dazol - 4-y ) - met hyl -a

ermdmlwl sz mcmdzi@mglfnml@e%q(m/l@mgrp )%dabemlxtzef was stirred
g@ngh{ 'sSd% ?d 1d¥§0(76| ) 18. gg‘ﬁnd'lt) dde\d’aagdqpé ﬁﬁ)ﬁﬁféz was
yle d§

In conpara anal ous to ETOCG ure
siersest dtheemftonpErap fas 31h. Yatagwas-asdedgnd thefsplygion arsis extacted
El-g'@_{ 1?@195 Qfth b XP&{%&L[@ 'Th% c@fﬁbm%d %%‘%EPA l?{/eﬁs were dried Qe err_llagnesmm

dazol - am ne

plfaterdnel qvapcbretedoﬂmmﬁdue WBs pursﬂw)d byAlysh chropiasagraphyy (w2
0

R e R ERTRREER ) PR R PR 07835 2700 Ms s
RBIvbf (Wt Ho- Xolylan1ne 10 i nst ead of N-ethylaniline.
Exanple 6 Ethyl -
(SFL|n1dazoI 4- ylnethyl) n}tolyl amne ~ NH The title
p) - etlpy] 636 NA athgl) eftming ned i n

ng&ﬁfrgm § eﬂiy?dnginomethyl imidazole-1-sulfonic acid dimethylamide (0.2 g, 0.86

mmol) and 2-chloro-4-fluoropyridine (0.12 g; 0.91 mmol) was heated in a sealed vessel in

a microwave oven for 30 min at 140°C. Then after cooling a solution of hydrochloric acid
in ethanol (5N, 1 ml) was added and the mixture was stirred at 90°C overnight. For
workup aqueous ammonia solution was added to basic pH and the mixture was extracted
three times with ethyl acetate. The combined organic layers were dried over magnesium
sulfate and evaporated. The residue was purified by flash chromatography (SiO,; ethyl
acetate/methanol = 8:2) to yield a white solid, (0.13 g, 64 %); MS (ISP): 239.0 (M+H) ™).

Example 4
(3-Fluoro-phenyl)-(3H-imidazol-4-ylmethyl)-methyl-amine

ZiE?
x NH
-~
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20

15 anal ogous to the procedure described for Exanple 1
using N-ethyl-mtolylamne instead of N-ethylaniline.

WE@RPIEST PCT/EP2007/060666

(3H- I m dazol - 4-yl met hyl ) -i sopr (?yl -phenyl -amne n NH
LN 20 The title conpound, MS ? SP): 216.2 ((MH) +*)

- ' ' | er+yi el I
09 PG R0 L Py AR Aol ok Ytd oo o
ileqpocedpyd deptréredifeaiangple i msing &8 nethyN3dtuorbaniihd inetead/ ) N-
%@%1@4@757 PCT/ EP2007/ 060666 -27 Exanple 8

111

oro- phenyl ) - (3H i m dazol - 4-yl net hyl ) - met hyl -am n
e NNH N \ C The title conmpound, Ms (ISP): 221.9
((MtH) +*) was obtained in arable yield 5 anal ogous
to the procedure descri bed%f%gglp?fxa%npl e 1 using 2-
(3HHIoni dzb eyl nhethpiptohethyl- @ molylearhinet ead of

N-ethyl aniline. Exanple 9

(3- ¢hlor o- phenyl ) - (3Hi mi dazol - 4-yl et hyl ) - met hyl - ami n
e N'cl 10 The title conpound, MS (ISP): 221.9
((MtH +*) was obtained in conparable yield anal ogous

to theNprocedure described for Exanple 1 using
3- (chLeggphenyl ) - et hyl - am ne i nstead of
N- et iline. Exanple 10
(4- Chhefo- phenyl ) - (3H1 m dazol -4-yl net hyl ) - net hyl -am n
®he J[\llﬁé compound, MS (ISP): 202.1 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 1 using N-methyl-o-tolylamine
instead of N-ethylaniline.

Example 6

Ethyl-(3H-imidazol-4-ylmethyl)-m-tolyl-amine
&E\
. NH
&

The title compound, MS (ISP): 216.2 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 1 using N-ethyl-m-tolylamine instead
of N-ethylaniline.

Example 7
(3H-Imidazol-4-ylmethyl)-isopropyl-phenyl-amine

NPLL

A

>

The title compound, MS (ISP): 216.2 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 1 using isoporopyl-phenyl-amine

instead of N-ethylaniline.
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NH N 15 C The title conpound, M5 (ISP): 221.9
((MtH) +*) was obtai ned in conparable yield anal ogous

W e008loes7pT ocedur e descri bed for Exanpl e 1 usi nBCHEP2007/060666

(chl orophenyl) -nethyl- am ne 'w_st ead of

N-et hyl anil i ne. Exanple 11 20

Cycl ohexyl - (3H i m dazol - 4- é%rrr%t E]exz/gg) - phenyl -am ne WD
2008/ 046757 PCT/ EP2007/ 060666 P-28- N==\ NH N The
{3-Chbro-eipoy g3 H Vi iddz&P) -yl 2&6yl)- nidtMiHmine was obt ai ned
in gonparabl e yield anal ogous to the procedure
desgriged for Exanpl e 1 using cycl ohexyl - phenyl - an ne
ins% of N-ethylaniline. 5 Exanple 12 2- [ (3H

I m dazol- 4-yl met hyl ) -phenyl- ami no] -ethanol NH /CH
N The title conpound, M5 (ISP): 218.0 ((M+H)+*) was
obt ai aed A°n conparabl e yield analogous to the

proc descri bed for Exanple 1 using

2- phenyl am no- et hanol 10 instead of N-ethylaniline.
Exafnt eordPound, MS (ISP): 221.9 ((M+H)"") was obtained in comparable yield

bl e Apeelugs e abedTer EEBpbtHa: NENpraby i) ethyl-
2htheQn{téMdN-e)hy@asiebt ai ned in conparable yield 15

anal ogous to the procedure descii bed for Exanple 1

usi ng (2- met hoxy- phenyl ) - métAyple 9
(3-Chloro-phenyl)-(3H-imidazol-4-ylmethyl)-methyl-amine

&E\
o NH
~

N

QL

The title compound, MS (ISP): 221.9 ((M+H) ") was obtained in comparable yield
analogous to the procedure described for Example 1 using 3-(chlorophenyl)-methyl-

amine instead of N-ethylaniline.
Example 10
(4-Chloro-phenyl)-(3H-imidazol-4-ylmethyl)-methyl-amine
N=—

.
o NH
@

N

Cl

The title compound, MS (ISP): 221.9 ((M+H) ") was obtained in comparable yield
analogous to the procedure described for Example 1 using 4-(chlorophenyl)-methyl-
amine instead of N-ethylaniline.

Example 11
Cyclohexyl-(3H-imidazol-4-ylmethyl)-phenyl-amine
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W@ 2008®3471§1 - 3H- i m dazol -

am ne instead of N-ethylaniline. Exanple 14
(3-Ch|oro-phenyl)-nethyl-

4-yl met hyl ) - am ne WO 20P8I/8BBFHT60666
PCT/ EP2007/ 060666 -29- NH Sc' ,Jhe title conmpound, N5
(1SP): 236.1 ((M+H) +*) was obt & ned in conpar abl e

yi gl.d anal ogous to the procedure described for
Ex@%E}g 1 using 3-(chlorophenyl)-nethyl- am ne instead
of et ani line and 4-fornyl-2-methylimdazol e

I nstlead 4 5 fornylimdazole. Exanple 15

( 3- ChiYor o= phenyl ) - et hyl -

(5-nmethyl -3H i m dazol -4-ylnmethyl)-amine NH N 6Cl The
pnpound, MS (ISP): 235.8 ((M+H) +*) was obt ai ned
in coparable yield 10 anal ogous to the procedure

RSaNé aﬁﬁ &ﬁfd @@b)e 236. @@@W@H&)(&Jy WARRERYohpRBIield

am ne |ns t hyl ani |l i ne and
anglegoy fr éler?évalprerﬁea@ﬂﬁﬁéon Fremple] gsingcyclohexyl-phenyl-amine
frﬁfewamgﬁfl%lﬁne Exanpl e 16 (3-Chl oro-phenyl) -
1H i m dazol -4-ylnmethyl) - (2-trifluoronethyl-benzyl)
-amine F\ NHTFF N | ¥xampled? The title conpound,
MRl Rldaz 00 B bR Lo PRiAAPY [0 comparabl e
anal og he procedure descri bed for
Ex ﬁﬁle 1 using (3-chloro-phenyl)-(3-

t r N Vfor onet hyl - benzyl ) - am ne i nstead of
N—ethylani#'ne. 20 Exanple 17 WO 2008/ 046757
PCT/ 60666

The title compound, MS (ISP): 218.0 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 1 using 2-phenylamino-ethanol
instead of N-ethylaniline.

Example 13
(3H-Imidazol-4-ylmethyl)-(2-methoxy-phenyl)-methyl-amine

N—

-
gENH

e
o

The title compound, MS (ISP): 218.0 ((M+H)") was obtained in comparable yield

analogous to the procedure described for Example 1 using (2-methoxy-phenyl)-methyl-

amine instead of N-ethylaniline.
Example 14
(3-Chloro-phenyl)-methyl-(2-methyl-3H-imidazol-4-ylmethyl)-amine
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-30 (3-Chloro-phenyl)- (1H i m dazol -4-yl net hyl) -
(3-nmet hoxy-benzyl)-amne NH NO C The title

w@orpowtd; MS (1SP): 327.9 ((M+tH) +.) was obt ai PETYEP2907/060666

conparabl e yield anal ogous to,the procedure described
for Exanple 1 using (3- chl or o- % enyl)-(3 5
nmet hoxy- benzyl )-am ne instead of N-ethylaniline.
e 18 (2-Chl oro-benzyl)- (3-chloro-phenyl)-
rdazol -4-ylnmethyl)-anmine NH C N Cl 10 The
title conpound, M5 (1SP): 332.0; 334.0 ((MrH)+.) was
obtai ned in conparable yield anal ogous to the
procedwge described for Exanple 1 using
o- benzyl)-(3-chl oro- phenyl)-am ne instead of
anel i ne. Exanple 19 15
(r?a ﬁlllé esfpbHan M9 161 ehd. p((Mpheh)yxbas-&b%édnn%ﬁqiarébiwﬂu
e - an
R}Eal?gogpfo t@ﬁogydu@%sgﬂie(i Mq_];)gan}pl%gma e{Flgl@ hﬁn)%1 methyl-
GRMRan&E] o N -2 1and Rl P AR rinl- 2 e tRY REAaL Y €indRs& bf ped
for Eple 1 using (3-chloro-benzyl)-(3-chl oro-

lgflene i nstead of N-ethylaniline. 20 Exanple 20
(4- Chloro benzyl) - (3 chIoEgmﬁﬁﬁqyl)

1H-i m dazol - 4-y| ne ?1 am ne WO 2008/ 046757
~Chlopo-phendsouthyl- (5-311et yl-3H-imidazol-4-ylmethyl)-amine

The title compound, MS (ISP): 235.8 ((M+H) ") was obtained in comparable yield
analogous to the procedure described for Example 1 using 3-(chlorophenyl)-methyl-
amine instead of N-ethylaniline and 4-formyl-5-methylimidazole instead of 4-
formylimidazole.

Example 16
(3-Chloro-phenyl)-(1H-imidazol-4-ylmethyl)-(2-trifluoromethyl-benzyl)-amine

l? F
. NH
F F

N

O

The title compound, MS (ISP): 366.0 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 1 using (3-chloro-phenyl)-(3-

trifluoromethyl-benzyl)-amine instead of N-ethylaniline.

Example 17



NHNC C The title conpound, M5 (I1SP): 332.0; 334.0
((MtH) +.) was obtained in conparable yield anal ogous

W e0o8loes7pT ocedur e descri bed for Exanpl e 1 usi nBCT/EP2007/060666
(4-chl oro-benzyl)-(3-chl oro- E&ﬁnyl)-anine i nstead of
N-ethylaniline. 5 Exanple 21 zyl -

P R i b T RRA -G BB o e ™

35 obtained in conparable yield 10 anal ogous to the
gkedure described for Exanple 1 using
benzyl - ( 3- chI or o- phenyl )- am ne i nstead of

N- et “ne. Exanple 22 (3-Brono-benzyl)-
(1B m ol -4-yl met hyl ) -phenyl-amne n NH Br N 15
Thi tl e conpound, M5 (ISP): 341.9; 343.9 ((MH)+.)
was>~¥obt ai ned i n conparable yield analogous to the

? gg{.}ggdes Mg) @g%)f 3#7 %@Eﬁ%? )ﬁxg:%l Z)Iz?ggla?d in comparable yield
ﬁ%ﬁﬁg’&)}ﬁk gﬂtﬂe:}ﬂﬁcedﬁi@dl @&rﬁbea?por E)&n@]‘{z Ousing hﬁ%b}o phenyl)-(3-

| M aaz -4+ .met h r -am ne
%W%ﬁ?ﬁ)-w@ﬁee&% f&é@%@xﬁaﬂq%z NH G The title
compound, MS (1SP): 250.1 ((MrH) +.) was obtained in
conparable yield Example 18

(2-Chloro-benzyl)-(3-chloro-phenyl)-(1H-imidazol-4-ylmethyl)-amine
&‘ENH
Cl
N/\©
The title compound, MS (ISP): 332.0; 334.0 ((M+H)") was obtained in comparable yield

analogous to the procedure described for Example 1 using (2-chloro-benzyl)-(3-chloro-

phenyl)-amine instead of N-ethylaniline.

Example 19
(3-Chloro-benzyl)-(3-chloro-phenyl)-(1H-imidazol-4-ylmethyl)-amine

N

o

The title compound, MS (ISP): 331.9; 334.0 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 1 using (3-chloro-benzyl)-(3-chloro-

phenyl)-amine instead of N-ethylaniline.

Example 20
(4-Chloro-benzyl)-(3-chloro-phenyl)-(1H-imidazol-4-ylmethyl)-amine
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anal ogous to the procedure described for Exanple 1
usi ng (3-chl oro-phenyl)-isopropyl- am ne instead of

wok@Bloyd7ani | i ne. 5 Exanple 24 (3, 5-Di chl or o- ph€nyP3007/060666

(3H—inidazol-4-y|nethyl)-isoprgpy -amne N-\ NH

N111, C C The title conpoun M5 (I SP): 283.9;

.9 ((MtH) +.) was obtained in conparable yield

Qakogous to the procedure described for Exanple 1

usyng (3, 5-dichloro-phenyl) 10 isopropyl-an ne instead
S aniline. Exanple 25

(SFLI ol - 4-yl met hyl ) -i sopr opyl -

(Smii ho-y-phenyl)-anine N HNJI, 15 The title

g Npezund, (ISP)' 246.1 ((MtH) +.) was obtained in

0 rabl e yield al ogous to the ocedur e escrlbed

BQP %%p@}/@l 5 ﬂaP é%%@ 0’»6910 ( IgHﬁQ{Q &yﬁl@obtame in comparable yield

Qﬂﬂﬁ ukt@me%o¢eaaﬁﬁﬁgcrﬂfed%ﬁmm;ﬁ@1 Lking (4- Emafmb@nz%ﬁ (3-chloro-

| met hyl ) -isopropyl-mtolyl-am ne WO

H I m dazo
E]@@B/ O%BfPS?nWﬁ/O@%e@Ylﬂe 0666 -33- NH N111, "'6 The
title conmpound, MS (ISP): 230.0 ((M+H)+*) was obtai ned
in conparable yield analogous to the procedure
described for Exanple 1 usF¥y"Ne2dopropyl - mtol yl anine

BRshRes l‘ﬂt)r(Npﬁ‘EM aM-irh{Bzol- PRI 1R adiine

(3H1m dazol -4-yl et hyl ) -i sopf opyl -
(%T;?lfluoronethyl phenyl)-amine NH N ~
. NH

b@

The title compound, MS (ISP): 298.1 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 1 using benzyl-(3-chloro-phenyl)-
amine instead of N-ethylaniline.

Example 22
(3-Bromo-benzyl)-(1H-imidazol-4-ylmethyl)-phenyl-amine

&? AN : P
2 NH

Br
(5
The title compound, MS (ISP): 341.9; 343.9 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 1 using (3-bromo-benzyl)-phenyl-
amine instead of N-ethylaniline.

Example 23
(3-Chloro-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine
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FF\<6 F The title conmpound, M5 (ISP): 284.0
((MtH) +*) was obtai ned in conparable yield anal ogous

W e0o8loes7pT ocedur e descri bed for Exanpl e 1 usi nBCT/EP2007/060666

N-isopropyl-3 10 (trifluoromethyl) aniline instead of
N-et hyl aniline. Exanple 28 (4-Chloro-phenyl)-

(3HiLm dazol -4-yl met hyl ) -i sopropyl-amne NH ~l N °

Cl 45 {Jhe title conpound, M5 (ISP): 250.1 ((M+H)+) was
obt afyhed, i n conparable yield anal ogous to the

procedy descri bed for Exanple 1 using

(4-chl oro- phenyl ) -i sopropyl - am ne instead of

N- et niline. Exanple 29

(3H azol - 4-yl met hyl ) -i sopr opyl -

( 4-9ret hoxy- phenyl ) - ami ne WO 2008/ 046757

PRI i EP2D0FS OG0 B6B(ISR)3450. NHM+H) " Owashubtdingd i@ coomoubhdyield

_ . . ,
SR SR atab T h bl AR TRA L 088 | SBBREPRAR Bsopropy-
Exarphgedd afSNethylsdpreopyl - ( 4- net hoxy- phenyl) - am ne

i nstead of N-ethylaniline. Eg nl;xl%lrzgl e 30

(1H 1 m dazol - 4-yl et hyl ) - di pane]ﬁy -amine NH The title
(HsAachiolo- plenlyl) SBH-in2id8zol- 4( I Metyt: s oprapyblrhaiened i n
conparabl e yield 10 anal ogous to the procedure

desg¢riped for Exanple 1 using diphenyl -anine instead

of &Eet hyl ani i ne.

N

2,

The title compound, MS (ISP): 283.9; 285.9 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 1 using (3,5-dichloro-phenyl)-

isopropyl-amine instead of N-ethylaniline.

Example 25
(3H-Imidazol-4-ylmethyl)-isopropyl-(3-methoxy-phenyl)-amine
—\
X -NH
5

7

The title compound, MS (ISP): 246.1 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 1 using isopropyl-(3-methoxy-

phenyl)-amine instead of N-ethylaniline.

Example 26
(3H-Imidazol-4-ylmethyl)-isopropyl-m-tolyl-amine
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Exanple 31 (4-Chloro-3-trifluoronethyl-phenyl) -
(3Himdazol -4-yl et hyl )-isopropyl-amine CNH NJI, F

wWO-2008C46735 a) (4-Chl oro-3-trifluoronethyl - phenpC¥/EP2007/060666

-i sopropyl -am ne 5- Ami no-2-ch robenzotrlfluoride

(O 587 g, 3.0 mml) was di ssol ed i n nmet hanol (30
_Ipen acetone (1.58 m, 30 mmpl) and zinc chloride

(1 é%zjg 12 mmol) were added and the reaction

m xt s cooled with an ice bath. After adding

sodi anobor ohydride (0.566 g, 9.0 mmol) the

¢ was allowed to stir at 40C overnight. 20 After

the reaction m xture was poured onto ammoni um

chl or ice and extracted with ethyl acetate (2

ti 50 mM). The organic |ayer was dried over

TRYALS tdiﬁpoﬁiﬂ Mas @SR d3@y ape+ Y *eﬂwasﬂmalﬁ&smtwﬁqule yield

ng?g‘gol(}lggoi A}@éfﬁ@aga : ogagna g}/éFlB%m LSOI\)/I\prl -m-tolylamine

Bﬁﬂh@e&N&&HMbnﬁﬁ@tate = 95:5) to yield a light yellow
oil (0.530g, 74 %9 that was directly used for the

next step; MS (El): 222.1 Exameedy+ ): 237.1 (M'). b)
(341- G @fzer- &ylrﬁéthl/ll)'%pﬁrsﬁﬂxk tRNgemetkydtpheRyglazmhe 4-yl m
ethyl -1 sopropyl -am ne
(4- Ch'_ko 3- trlfluoronethyl phenyl) - (3H i m dazol - 4-yl m
et hyl propyl-amne, M5 (ISP): 318.1 ((MtH) +.) was
obtain d |n conpar abl e yi el d anal ogous to the
procedur% escri bed for Exanple 1 using
<3-trifluoronethyl-phenyl) -isopropyl-am ne
N-ethylaniline. Exanple 32 10
, 8 i or o- phenyl ) - (3Hi m dazol - 4-yl et hyl ) -i soprop

yl-amFne NH Nt" C C The title conpound, M (ISP):
Zﬁétlﬂe Edvsdmd, MSnaspebsao nad+Hn' )Cxﬂiwabéﬁn)ﬁoﬁipirable yield

toth bed f nple 1
6%2} g@%g %)S ﬂlegﬁrgﬁﬁaf%?e%@e{gwg?grdﬁxsa%ﬂle ?usmg Ii\T 1sopropyle3—

(trifluoromethyl)aniline instead of N-ethylaniline.

Example 28
(4-Chloro-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine
=\
2 NH

A

Cl

The title compound, MS (ISP): 250.1 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 1 using (4-chloro-phenyl)-isopropyl-
amine instead of N-ethylaniline.

Example 29
(3H-Imidazol-4-ylmethyl)-isopropyl-(4-methoxy-phenyl)-amine
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I sopropyl -am ne instead of N-ethylaniline. 15 Exanple
33 (3-Chloro-4-trifluoronethoxy-phenyl)-

wQ 3id8iomi7dnzol - 4-yl met hyl ) -i sopropyl -am ne  NH EIT/EP20B7/860666

/O F a)
(3-Ch|oro-4-trif|uoronethoxy-bﬁ%hyl)-isopropyl-anine
20

(3- r&mp-4-trifluoronethoxy-phenyl)-isopropyl-anine
was o égﬂgd in conparable vyield anal ogous to the
proceay, escribed for Exanple 31 step a) using
3-chlorg-4- trifluoronmethoxy-phenyl am ne instead of
5-am 2- chl orobenzotrifluoride and was used

di rect in the next step. 25 b)
(3-Chlogo-4-trifluoronethoxy-phenyl)-(3Him dazol -4-yl
met hyl)-i sopropyl - ami ne WO 2008/ 046757

PR (iEP2AFH R0 6E65(1SP)3 845 he M+ H)) &) wargbedinel inMon{patB)e yield

334.2 H) + S obtained in c arable yie

S GOy o0 e Boutisn SR LB o BaRNp s methoy-
Py -{rdme hhsbdad-of N-Ethilabdihemet hoxy -

phenyl ) -i sopropyl -am ne instead of N-ethylaniline. 5
Exanpl e 34 (3H 1 m dazol -4-yl nmethyl)-isopropyl -

(3-nmet hoxy-5-trifluoronet hgkappienyl )-amine N~ NH F

F a

(%‘é%‘h?Pl-"é*ﬂ%Pﬁ%@P@ﬁb’]ri“flm?or onet hyl - phenyl ) - am ne
I pﬂopyl-(3-nethoxy-5-trif|uoronethyl-phenyl)-anine
wa t gkned in conparable 10 yield anal ogous to the
pro edescri bed for Exanple 31 step a) using

3- metfroXxy<5 (trifluoromethyl) -aniline instead of

5- am _Qo- 2- chl or obenzotrifluoride and was used

dir y in the next step. b)
(3H dazol - 4-yl net hyl ) -i sopropyl - (3- net hoxy-5-triflu

PLONRL E‘é’&ﬁé’&h‘?{‘}(@ (@Pji; D80.1 (M+H)") was obtained in comparable yield

analogous to the procedure described for Example 1 using diphenyl-amine instead of N-

ethylaniline.
Example 31
(4-Chloro-3-trifluoromethyl-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine

2 NH

A

F

F
Foc

a) (4-Chloro-3-trifluoromethyl-phenyl)-isopropyl-amine

5-Amino-2-chlorobenzotrifluoride (0.587 g, 3.0 mmol) was dissolved in methanol (30
ml). Then acetone (1.58 ml, 30 mmol) and zinc chloride (1.635 g, 12 mmol) were added
and the reaction mixture was cooled with an ice bath. After adding sodium
cyanoborohydride (0.566 g, 9.0 mmol) the mixture was allowed to stir at 40°C overnight.
After cooling, the reaction mixture was poured onto ammonium chloride/ice and
extracted with ethyl acetate (2 times 50 ml). The organic layer was dried over magnesium

sulfate and evaporated. The residue was purified using flash chromatography (SiO;
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15 The title conmpound, M5 (ISP): 314.1 ((MtH) +*) was
obt ai ned in conparable yield analogous to the

w@e@spdrse descri bed for Exanple 1 using PCT/EP2007/060666

i sopropyl - (3- nmet hoxy- 5- trlflugionethyl-phenyl)-anine
i nstead of N-ethylaniline anpl e 35

yl
%lgerg]t-%tg eg(%}ﬁn ac%l%{zeol . g)ptlg |’¥Eetl(llla 1§ht gellow oil '{P_]S?\?g 7% é]) that was
Tinectlyiusédefor dhepoaxnetep; NES (EISFQZZ 12(6M CHe X M7+ (MRS
obtai ned in conparable yield anal ogous to the
procedure described for Exanple 1 using
B} (ethbro3heifiybjomabyrdpylly - (25 -iarilave]- Hn&heﬁzhdl)dﬁopropvl amine

g}% %&[M? %ntlr{ IugFeﬁ a&ﬁ\éﬁpeﬁe(WEB%]él}ng%@; 1§of)rggytflea?ndme, MS
BESF): BH?&(D(D(?M@BDBB@aS ol8dinkk Hrmin@pﬁﬁale @ykdl ampko(gpyd to the procedure

a Inet am ne
S R A e A S RN
nm&ndnﬁhﬁabﬁanyneld 5 analogous to the procedure
descri bed for Exanple 1 USEQ%RNﬁggclopropyl-aniIine
instead of N-ethylaniline B e 37
(B4-Chttoo - phaigt) GKY inpideryt4) yimethyl)-isopropyl-amine
(3H n1dazo| 4-yl met hyl )-isopropyl-amne NH Nt, C
/O 10 Q}Isopropyl 3-chl or o- 4- net hoxy-aniline (0.20 g,

1.0 I) was dissolved in nethanol (10 m). Then
4-f or N1 dazole (0.288 g, 3.0 mmmol ) and zinc
chloride (0.545 g, 4.0 mmol) were added and the

r eact m xture was cooled with an ice bath. After

addbnig¥ sodi um cyanobor ohydri de (0.189 g, 3.0 mol)
the mxture was allowed to stir at 40C overnight.

?ﬁégﬂ? ﬁﬁcﬁh&gﬁ I\ff’efhlﬁ(s:ﬂs)e ag4.b oM I ULR OMRSn QP BFh AR yield
analogous to the procedure described for Example 1 using (3,4-dichloro-phenyl)-

isopropyl-amine instead of N-ethylaniline.

Example 33
(3-Chloro-4-trifluoromethoxy-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine

2 NH

PN

a) (3-Chloro-4-trifluoromethoxy-phenyl)-isopropyl-amine

(3-Chloro-4-trifluoromethoxy-phenyl)-isopropyl-amine was obtained in comparable
yield analogous to the procedure described for Example 31 step a) using 3-chloro-4-
trifluoromethoxy-phenylamine instead of 5-amino-2-chlorobenzotrifluoride and was

used directly in the next step.

b) (3-Chloro-4-trifluoromethoxy-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine
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15 and extracted with ethyl acetate (3 tinmes 20 ml).
The organic |layer was dried over nagnesiumsulfate

w@raseveEpDr at ed. The residue was purified usi nBCT/ERN7/060666

chr omat ogr aphy (col um: Isolugg Fl ash- NH2 (Separtis);
el uent: ethyl acetate/nethanol 95 5) to yield a

gﬁé %lesgciﬂélg%&%l?%gggis_ﬁ?%%ﬁwm L 8gb gln(e?hln;_%omf)arable yield

apdhegopk to ‘dm'moc]edumd:e{saﬁbeﬂi fot ExaNh-pléJH ub\ing 63-‘Mﬂoro 4-trifluoromethoxy-

R Soby il Rl o R0RBaa0, e i compardibl &

yi el d analogous to t he procedure descri bed for
Exanpl e 37 using (R)-2- pheE% gg propan- 1-o0
i nstead of N-isopropyl - or 6 nmet hoxy-aniline. 5

Bl ¢éaz8B4{yBhethyh -ifo pt Sy - (Bmhethaol-5-4rifflioreifeyliyl-phenyl)-amine
- phep I- am no] -propan-1-of NH/OHA NIl 6 The title

u M5 (ISP): 231.9 ((MtH) +*) was obtained in
coggiiable yield anal ogous to the procedure described
for e 37 using (S)-2-phenyl am no-propan- 10 1-o0
|nsteao of N-isopropyl- 3-chloro-4-nethoxy-aniline.

--.501-4 yl met hyl ) - (1- met hoxynet hyl - propyl ) - phen
yl~amine HN 15 The title conpound, M5 (ISP): 260.0

(Y Vo) (3RS tHORY @ltﬁﬂqo}&n&%%eﬁ%%nﬁhsl d anal ogous
to the rocedure descri bed for Ie 37 usin

[seprapyhokcinetayto- Hrfbmrpethrzslh@bﬁyllwaaﬂnﬁé Wahebiingd g comparable
?‘eld%ﬁfo%@ﬁ@ fo tRe ﬁHJCQ&Lﬁe AedTEBbOPIY FRRbIenS - ste%oa) @a(ﬁrqghﬁet‘ﬂloxyﬁ—

'uoro-_ethyl) (3Him dazol -4-y Cy
tplﬂégsqmet}gy{r) -dniling instead of 5-amino-2- chlorobenzotrlﬂuorl e and was used

directly in the next step.

b) (3H-Imidazol-4-ylmethyl)-isopropyl-(3-methoxy-5-trifluoromethyl-phenyl)-amine
The title compound, MS (ISP): 314.1 ((M+H)") was obtained in comparable yield

analogous to the procedure described for Example 1 using isopropyl-(3-methoxy-5-

trifluoromethyl-phenyl)-amine instead of N-ethylaniline.

Example 35
(3-Chloro-phenyl)-isopropyl-(2-methyl-3H-imidazol-4-ylmethyl)-amine

.
A

Q.

The title compound, MS (ISP): 264.1 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 1 using 3-(chlorophenyl)-isopropyl-
amine instead of N-ethylaniline and 4-formyl-2-methylimidazole instead of 4-

formylimidazole.
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NH N ~F F WO 2008/ 046757 PCT/ EP2007/ 060666 -39 The
title conmpound, MS (ISP): 237.9 ((MtH)+*) was obt ai ned

WO poosouqiaT abl e yi el d anal ogous to the proceduP€I/EP2007/060666

descri bed for Exanple 37 usi ng,.,

(2, 2-di f | uor oet hyl ) - phenyl - am he instead of

N-i sopropyl - 3-chl oro- 4- meEhoxlgl %EI line. 5 Exanple 42
Bi phenyl - 4-yl -

Csdlopropsth B3 - midakolet-pinhthylyppegyalriaen ne N~ H The
tit[e conmpound, M5 (I1SP): 292.1 ((M+H) +*) was obtai ned

in tonparable yield analogous to the procedure
descC for Exanple 37 using biphenyl-4-yl 10
i sop m ne i nstead of N-isopropyl -

3-chl of 0- 4- met hoxy-aniline. Exanple 43

(1H-1 azol -4-ylnmethyl)- (2-nmethoxy- ethyl) -phenyl -
amn O 15 The title conmpound, Ms (I1SP): 232.2
((MH) was obtained in conparable yield anal ogous

TRe tihecdhpeady M?S (CISB)C uzuped(MQH)mengb@alﬁe?d faSdofparable yleld
(2- met hox ethyl m ne instead of Nl-lso ro;i
gna(l’q)ﬁ%llséo 1€ REPE5E cgﬁqrfbie[:][ or (]“: L uging Hgcyclopropyl-aniline instead

bANHbF Mmiphan- 2- yI met hyl - (1H-| m dazol - 4-yl nmet hyl ) - phen
yl-amine HO OOJ a) [131
Di oxol an- 2-yl net hyl - phenyl 3 Exaple 30 2008/ 046757

cord (6. 5" Tl e EpRer T R BN

\NH

AN

Cl

/O

N-Isopropyl-3-chloro-4-methoxy-aniline (0.20 g, 1.0 mmol) was dissolved in methanol
(10 ml). Then 4-formylimidazole (0.288 g, 3.0 mmol) and zinc chloride (0.545 g, 4.0
mmol) were added and the reaction mixture was cooled with an ice bath. After adding
sodium cyanoborohydride (0.189 g, 3.0 mmol) the mixture was allowed to stir at 40°C
overnight. After cooling, the reaction mixture was poured onto ammoniumchloride/ice
and extracted with ethyl acetate (3 times 20 ml). The organic layer was dried over
magnesium sulfate and evaporated. The residue was purified using flash chromatography
(column; Isolute” Flash-NH, (Separtis); eluent: ethyl acetate/methanol = 95:5) to yield a
white solid (136 mg, 49%); MS (ISP): 280.0 (M+H) ™).

Example 38
(R)-2-[(3H-Imidazol-4-ylmethyl)-phenyl-amino]-propan-1-ol

Y
N NH/(OH

N

>
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(0.041 g, 0.21 mmol ) and nol ecul ar sieves (1.5g, size
0.4 nm powdered) in dichloronmethane (12 m) was

warisnedst or 5 mn. Then 2-(am nonet hyl) -1, 3- dPORBPBNT060666

(0.211g, 2.05 nmol) was added agd oxygen was bubbl ed
through the m xture for 5 min. The vessel was cl osed

o t For
2Eﬁ9ﬁ9 deiv[‘sisgﬁﬁn)l ?&1 éﬁ(‘iﬁﬁi@pﬁ s ?{lg%ldr ong}%riﬁﬁ‘@ymld
smxilogdusm (H&Q)mde):luwedeecrdd’dédr Emah;ﬂdﬂw miing (R)e2-phas/lamino-propan-

ed dried over
2& Hggmﬂn1sug?§i§w' g%%gvgﬁgég‘épgn @ reS|due was
purlfled usi ng fl ash chronatography (Si 2; eluent:
hept ane/ et hyl acetate = E%T% %9y|eld a light yell ow
oi | (105 my, 14%; M5 (El) €910 (). b)
[S); 23] (BHekwidarol 2~ yihieeiyhy phdnyHamid @l gzropardt1ydl met hyl ) - phen
yl -ami ne The title conpound, M5 (ISP): 260.1 ((M+H)+.)
wa \o galned in conparable yield anal ogous to the
pro €"described for Exanple 37 using [ 1, 3]
di ox -2-yl met hyl - 15 phenyl -am ne i nstead of

N-iso ropyl 3-chl oro- 4- met hoxy-ani | i ne. Exanpl e 45
(1H azol - 4-yl net hyl ) - phenyl -
(tet dro furan- 2- ylnethyl) anine H O 20 The title

ound, M (I Sﬁ? 258. g& H) + was obt ai ned in
EB e spineoynde MP (13RAP LS (1 f@th@asmb&«e@%méoa%&hlméd

fu@zﬂo @'ﬁp{h% pRdcedaltd @i Ybr l@)ga%{ﬂl@ﬁw Qzﬁﬁ’g {9raphedylamino-propan-
yl)-am ne instead of N-isopropyl

%%rﬂw@oﬁNﬂ@@mw Hehlergrd-methopraiine 46 WO

2008/ 046757 PCT/ EP2007/ 060666 - 41 (3- Chl or o- phenyl ) -
(1H i m dazol -4-yl met hyl ) - (2-nmet hoxy-ethyl) -amne /
\ NNNN N H The title conpolirnplk®0(| sp): 266. 2

) | | ogous
edagék%%‘é?%é@?ﬁ%%&? b0 e arine
TmoroTphenyI) (2- 5 nethoxy ethyl) -am ne instead
? opyl - 3-chl oro-4-net hoxy-aniline. Exanple 47
3H—In1dazo|-4-y|nethyl)-phenyl-anino ]
-ethy thanesulfonanide

The title compound, MS (ISP): 260.0 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 37 using (1-methoxymethyl-propyl)-
phenyl-amine instead of N-isopropyl-3-chloro-4-methoxy-aniline.

Example 41
(2,2-Difluoro-ethyl)-(3H-imidazol-4-ylmethyl)-phenyl-amine
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wWar@Bogoes to the procedure described for

CNHH N / \\ OO10 The title compound, M (I SP)
295.1 ((M+H) +*) was obtained in conparable yield

using N-(2-anilinoethyl)- nethgysulfonan1de i nst ead of
N-et hyl ani | i ne. Exanple 48 15

‘rﬁe {?H% XA@&&AW%@ 337\’ 5 g‘i{ﬂ»‘?ﬁ *2|) i o%ﬂug&fglg cgﬁﬁ‘éa%bl%éad

@meﬁiﬁgorus w&e@réc(eﬂl&fd) diéSc)nmeléoletampieﬁV using Ghprdifhiokeethyl)-phenyl-

%2? edlflstgaégoﬁg PP ?rl BhEIRLS Olqt %H{OEV desgri bed for

usin |so ropy Sro-ani line instead
of N—|sopropyl 3- chloro 4- et hoxy-ani l i ne and
2-butyl -4- fornyl-lnldazole 20 |n35ead of
4-fornyl i m dazol e. Exanpl eFH"Ple

Bijitteh il 4lplz GH-finidapalt HylnjetipHpBypropyl-amine
(tetraghydro-pyran-4-yl)-amnm ne WO 2008/ 046757

PCT/ E 2 7/060666 -42- N The title conpound, M
(1SP): .9 ((M+H) +.) was obtained in conparable
yield ogous to the procedure described for

Exanpl e usi ng phenyl - (tetrahydro-pyran-4- yl)-am ne
instead of N-ethylaniline. 5 Exanple 50 tert-Butyl -
(3-chl oro- phenyl ) - (3Him dazol -4-yl nethyl) -amne N~
NHH N~ Cl The title conmpound, Ms (ISP): 263.09;

H)+.) was obtained in conparable yield

The title compound, MS (ISP): 292.1 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 37 using biphenyl-4-yl-

isopropylamine instead of N-isopropyl-3-chloro-4-methoxy-aniline.

Example 43
(1H-Imidazol-4-ylmethyl)-(2-methoxy-ethyl)-phenyl-amine

The title compound, MS (ISP): 232.2 ((M+H)") was obtained in comparable yield

analogous to the procedure described for Example 37 using (2-methoxyethyl)-phenyl-

amine instead of N-isopropyl-3-chloro-4-methoxy-aniline.

Example 44
[1,3]Dioxolan-2-ylmethyl-(1H-imidazol-4-ylmethyl)-phenyl-amine

O

a) [1,3]Dioxolan-2-ylmethyl-phenyl-amine

ExanpCBER2007/060666
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anal ogous to the procedure described for Exanple 1
using tert-butyl-(3-chloro-phenyl)- 10 am ne instead

wo@RooB&t7RYy | ani | i ne. Exanple 51 PCT/EP2007/060666

(3-Chl oro-phenyl ) -cycl opr opyl Yy hyl -
(3H—| m dazol -4-ylmethyl)-amne™" NH N C a)

LRGPP PLE BT BB TFS M AT 0 TR

ag @11d, 61l onmel) hadenc(la@laﬂs)evwdﬂ S, a&ﬂ:dle@nmpe&&dﬁrad) in

n .
alcﬁ oggrPété'lgll’}]ee @ar‘ﬁ% Ft Grl\/%]d fa (nam?Then Z_I_E)amlnon}e)thyl %,?—edrloxolane
S(I 21r1|g; 065 trimeolrivag adc‘edfand oSygafn rnwaa bubldedrttrenglethatmixeire for 5 min.
dum tri;acet oxyparohydr 318
TRELER ot {5 BN R ol et gt T Eon BB s
adexttel (@ mBsndtliM scﬁiﬂuratburadmnateewpﬂroat(aﬁ enl pwereraddéd and:’(hle mixture

u d| chI oronet hane and 1M sodi
BBl BB AT R0 el haed afRm e e and
mazpbmt@i th rshtale evas piﬁhﬁedmgmg]ﬂashlchyﬁnatmmpls)e@a@@tehﬂnt:

geep ?rbe/éltﬁmge ’% ?(? H(g]t I1encga fg Q’El EJ;d;Sat e Oﬁé!’]ﬁls (EI): 179.1

(Mépt ane/ et hyI acetate = 9:1) to vyi eI d a coI ourl ess
liquid (1.09 g, 60%; M (El): 181.1 (M*). WD

2008/ 046757 PCT/ EP2007/ 060666 -43 b)

b BHGH D¢l ph2qyith¢thglydIEb phidpydl aeyl ety Bphdnyl -dazad - 4- yl m

ALY bl N PSPPI AR bl G i

aMbgn@@ mt}teq)rbctedumdzz@edmdéoﬁlé;&mplbeﬂusﬁ@g [ 1B digpbln2-ylmethyl-

c op | met hyl - am ne
PReD At nee HT T SN SRR i
(3- ChI or o- phenyl )- (1-cycl opropyl et hyl)-
(3Hi m dazol - 4-yl net hyl ) - api ne QI%—IN Cl 10 a)
(3-chl oro-phenyl)-(1-cycl OB‘IF hyl)-am ne To a

Winfid@2oPi-yBnahl 0 pdanyll (it eahlydrfurgn-2 Yarhih
iﬂg di chloor oet hazlg P?Zgyng ) vvgrfe artddeﬁ%ﬁqﬂgguﬁl ar )

sieves (49, size 0.4 nM and cycl opropyl nethyl ketone
(0.84 g{_mm’ml). After stirring the mxture for 5

@\ﬂ enperat ure sodi um

O

The title compound, MS (ISP): 258.1 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 37 using phenyl-(tetrahydro-furan-2-
ylmethyl)-amine instead of N-isopropyl-3-chloro-4-methoxy-aniline.

Example 46



10

15

20

triacetoxyborohydride (3.18 g, 15 mmol) and acetic
acid (0.6 g, 10 nmol) were added. 15 The reaction

woroosE@sMas stirred at roomtenperature over nPQIEP20BT060666

wor kup di chl or onet hane (100 u%? and 1M sodi um
bi car bonate solution (40 m) re added and the

en h a arated
bl S R o G PRV o UG PR AR
reS|due was purlfled u3|ng fl ash chronatography
¢hept ane/ yl acetate = 9:1) to yield a col ourless
| e d .0B3 g, 4.599; M5 (ISP): 196.3 (MtH)+). 20 b)
(égt roﬂphenyl) (1-cycl opropyl et hyl ) - (3Hi m dazol -
ylI'met hyl' ) am ne The title conpound, MS (ISP): 276.0;
277.9 ((MFH) +.) was obtained in conparable yield
anal ogous to the procedure described for Exanple 1
TITBé tidle (@nphilrak, d4PISPY L§6.2 LM €Mg T opasarbydiatdipl ongatabde yield
? (%g%%%}%h&kl_ St g¥ A;eﬂl L orzhsxarEnXp;llg?} Ssir?g (3-chloro-phenyl)-(2-

riztkaxm edﬁfibhmfhe);lhsﬂf&tdl’t)ﬂNﬂdO@ﬂﬁibeyih}(ﬁmmﬁlemxy—aniline.
2008/ 046757 PCT/ EP2007/ 060666 -44- NH NIt, Cl F The
title conpound, Ms (ISP): 268.1 ((MtH)+.) was obt ai ned
anal ogous to the procedur Bx4lgplenrbed for Exanple 1

N I A AR T o

( Chl or o- phenyl) - (3Him dazol-4-yl nethyl) -am no]
gl ohexanol N==\ NH SOH N Cl a)

trians- [44(tert-ButyI di met hyl - si | anyl oxy) - cycl ohexyl ] -
(3-~ﬁ?qu0phenyI) am ne To a solution of
3-chloro&nPline (1.27 g, 10 mmol) in

1,2-di chl oroethane (20 mM) were 10 added nol ecul ar

sievVes (4g, size 0.4 nM and
Fhé tige torhpdytdliMetiBR): 293.y ((@%yYH) ) was obtained in comparable yield

analogous to the procedure described for Example 1 using N-(2-anilinoethyl)-

methansulfonamide instead of N-ethylaniline.

Example 48
(2-Butyl-3H-imidazol-4-ylmethyl)- (3-chloro-phenyl)-isopropyl-amine

o

The title compound, MS (ISP): 306.4 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 37 using N-isopropyl-3-chloro-aniline
instead of N-isopropyl-3-chloro-4-methoxy-aniline and 2-butyl-4-formyl-imidazole
instead of 4-formylimidazole.

Example 49
(3H-Imidazol-4-ylmethyl)-phenyl-(tetrahydro-pyran-4-yl)-amine
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cycl ohexanone (4.57 g, 20 mmol ). After stirring the
m xture for 30 mn at room tenperature sodi um
w0 pi0aoet76xybor ohydri de (8.48 g, 40 nmmol) and arPEI/EP2007/060666
acid (1.2 g, 20 mol) were added. The reaction
m'xture was stirred at roomtenperature overnight. For
p di chl or onet hane (100 m ) and 1M sodi um
ar onate solution (40 mM) were 15 added and the
mx ur shaken. The organic | ayer was separat ed,
dri magnesi um sul fate and evaporated. The
resi die was purified using flash chromat ography
(hee/ ethyl acetate = 1:1) to yield a colourl ess
| i quid (0.80 ng, 23.5%; M (EI) 339.2; 341.3 (M').

20 h) trans- Chl or

bgpzlff ?ﬁraa%}d hi%/&%%)c Ayl ?@\éﬁﬁﬂoﬁWasabéala%%éﬁdpaqﬂcbleaweld

§1‘i)il(§'§du@'ﬂo e procedure described for Example 1 using phenyl-(tetrahydro- pyran -4-
(tert-butyl-di m=i }/I -SI | anyl oxy) - cyclpohexyl ]-(3-ch

d?&ﬁﬁﬂ%me)l 3 i §ieylapli 20 mmol ) in

1 2-di chI oroet hane (10 M)Ey\,ﬁ{l e3@gded nol ecul ar sieves
% ze %-lmdazole (0.50 g,

ser H%I(-’) ChlAfQ ehe@tl HH Hglctaﬁ@l bnqihd)-ABMNE0  nin at

roo enperature sodi umtriacetoxyborohydride (1.70 g,

|I\)H and acetic acid 25 (0.24 g, 4 mmol ) were

adde The reaction mxture was stirred at room

tenp e overnight. For workup dichl oronet hane (50

m ) ang 1M sodi um bi carbonate solution (30 nml) were

added the m xture was shaken. The organic | ayer

was_separ at ed, dried WO 2008/ 046757 PCT/ EP2007/ 060666

- 45" over magnesi um sul f ate and evgg orated. The residue

Was tipeieenpegnds 81 gSh: a6h9; 26R04 dt-byr aphagobtained in comparable yield
LNERIARRES ﬁlteri%!)ceﬁﬁ?etc?ets@rlb?d%ﬂ-ﬁxahﬂ)lé’ | €biflg &rLbdtyB(REhBro-phenyl)-
whi t'e sol 1 d. conpound was di ssol % din
tll@tfreahsieﬁddffd\?*&ﬂw(@ﬂrﬂe) t et rabut yl anmoni um f | uori de
solution (1IMin tetrahydroﬁkglﬁlglesg m ) was added at
0C, and the m xture was stirr at 5 roomtenperature
GEhlvirgiphensitheydepropyimenlad- (3kapudazobd-imethyheamiagi due
wa _r{1xed with water and ethyl acetate. The organic
| ayerywas separated, dried over magnesi um sulfate and
evafforated. The residue was purified using flash
chr raphy (ethyl acetate /nmethanol = 9:1) to
yi el d| a Ite foam (0.14 ng, 65%; M (ISP): 306.2
( M+ ). 10 Exanple 55
(4 r o- phenyl ) - (3H i m dazol - 4-yl net hyl ) - oxet an- 3-yl
-ahine NH"O N
a) (3-chloro-phenvyl)-cyclopropylmethyl-amine

To a solution of 3-chloroaniline (1.27 g, 10 mmol) in 1,2-dichloroethane (20 ml) were
added molecular sieves (4g, size 0.4 nM) and cyclopropanecarboxyaldehyde (0.7 g, 10
mmol). After stirring the mixture for 5 min at room temperature sodium
triacetoxyborohydride (3.18 g, 15 mmol) and acetic acid (0.6 g, 10 mmol) were added.
The reaction mixture was stirred at room temperature overnight. For workup
dichloromethane (100 ml) and 1M sodium bicarbonate solution (40 ml) were added and
the mixture was shaken. The organic layer was separated, dried over magnesium sulfate
and evaporated. The residue was purified using flash chromatography (heptane/ethyl
acetate = 9:1) to yield a colourless liquid (1.09 g, 60%); MS (EI): 181.1 (M ™).



10

15

20

25

a) (4-Chloro-phenyl) -oxetan-3-yl-am ne
4-Chl oroaniline (0.26 g, 2.0 nmol) was dissolved in

woredokamos7 (25 m ). Then 3-oxetanone 15 (0. 22 BCT/BP2007/060666

mmol ) and zinc chloride (1.09_%3_8.0 mol ) were added
and the reaction mxture was cooled with an ice bath.
After addi ng sodi um cyanoborohydride (0.377 g, 6.0
nnnl) t he nixture was allowed to stir at 40C for 5
~€hloAd-pben inethyk 683 {imindazof-4tylmeh oir ed

d a th
?Hé ﬁtl? n‘q:EgOlﬁ}rH S%) g‘fi) &%ﬁ@%g@éﬁ?l Z%v?lg ())/l\)g?m\?va i (aympeadable yield
mmémgamagmﬁmpnmedufa‘@seﬂ&ddme&apmiat asing Thehlat-phsiytlue
ur| fi usi ng | a h raphy (heptane/ethyl
e, lme@‘éfl 50" Stea‘fgh\?eﬁ’t P%yel low liquid (108
rrg, 29%, 'H-NI\/R(CDCIS) 4. 14 b, 1H (NH); 4.55 m 3H
(CHO, CHN); 5.00 t, 2H ( . d, 2H (aryl-H) and
7.15 d, 2H (aryl-H). Bhampte 37
(3 Chllrophepylpalkycl ¢abpylethgBz(6 H-#inidhzob dhylinethyXedatie3- vy
-am_ne 25 The title conpound, MS (ISP): 264.1
(( +.) was obtained in conparable yield anal ogous
to tYie procedure described for Exanple 1 using
(4-c Noﬁq-xghenyl )-oxetan-3- yl-am ne instead of
N-et hyl anM i ne. Exanple 56 (3-Chl oro-phenyl)-
%@m dazol -4-yl)-ethyl] -nethyl-am ne WO
757 PCT/ EP2007/ 060666 -46- NH5 Cl The title
M-H) +*) was obtai ned in
Y1 e procedure descri bed

fr@ra samaﬁloes ];huﬁbz{iﬁlu(e?:( 1c:zh7l gOH@ﬁhﬁ(Bly {nt EFQlﬁthdmet&ﬁh@@O ml) were

o GRS GHlargiy oyt s 8nd s Tepafpirare etofe (084 6,10
(n | At sehBipthe nriatiiyfor 5 (ahkat modxaife@hpeéatufer@ahmh )
Cl The title corg‘gé)ckl

tzz%etfw%w ride AL 81> RO UBKAC Cﬂg%&ﬁg%r)ﬁ were added.
Yh@kedcuarpm@ﬂa}ea@@tsﬁrr%@ at ﬂb@nﬂeﬁﬁﬁﬂiﬂﬁ@ oesEdHtbes Wwdkup

E)((:ﬁlrmomet%a 5108 ml) ar(l: llle/[rs%apu%%mar_b%tngt%lsolutlon ?40 ml) were added and

the mixture was shaken. The organic layer was separated, dried over magnesium sulfate

and evaporated. The residue was purified using flash chromatography (heptane/ethyl
acetate = 9:1) to yield a colourless liquid (0.083 g, 4.5%); MS (ISP): 196.3 (M+H)™).

b) (3-Chloro-phenyl)-(1-cyclopropylethyl)-(3H-imidazol-4-ylmethyl)-amine
The title compound, MS (ISP): 276.0; 277.9 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 1 using (3-chloro-phenyl)-(1-

cyclopropylethyl)-amine instead of N-ethylaniline.

Example 53
(3-Chloro-4-fluoro-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine
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instead of N-ethylaniline. Exanple 58
(3,4-Difluoro-phenyl) -ethyl- (3Himdazol-4-yl nmethyl)

wo a0m8f0e75N~ NH F F 15 The title conpound, NS PCBEP2007/060666

238.1 ((MtH) +*) was obt ai ned i% conparable yield

anal ogous to the procedure des +ibed for Exanpl e 1

usi (3, 4-difluorophenyl)-ethyl- am ne instead of

N- etqykani | i ne. 20 Exanpl e 59 Benzo [1, 3]

di oxol -5yl -ethyl - (3H i m dazol -4-yl net hyl)-am ne WO
2008/ 7 PCT/ EP2007/ 060666 -47- NH N O \-O The
title gonmpound, MS (ISP): 246.1 ((M+H) +*) was obt ai ned
in cofmparable yield anal ogous to the procedure
descfited for Exanple 1 using (benzo [ 1, 3]

di oxol £5-yl) -ethyl- amne instead of N-ethylaniline.

5h5ﬁﬁﬂ&irﬁp&£hd V& FEERenes. phemyH) ™) was obtained analo (gous to the

%WF re %ngb% ylﬁggtppélp@ﬁsﬁ% %'?qremp Qﬂ%;pm db‘tPéPWéd‘mme

hﬁ&ﬁ@ﬂpﬂﬁ@ﬂﬁgth@|d analogous to the procedure
descri bed for Exanple 1 u3|ng

(2-fl uorophenyl)-isopropyl? Examplgdfne i nst ead of
%ﬁ; Byl ﬁ@hldr@-i? eF R 8 mbdazol By Tth&tRY19: aﬂfiﬁéﬁ‘]y&))dohexanol

H-|n1dazol yl'met hyl ) -i sopr opyl - am ne
%N“Q
CI/©

a) trans-[4-(tert-Butyl-dimethvl-silanvloxy)-cyclohexyl]-(3-chloro-phenyl)-amine

To a solution of 3-chloroaniline (1.27 g, 10 mmol) in 1,2-dichloroethane (20 ml) were
added molecular sieves (4g, size 0.4 nM) and 4-(tert-butyldimethylsilyloxy)-
cyclohexanone (4.57 g, 20 mmol). After stirring the mixture for 30 min at room
temperature sodium triacetoxyborohydride (8.48 g, 40 mmol) and acetic acid (1.2 g, 20
mmol) were added. The reaction mixture was stirred at room temperature overnight. For
workup dichloromethane (100 ml) and 1M sodium bicarbonate solution (40 ml) were
added and the mixture was shaken. The organic layer was separated, dried over
magnesium sulfate and evaporated. The residue was purified using flash chromatography
(heptane/ethyl acetate = 1:1) to vield a colourless liquid (0.80 mg, 23.5%); MS (EI): 339.2;
341.3 (M™).

b) trans-4-[(3-Chloro-phenvl)-(3H-imidazol-4-yvlmethyl)-amino]-cyclohexanol

To a solution of [4-(tert-butyl-dimethyl-silanyloxy)-cyclohexyl]-(3-chloro-phenyl)-
amine (0.68 g, 20 mmol) in 1,2-dichloroethane (10 ml) were added molecular sieves (2 g,
size 0.4 nM) and 4-formyl-imidazole (0.50 g, 5.2 mmol). After stirring the mixture for 30
min at room temperature sodium triacetoxyborohydride (1.70 g, 8 mmol) and acetic acid
(0.24 g, 4 mmol) were added. The reaction mixture was stirred at room temperature
overnight. For workup dichloromethane (50 ml) and 1M sodium bicarbonate solution

(30 ml) were added and the mixture was shaken. The organic layer was separated, dried
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F The title conmpound, M5 (ISP): 234.1 ((MtH) +*) was
obt ai ned in conparable yield 15 anal ogous to the

w@e@spdrse descri bed for Exanple 1 using PCT/EP2007/060666

(3-fl uorophenyl)-isopropyl - aplﬁ? i nstead of
N-et hyl ani | i ne. Exanple 62 (4-Fluoro-phenyl)-

H i ni | - 4=yl | ).~ r -am Byl :

bibarBaeded SB@%%@%%@%@@@G Qgi‘lé’-‘;jﬁﬁgﬁ“}ﬁ?é“;lfl% g
clowpaungiapyShéptsRy/ethpBe Qe+ Mt Hyjorvildwets3 gbf ivhieelsdlid. This

OHB&Y acp?e N gi t??ina ! He rH?rér? l)-SI%IIE ? LG EOUN N SRTH ARG e
%6r %%5&%?%1T Jélnge?&-gfué?op%en f%—ls&gﬁopy - am ne
saistiead Mfn Niebjdrbaman,i2nel) ves Bdaiplt@°G3ind the mixture was stirred at
G0 4 S s 8 i
ivatemrehdethgl actateniThe vaanaddedwds schamtad] dnedazo hegh&iuB sulfate

5 mol), After, stirrin he m xture overnight .a
st R THE G408 oh b s b L B by s
(BetR8na) = F1 Btomiadd ) wiete €oama (& th MENES% ); @ LIEBN 306. X (M) ).
was stirred at roomtenperature for 4 hours. Then
wat er was added and the m xture was extracted with
et hyl acetate. The organi cEkanple 58as separ at ed, washed

| wat er, drjed oyer magnesium sul fate and
RSB T Sl TR RSB R By e
recrpgstal | i sation from heptane/ ethyl acetate to yield
of f ~aptt e crystals (0.85 ng, 84%; M5 15 (ISP): 204.3
((M+H) +) anpl e 64
(3H- I mndazol - 4-yl et hyl ) - ( 3- net hanesul f onyl - phenyl ) - am
i ne NH O O The title conmpound, M5 (ISP): 252.1
(( M+ was obtained in conparable yield 20
anal oggus to the procedure described for Exanple 63
usi ng 8- net hyl sul fonyl -aniline
a) (4-Chloro-phenyl)-oxetan-3-yl-amine

4-Chloroaniline (0.26 g, 2.0 mmol) was dissolved in methanol (25 ml). Then 3-oxetanone
(0.22 g, 3 mmol) and zinc chloride (1.09 g, 8.0 mmol) were added and the reaction
mixture was cooled with an ice bath. After adding sodium cyanoborohydride (0.377 g, 6.0
mmol) the mixture was allowed to stir at 40°C for 5 hours. After cooling, the reaction
mixture was poured onto ammonium chloride/ice and extracted with ethyl acetate (3
times 20 ml). The organic layer was dried over magnesium sulfate and evaporated. The
residue was purified using flash chromatography (heptane/ethyl acetate = 95:5) to yield a
light yellow liquid (108 mg, 29%); '"H-NMR (CDCls): 4.14 b, 1H (NH); 4.55 m, 3H
(CHO, CHN); 5.00t, 2H (CHO), 6.43 d, 2H (aryl-H) and 7.15 d, 2H (aryl-H).

b) (4-Chloro-phenyl)-(3H-imidazol-4-ylmethyl)-oxetan-3-yl-amine
The title compound, MS (ISP): 264.1 ((M+H)") was obtained in comparable yield

analogous to the procedure described for Example 1 using (4-chloro-phenyl)-oxetan-3-

yl-amine instead of N-ethylaniline.
Example 56
(3-Chloro-phenyl)-[1-(3H-imidazol-4-yl)-ethyl]-methyl-amine
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I nstead of 2-nethoxyaniline. Exanple 65 WO 2008/ 046757
PCT/ EP2007/ 060666 - 49

W@ 3id8lmi7dnzol - 4- yl met hyl ) - qui nol i n- 6-yl - am ne POHERE07/060666

The title conpound, M (ISP):_% 5.1 ((MrH) +*) was
obtai ned in conparable yield al ogous to the
procgdure described for Exanple 63 using

6- ani_nggui nol i ne instead of 5 2-methoxyanili ne.
Exanple 66

(3H1 dazol 4-yl met hyl ) - (2-i sopropyl - 6-net hyl - phenyl)

-amine '\ NH NH The title conpound, Ms (ISP): 230.4

(( MtH)#*, was obtai ned in conparable yield 10

anal ogous! to the procedure described for Exanple 63

usi iy 2-isopropy|-6-nethy|aniIine i nstead of

Zhﬂﬁﬂ@&)ﬁymﬂﬂd VS (IER)aH[Iﬂ e(@71+H)") was obtained in comparable yield
3H—Im ro

borToge Fo, G sty st BIRRL 1 pingd-chlprophegyljmghyl-

dmir)instead of N-ethylaniline and 4-acetylimidazole instead of 4-formylimidazole.
(3H I m dazol -4-yl methyl )-(4-trifluoronethoxy-phenyl)-a
mne To a solution of 4-trifluoronethoxyaniline (0.89

g, 5 nmmol) in nethanol (5 Bkympes7 added

4-fornyl i m dazol . Af.ter stirring the
Fﬁ?ﬁ[ﬂ‘%%‘@’é’ﬁﬁ?gﬁf (ég'l Olr‘fswﬁ H’H 8 %as cool ed and
sodi bor ohydride (0.28 g, 7.5 mmol) were added. The
reacdjom m xture was stirred at roomtenperature for 4
hours| Then water was added and 20 the m xture was
extracwéd™wi th ethyl acetate. The organic |ayer was
separ d, washed

Cl

The title compound, MS (ISP): 236.1; 238.1 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 1 using (4-chlorophenyl)-ethyl-amine
instead of N-ethylaniline.

Example 58
(3,4-Difluoro-phenyl)-ethyl-(3H-imidazol-4-ylmethyl)-amine

"=\
%NH
N

N

i

The title compound, MS (ISP): 238.1 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 1 using (3,4-difluorophenyl)-ethyl-

amine instead of N-ethylaniline.

Example 59
Benzo[1,3]dioxol-5-yl-ethyl-(3H-imidazol-4-ylmethyl)-amine
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15

with water, dried over magnesi um sul fate and
evaporated. The residue was purified by WO 2008/ 046757

weEOSBIRZO07/ 060666 -50 colum filtration PCT/EP2007/060666

(hept ane/ et hyl acetate=1:1) tp4yjeld a light yell ow
liquid (1.0 g, 78%; M (ISP):" 258.1 ((M+H)+*). b)
(3H | m dazol -4-yl met hyl ) -i sopropyl -(4-trifl uoronet hoxy
- pheqyl)),-am ne 5 To a sol ution of

(3H i dazol -4-yl met hyl ) - (4-trifl uoronet hoxy-phenyl)-a

mne (0,39 g, 1.5 nmmol) in 1,2-dichloroethane (5 nm)
wer e adfed successively 2-net hoxypropene (0.16g, 2.25
nmol ), i fluoroacetic acid (0.26 g, 2.25 nmol) and
sodi ri acet oxyborohydride (0.48 g, 2.25 mmol).

Afte‘?\__O irring the m xture overnight at 60C 1 M
sodi um hydr oxi de solution (5 m) was added and the
rhx tite eompsural MBaddRd 24¢.t HM-OHY T )okhdsarboareechiarvempiteble yield

| . .
A 10 B LR R A BB P e B ool 5y ety
porriefingehdogyf N-ethylamiloter omat ogr aphy (hept ane/ et hyl
acetate=1:1) to yield a mhh%g é@lgd (0.24 g, 53%; M
(I'SP): 300.1 ((MtH) + ). Exarilecgs 15
(B Fluono-ghaioll - B-HHimitahylH -y insabyldippbrqi8d-aetilox y met hyl - ph
enyl)-amine CNH Nt, oo The title conpound, M
(1SP) ),260.3 ((MrH) +.) was obtai ned in conparable
yi el nal ogous to the procedure described for
Exa Ifiﬁ] usi ng 3-net hoxynet hyl -aniline instead of
4-trifll uoronethoxyaniline in step a). 20 Exanple 69
(3%P$1i}azol-4-ylnethyl)-isopropyl-(3-nethanesu|fony|-
phen amne NHNj-* OOThe title conmpound, M5

SP): 280. 3 +); 4.3, ((MtH) +. ). was obt ai ne
Hae u %C%MM%%&%&%@B@ Jsvgwb% dgﬁl&egmaraivlle yield
R86d0ud 86l tHeQPro fedarad ecrfbéed Ysi Mghnsle 1 using (2-fluorophenyl)-isopropyl-
nethaneggtfonyl- ni.line instead of
amgne pgteRsk S beHOIAPAHIE i ne in step a). WO 2008/ 046757
PCT/ EP2007/ 060666 Example 61

(3-Fluoro-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine

xw NH

PN

Q0

The title compound, MS (ISP): 234.1 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 1 using (3-fluorophenyl)-isopropyl-
amine instead of N-ethylaniline.

Example 62
(4-Fluoro-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine
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- 51 Exanple 70
(3H- I m dazol - 4-yl nmet hyl ) -i sopropyl - napht hal en- 2-yl -

woeoosi4dds? N The title conpound, MS (ISP): 26BCI/EP2007/060666

((MtH) +*) was obtained in conpa&;ble yi el d 5 anal ogous

to the procedure described for anpl e 67 using
napht hal i ne i nstead of

4 tr f \yor onet hoxyaniline in step a). Exanple 71

(3HI'm dazol - 4-yl met hyl)

-isop -quinolin-6-yl-amine NH N N 10 The title

conpound, Ms (ISP): 267.4 ((M+tH)+*) was obtained in

compar, e yield anal ogous to the procedure described

for | e 67 using 6-am noquinoline instead of

4-triflporonmethoxyaniline in step a). Exanple 72

(3H I m'dazol - 4- ylnethyl)-lsopropyl

TBe trd¢ mympyi ME (1SB)K 954.0 ANIhE) " Nvad dhtdmedllia dShf@atabﬂd weld

&9 r ab? th’g&lré §E)eadnegd%b§ glfél(&alﬂe pr o Lgﬁpg} % c”r1 jllgeglmpyl_
ﬁmmelinsteq:d o Nethykindlgnes- ani no- 2- met hoxypyri di ne

i nstead of 4-trifluoronet hg;%g&ie%%ne in step a). 20
Exanpl e 73

(B inidatalzdlyldethi e 2 ydthexynplamyh-ashine sopr opy| - ami ne WO
2008/ 046757 PCT/ EP2007/ 060666 -52- NH N The title
conp Qﬁgﬂ M5 (ISP): 256.3 ((MtH)+.) was obtained in
conpargbl e yield

NH

/o©

To a solution of 2-methoxyaniline (0.62 g, 5 mmol) in methanol (5 ml) was added 4-
formylimidazole (0.48 g, 5 mmol). After stirring the mixture overnight at 60°C the
solution was cooled and sodium borohydride (0.28 g, 7.5 mmol) were added. The
reaction mixture was stirred at room temperature for 4 hours. Then water was added and
the mixture was extracted with ethyl acetate. The organic layer was separated, washed
with water, dried over magnesium sulfate and evaporated. The residue was purified by
recrystallisation from heptane/ethyl acetate to yield off-white crystals (0.85 mg, 84%); MS
(ISP): 204.3 (M+H)™).

Example 64
(3H-Imidazol-4-ylmethyl)-(3-methanesulfonyl-phenyl)-amine

&E\
2 NH

NH

Q,

A

(o)
The title compound, MS (ISP): 252.1 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 63 using 3-methylsulfonyl-aniline
instead of 2-methoxyaniline.

Example 65
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anal ogous to the procedure described for Exanple 67
usi ng i ndan-5-yl am ne instead of 4-

wao eioBlowosonet hoxyani line in step a). 5 Exanpl ePGHEP2007/060666

(3H I m dazol - 4-yl met hyl) -pyrgé%p-z-yl-anine N HN NH
N, ~-" N The title conpound, (I1SP): 176.0
. tained.in c arable yield 10

fﬁ%ﬁ%%%ﬁék¥%ﬁ?%gyﬁ?1%%%57%yg%§gpibed for Exanple 63
usi ng Mgy razi n-2-yl am ne instead of 2-nethoxyaniline.
Exampke 5 (2-Chl oro-pyridin-3-yl)-
(3Him|dazol -4-ylnmethyl)-amne /~NHN NH CI N 15 The
title compound, Ms (ISP): 208.8; 210.9 ((M:H) +.) was
obt ai neg’\in conparabl e yield anal ogous to the
descri bed for Exanple 63 using
0-77 chl oro-pyridine instead of

2- met sgxyanil i ne. Exanple 76

3- Chl oro-5-f] uoro-phenyl ) - . ) ) )
b i rormponndi M3 HEPRIPS | @ bH By wasalisiecdin comparable yied
SRS R &S e PO ERARQAAHE 366Bxamprds3 I}hh%\lk%hnnocﬁlin&inléhﬁstead of
title conpound, Ms (ISP): 268.3, 270.3 ((M:H) +.) was
gtmethere@nilineconpar abl e yi el d  anal ogous to the

procedure described for Exppphge@é using

3-chl oro-5-fl uoroaniline
(3H-Imidazol-4-ylmethyl)-(2-isopropyl-6-methyl-phenyl)-amine

N—
x NH

%

The title compound, MS (ISP): 230.4 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 63 using 2-isopropyl-6-methylaniline
instead of 2-methoxyaniline.

Example 67
(3H-Imidazol-4-ylmethyl)-isopropyl- (4-trifluoromethoxy-phenyl)-amine

;

F (o]

<

F

a) (3H-Imidazol-4-ylmethvl)-(4-trifluoromethoxy-phenyl)-amine

To a solution of 4-trifluoromethoxyaniline (0.89 g, 5 mmol) in methanol (5 ml) was
added 4-formylimidazole (0.48 g, 5 mmol). After stirring the mixture overnight at 60°C
the solution was cooled and sodium borohydride (0.28 g, 7.5 mmol) were added. The
reaction mixture was stirred at room temperature for 4 hours. Then water was added and
the mixture was extracted with ethyl acetate. The organic layer was separated, washed

with water, dried over magnesium sulfate and evaporated. The residue was purified by
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instead of 4-trifluoronethoxyaniline in step a). 5
Exanple 77 (3,4-D fluoro-phenyl)-

wQ 3id8iomi7dnzol - 4-yl met hyl ) -i sopropyl -am ne n NeCT/EP$007/060666

The title conpound, M5 (I1SP): 252.3 ((MrH)+.) was

obtained in conparable yi el d 10" anal ogous to the

gglﬁ&gﬂﬁ rgtcl)(glg al?lgfegztlr}yg; e’t:ﬁg%:rﬁg#)etog?eldjg hé‘l% yellow liquid (1.0 g, 78%);
S (5 1)E 2. b(thId)(y)am line in step a). Exanple 78

(5-Cnhl oro- 2-fl uoro-phenyl) -

(3Himdazol -4-ylnmethyl)-isopropyl-amine NH NF C
bb(3Thémidazbled-glomglow nibopMpy[-[ SR flua2 6B th ok {-phédf) vi) -ymivees

g?%gé ﬁ?)g o 4 g‘lg ?IBac{aggl £ pﬁg‘%ﬂl% l(? n%l_]]‘JO(gOH,l t 2 tptplenyl) -amine (0.39 g,
5. SCIhIﬂnolr)on 22t divldo ocgerhidnie 1f& ml wstteeaddecbs‘uccesswely 2-methoxypropene

oro t.hgxyani.l.i ne. te Ie 79 20
165 por B80T e ARk i P i B S hmt! sl £
trprcetpyjrbcmahmﬂ\i\ﬂ) 29Q431. 12)?4617&5(1) RGeS ER20Q _ﬂ/l@ﬁl@ﬁﬁﬁ oveﬁndght at 60°C 1

Yy by Gaktesaloh o SoRT abt IR PLri vk Srsfasghvicn

ﬂmhloln@mpuhame dhe erghesdnydeds ivasheExathpbréne drieb o vey magnesium sulfate
I T NEY AT A——————

acetate=1:1) to yield a white solid (0.24 g, 53%); MS (ISP): 300.1 (M+H) ™).

Example 68
(3H-Imidazol-4-ylmethyl)-isopropyl-(3-methoxymethyl-phenyl)-amine

2™ NH

PN

Ol

The title compound, MS (ISP): 260.3 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 67 using 3-methoxymethyl-aniline

instead of 4-trifluoromethoxyaniline in step a).

Example 69
(3H-Imidazol-4-ylmethyl)-isopropyl-(3-methanesulfonyl-phenyl)-amine

2 NH

A

QL

)
o o

The title compound, MS (ISP): 280.3 ((M-CH3)"); 294.3 ((M+H) ") was obtained in
comparable yield analogous to the procedure described for Example 67 using 3-

methanesulfonyl-aniline instead of 4-trifluoromethoxyaniline in step a).
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Exanpl e 80 (3-Fl uoro-4-net hoxy-phenyl) -
(3Him dazol -4-yl nmet hyl )-isopropyl-amne N\ NH N ~'

W@ 2008/04625The title conpound, M5 (ISP): 264.3 (PEHEP26H7/060666

was obtai ned in conparabl e ylegp 10 anal ogous to the
procedure described for Exanpl& 67 using

3-fl uoro-4-net hoxyaniline |nsﬁe§g of
4-trifluoromethoxyaniline |n s?ep a). Exanple 81
(3H-Cimli dazol- 2-yIhethy D-igpipe oyl napbthalen-2-yl-amine

(3H | dazol -4-ylmethyl) -amne HN N F 15 C a)

(3- @l wro-2-fluoro-phenyl)-(3Himdazol -4-yl net hyl ) - am
i ne sol ution of 3-chloro-2-fluoroaniline (0.44 g,
3 Mot et hanol (5 M) was added

4-formpimdazole (0.29 g, 3 nmol). After stirring the
nixtu'gm

overni ght at 60C the solution was cool ed and
bor ohydride (0.57 g, 15 mmol) was added. The
reactyon 20 m xture was stirred at roomtenperature

TRE tifte HﬁﬁﬁéundTW%S‘@)t 866. e@ﬁ%ﬁ%t&ﬂ@d 1nr90 Iﬁifa%lé’\ﬁéd

extracted wth et acet a organi c

grabhegoars éﬂthe\mgwédrwdepﬁlbedé@relﬁxanmw @Humk armmi@@hdmme instead
a6 TeVETelcT -V E=To M e residue was purified by

S A PR B S o oy bGo6ee - b5

flltratlon (hept ane/ et hyl Erxanpled:t 1:1) to yield a

t{%ﬁﬁ@%btg&%gﬂ@ 0&;90 fqaqb H%lg% ‘NF} ( L ter:)y 3 226. 3

(3H pm\dazol -4-yl met hyl ) -am ne 5
( 3- ngﬁF -2-fl uor o- phenyl ) - (3Hi m dazol - 4-yl net hyl ) - am
ine ((Q g, 1 nmmol) was dissolved in nethanol (15

m ). THen acetal dehyde (0.28 nl, 5 mmol), zinc

chlori (0.55 g) 4 mmol) and sodi um cyanobor ohydri de
3 mol) were added and the reaction m xture
was aIHomed to stir at 40C overnight. After cooling,
the r¥dction mxture was

The title compound, MS (ISP): 267.4 ((M+H)") was obtained in comparable yield

analogous to the procedure described for Example 67 using 6-aminoquinoline instead of

4-trifluoromethoxyaniline in step a).
Example 72
(3H-Imidazol-4-ylmethyl)-isopropyl-(6-methoxy-pyridin-3-yl)-amine

2 NH

A

The title compound, MS (ISP): 247.3 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 67 using 5-amino-2-methoxypyridine

instead of 4-trifluoromethoxyaniline in step a).

Example 73
(3H-Imidazol-4-ylmethyl)-indan-5-yl-isopropyl-amine
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15

poured onto ammoni uncthl oride/ice and extracted with
ethyl acetate (2 tines 50 m). 10 The organic | ayer

worwsasd7etd over magnesi um sul fate and evapor at BAT/ER967/060666

residue was purified using flash chromatography
(Si 2; eluent: heptane/ethyl acCetate = 90:10) to yield
ali h& yellow oil (0.16g, 63 %9; Ms (ISP): 254.1

m

(( M+ 15 Exanple 82 Ethyl-

(3Him dazol - 4-yl met hyl ) - napht hal en-2-yl -am ne HN The
title ound, M5 (ISP): 252.1 ((MtH)+.) was obt ai ned
in conpprable yield analogous to the procedure

descri for Exanple 81 using 2-naphthyl am ne instead
of chl oro-2-fluoroaniline in step a). Exanple 83

(3H dazol - 4-yl met hyl ) -i sopr opyl -
(3-nitro-phenyl)-amine N=\ NH N o, O The title
Ebcrpd@minpmdg MSP)ISP)2836.3 ((MEH)Y . ))warsarbta)m@mrcempamble yield

%@Jgpdog)ug ﬁ%e?rrgéégu?esc}e@& Q90Exa S‘rgjlé beudh %%?H 5eylam1nte 1nséead of 4-

usi ng nltro i g’ 1ns
Uﬂhﬁmmmmhbww@ﬂuwanh@pyanlIlne in step a). Exanple 84
WO 2008/ 046757 PCT/ EP2007/ 060666 -56
(2-Chl oro-pyridin-3-yl)-ethyl -
(3H i mi dazol - 4-yl met hyl ) - Brimple 7ZAN HN G /N The

M b d
%iéoﬁ%ugpgﬁﬂn?hgﬁﬁngI Faé nnn?o(thgbgrgcggﬁrg taine

described for Exanple 81 using
3- amnN 2-chl oropyridine 5 instead of
3-chlofo-2-fluoroaniline in step a). Exanple 85

NH

b
LA
The title compound, MS (ISP): 176.0 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 63 using pyrazin-2-ylamine instead of
2-methoxyaniline.

Example 75
(2-Chloro-pyridin-3-yl)-(3H-imidazol-4-ylmethyl)-amine

/%
HN .
NH
S Cl
P

The title compound, MS (ISP): 208.8; 210.9 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 63 using 3-amino-2-chloro-pyridine
instead of 2-methoxyaniline.

Example 76
(3-Chloro-5-fluoro-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine



10

15

20

Et hyl - (3H i m dazol - 4-yl net hyl ) -
(2-met hoxy-pyridin-3-yl)-amne HN NO N 10 The title

w@ormpowtd; MS (1SP): 233.3 ((MtH) +.) was obt ai PETYEP2907/060666

conparabl e yield anal ogous to ghe procedure descri bed
for Exanple 81 using 3-am no- 2 met hoxypyri di ne

' d of 3-chloro-2-fluoroaniline in step a).

86 15 (6-Chloro-pyridin-3-yl) -ethyl-

1 dazol -4-ylnethyl) -amine N=\ NH N\ C The
ound, M5 (ISP): 236.8; 238.9 ((MrH)+.) was
obt ai ngd i n conparable yield analogous to the

pr ocegt descri bed for Exanple 81 using

' chl oropyridine instead of

3- ctil or0o-2-fluoroaniline in step a). 20 Exanple 87

The Ghé @(frﬁpcﬂ)ﬁd MS1(I§P)Y D$8.3, 270.3 ((M+H)") was obtained in comparable yield

3H|n1da sopropyl - am.n
SR 67 57 IPesT Eats0Y S oeR P77 NP Mo S proaniline
trstch@ oﬁ@fﬁ@&ﬂf@meﬂﬁx‘drﬁ?ﬂe in289-9; 252.9 ((MH) +*) was
obt ai ned anal ogous to the procedure described for
Exanpl e 67 using 5-am no-2-chl oropyridi ne instead of
4- tr|fIuoronethoxyanlIlneEkanﬁmep a). 5 Exanple 88

3H-1.m dazol -4-yl neth -1 sop roP yl -pyridin-2-yl-am ne
AHDlﬂuoro phenyl) (3H -imi azol 4-ylmethyl)-isopropyl-amine

x NH

A

F
F

The title compound, MS (ISP): 252.3 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 67 using 3,4-difluoroaniline instead of
4-trifluoromethoxyaniline in step a).

Example 78
(5-Chloro-2-fluoro-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine

2 NH

PN

by

The title compound, MS (ISP): 268.1 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 67 using 5-chloro-2-fluoroaniline

instead of 4-trifluoromethoxyaniline in step a).

Example 79
(4-Chloro-2-fluoro-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine
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I~ N N The title conpound, M5 (ISP): 217.4
((MtH) +*) was obt ai ned anal ogous to the procedure

walewsioudiet for Exanple 67 using 2-am nopyri di NnECT/RB108&060666

of 4 10 trifIuoronethoxyanilip§4jn step a). Exanple 89
(3H I m dazol - 4-yl met hyl)

-i sopropyl -quinolin-8-yl-amne n NHN N- The title
Qund, M5 (1SP): 267.3 ((MrH) +*) was obt ai ned

anal ogous to the 15 procedure described for Exanple
-am noqui nol i ne instead of 4-

trifl udromethoxyaniline in step a). Exanple 90 N

(3H1 zol -4-yl met hyl ) - N-i sopr opyl - benzene- 1, 3-di am
ne H N WO 2008/ 046757 PCT/ EP2007/ 060666 -58 a)

| soprogyl -(3-nitro-phenyl)-[3-(2-trimethylsilanyl-etho

i IR R NI R

tedl o gohiy do dieypiraded (124seribed foeBraagdded’ asis@iwhioos 2eftuoroaniline

3Him-dazol -4-yl.net hyl.) -isopropyl- (3 -nitro
it Tt et g S99 ol o
t et ahydrof uran (100ml) and stirring was continued for
45 mn at roomtenperature. The Beaction m xture was
cooled with an ice bath anf¥uple8
(3-Flued-hyth&hbyy-pRédyOX 3B ihidagdl Oy lintiehy( } B3 prapyl-dmbid
mol ) _was added. After stirring the suspension

overfii ght the reaction was quenched with saturated
sodi%t;?Lgarbonate sol ution. Tetrahydrofuran was
evapo and the residue was extracted with ethyl 10
acetatg _tw ce. The conbi ned organic | ayers were washed
Wi th er, dried over nagnesium sul phate and
evaporgted. The residue was purified using flash
chromatography (Si Q2; eluent: heptane/ethyl acetate =

%Re 882 célﬁp(yllﬂn%, g/lsa(lkf))g %4¥ ?(II\LIQFI’) o)i kaas obtained in comparable yield

analogous to the procedure described for Example 67 using 3-fluoro-4-methoxyaniline

instead of 4-trifluoromethoxyaniline in step a).

Example 81
(3-Chloro-2-fluoro-phenyl)-ethyl-(3H-imidazol-4-ylmethyl)-amine

e

HN _~
N/\
Cl

a) (3-Chloro-2-fluoro-phenyl)-(3H-imidazol-4-ylmethyl)-amine

To a solution of 3-chloro-2-fluoroaniline (0.44 g, 3 mmol) in methanol (5 ml) was added
4-formylimidazole (0.29 g, 3 mmol). After stirring the mixture overnight at 60°C the
solution was cooled and sodium borohydride (0.57 g, 15 mmol) was added. The reaction
mixture was stirred at room temperature for 4 hours. Then water was added and the
mixture was extracted with ethyl acetate. The organic layer was separated, washed with

water, dried over magnesium sulfate and evaporated. The residue was purified by column
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(0.20 g, 20 %9; M5 (ISP): 391.3 ((MtH)+*). 15 b)
N (3H I m dazol - 4-yl net hyl ) - N-i sopropyl - benzene- 1, 3-di a

WOrRews/04&6pr opyl - (3-nitro-phenyl) - [3 (2 PCT/EP2007/060666

-trinmethylsilanyl- ethoxynet hy%ﬁm i m dazol -
ylmethyll -amne (0.2 g, 0.51 ) was dlssolvedln

SR P A a0- S el A T KO8 i S s
gaPal2ges (WdsH)T).l tered of f and the sol vent was
evaporated. The residue was dissolved in ethyl acetate

and 20 filtered over silica gel. After evaporation the
beSS-Ghlerovdsldire phkwdd eihiyl- fﬁl&l—ﬁm@d&hok4wlrmﬂhﬂ)4aminet hanol

g\a&loro@ Plu arrg)d 2h I (ﬁlgl 1m1d290 74- ? et%yl ourlg EAF orln}/neo twas
S éevapora Op residu é, arn% ? one
ﬂmol\melnn smmihajml hlﬁdnbx”lfhim sotalitehpde ((012(8%)11 amamol), zinc chloride (0.55

&Ias : leg({l)?aglg sQ lnu(?n ano Y(gfp %m%t 1:,9832%:112 ZH@% £ uCf'deld A§"he reaction
mrmﬂ; edibgrad] to::stiray é@OQ omernagld:r After @oling, rth@reasmmrmmure was

Rh d fied
DR 3 B R R Bl g R el PG tRRe R 2o m
Themgabepart vss dreédmm maghdyim adléitaiel evaptandl The residue was

}%}%i eio trff)g fgalgg l.cgr ?\/ﬁﬁif hyg/ FS' %%Ptn'}lgétanegetﬁylgdcetagé = 48 10) to yield

& Gglitl yiebow o { 064 6% Yo p MENYED ) 254.1 (M+H) ™).

(1H i m dazol - 4-yl met hyl ) -i sopropyl -amne [1=N HN N JI,
O- 30 F WD 2008/ 046757 PCT/ EP2007/ 060666 -59 The
title conpound, M5 (1SP): 263.9 ((MtH)+.) was obtai ned
anal ogous to the procedurE de cr bed for Exanple 67
usi ng 5-f I uor o- 2- met hoxy- ahfMRE 32 nst ead of 4-

Efnyi (3191 iRtz BP X YBkthi lf)QlaEPtIﬁIeﬁpZ -Aamfaeanpl e 92 5
- D f | uor o- phenyl i m dazol -4-yl nmethyl ) -i soprop

@g‘n% n NH”l N°
N

N

The title compound, MS (ISP): 252.1 ((M+H)") was obtained in comparable yield

analogous to the procedure described for Example 81 using 2-naphthylamine instead of

3-chloro-2-fluoroaniline in step a).
Example 83
(3H-Imidazol-4-ylmethyl)-isopropyl-(3-nitro-phenyl)-amine

The title compound, MS (ISP): 261 ((M+H) ") was obtained in comparable yield
analogous to the procedure described for Example 67 using 3-nitronaniline instead of 4-
trifluoromethoxyaniline in step a).

Example 84
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F The title conmpound, M5 (ISP): 251.9 ((MtH)+.) was
obt ai ned anal ogous to the procedure described for

wE@sPhe@sB67 using 2,5-difl uoroani I i ne i nstead BET/RAP2007/060666

trifluoronmethoxyaniline in ste 10 Exanple 93
(4- Brono- 3-fl uor o- phenyl) (SFL dazol 4-yl met hyl)-iso
ound %S

F{§E¥H°£@T’§P??XM$§QN? m%%lo alne ﬁghgﬁoﬁgus to the

pro ure described for Exanple 67 using
4-9 -3-fluoroaniline instead of 4- 15

trifluoromet hoxyaniline in step a). Exanple 94

(2- ChlorQ phenyl ) -ethyI
(2- WE:WI-BH-lmdazol -ylmethyl) -amine NHN \ C
The tN#Y e conmpound, Ms (ISP): 250.3; 252.3 ((MtH) +.)

YRS i0OLGhP ﬁﬁscr I%@gﬁﬁ@%?ﬁgﬂ ﬁg é;ﬁ?o@t&ﬁ' QYOS pabIP Field

procedur e usi n
analegays @amelprﬂ@durfsdeequedfferxa@tple)S buszng p-aorioagdidhlorepyridine

iftadof Ot s S AT linhdhaRaohe | NSt e o

i'm daz WD 2008/ 046757
PCT/EP2007/060666 - 60 Exanple 95 (4-Chloro-phenyl)
-ethw (2- et hyl - 3H4rﬁdaﬁ4g gnethw) -amne L N

The title conpound, M 250.1; 252.2
E(}M-H)H—ll)nlmel dlytraethelg- (Rﬂnetbmap)adudm Syyla}lanlm& anal ogous
e procedure described for Exanple 81 using
}oroanlllne i nstead of 3- chloro-2-fluoroaniline
and -fornyl - 2-met hyl -i m dazol e instead of
4-fo0 nyklnldazole in

/N
The title compound, MS (ISP): 233.3 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 81 using 3-amino-2-methoxypyridine

instead of 3-chloro-2-fluoroaniline in step a).

Example 86
(6-Chloro-pyridin-3-yl)-ethyl-(3H-imidazol-4-ylmethyl)-amine

N=—
xn oNH

NN
“3
2™/ AN
Cl

The title compound, MS (ISP): 236.8; 238.9 ((M+H) ") was obtained in comparable yield
analogous to the procedure described for Example 81 using 5-amino-2-chloropyridine

instead of 3-chloro-2-fluoroaniline in step a).

Example 87
(6-Chloro-pyridin-3-yl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine
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step a). Exanple 96 Ethyl- (3-nmethoxy-phenyl)-
(2-met hyl -3Hi m dazol -4-ylnethyl)-amne NHL N 10

wadb@swoisd’se conpound, MS (I SP): 246.3 ((MtH) +. ) PGEEBP2007/060666

obtained in conparable yield analogous to the
procedure described for Exanpl& 81 using

3-nmet{hoxyaniline instead of 3-chloro-2-fluoroaniline

and - Lornyl - 2-nmet hyl -i m dazol e i nstead of

4-forjyljim dazole in step a). 15 Exanple 97 Ethyl -
(2- meth 3H i m dazol - 4-yl net hyl ) - phenyl -amne N--( \
NH LNAThe title conmpound, M5 (ISP): 216.3 ((MH) +.)

was ofpt Jned in conparable yield anal ogous to the
proce e described for Exanple 81 using aniline

i nstead of 3-chloro-2- 20 fluoroaniline and

fh? ﬁﬂW(%mquffﬁl; Wliﬂ (18P @?@.@l @S)Z.Q@E(Xl\/ﬁﬁq)fgfvxéag o\l?\gined analogous to the
-fornylimgdazole in ep a). anmpl e ). .

pISS lemé%i?lg /r@152@@@‘/66666@@-amw%-&hlemﬁyrlén}fﬁegm gf 4-

trifRR6BPHbxydndid¥eh RgpwBH | M dazol - 4-yl met hyl) -anine
N~{\ NH C The title conpound, M5 (I1SP): 264.0
((M+H) +*) was obt ai ned anaﬁ%@%ﬂ@8§o the procedure

02551 261 §-YIm EXATRIDr&y 1 1T Hiath-F-yERIndkoani | i ne i nst ead

of 4 5 trifluoronethoxyaniline and

4-fprnyl - 2- met hyl -i m dazol e i nstead of

4-f /| i mi dazole in step a). Exanple 99 I|sopropyl -
(2-met hyl - 3Hi m dazol -4-yl net hyl ) -phenyl -am ne

N

=N

=

The title compound, MS (ISP): 217.4 ((M+H)") was obtained analogous to the
procedure described for Example 67 using 2-aminopyridine instead of 4-
trifluoromethoxyaniline in step a).

Example 89
(3H-Imidazol-4-ylmethyl)-isopropyl-quinolin-8-yl-amine

x NH

A~

N,
=

a

The title compound, MS (ISP): 267.3 ((M+H)") was obtained analogous to the
procedure described for Example 67 using 8-aminoquinoline instead of 4-
trifluoromethoxyaniline in step a).

Example 90
N-(3H-Imidazol-4-ylmethyl)-N-isopropyl-benzene-1,3-diamine

HN_ _~

A

O

H,N
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NH 10 The title conmpound, M5 (ISP): 230.3 ((MtH) +*)
was obt ai ned anal ogous to the procedure described for

wE@sPhle@sB67 using aniline instead of PCT/EP2007/060666

4-trifluoronethoxyaniline and.
4-fornyl -2-nmet hyl -i m dazol e i n2d ead of

?‘);%&5 lrll (ry 19 %oéhenkfl) %t(gp[n%?e;th\}l:‘g( lgﬁﬂle?h&gr%eﬁ?ﬂ) 3H-imidazol-4-

MoxXy-p

(1 Paettet] mlmrﬁfH-lmdazoI 4 yI mat hyl)-amine N-( NH N

%h %‘ogh }nldhyd(f‘l(an‘gp mg, gg@/% glée}eral oﬁ 2’2 (Cr'ré'\é;iﬁnr%‘?er%hvﬁcr)furan (240 ml)

BRI Hed "anaf ogous rocedure
Exsmhied aBalutish m)@ (ﬁmﬁdmalyzam]rﬂmt}nﬁ) -{isoptapatt (Bhitd-phenyl)-amine
Qf{ I f u%ré%rmtrrg 1}{% !cll‘lrl.}%dg(gfilaa[r}ld( IOOmp an sg{gring was continued for 45 min at
tbcfnm tamqi»aramckairhh eeacfZ<6h nmxtsteapasa:bole&m&ﬂtrﬂrﬁcélﬂa]th and 2-

3. 5-.0i f.l 0 1) - .
E eﬂ}#%%@ 81{}1 ﬁm?tﬁélfﬁly e (43 m%pyq?) orl?ew%dded. After stirring the
%@&Mﬁﬂ\&?nlglﬁﬁhEF@Gﬁﬂﬂ ®6@@1ﬁzﬁiche€5@1{h kthitated sbditmh&biearboeate

L6, SRR R s 69508 ¢ Wb MR B0

et tvded- T(Hle fcbmb[nkd mgannrelayaﬁstm@dms]ﬁedmwth water, dried over

%nrflglaesuﬂ% ? Xﬁg\{aﬁ)l(ggas C})ﬁ‘gﬁ r?sijdue was purEﬁe(iTBsmg E[
élﬁblfnamgﬂqﬂql (StDzy tloeithiydptanegalyl apsthteandaz0) thlytddM ight yelfow oil,

Bhede a0kl GSE0ES et occture descri bed for

Exanpl e 67 using 2,4-difl uoro-3-nethoxyaniline instead

8{ Né—‘r(_?)H—Imidazol—4—vlmethvl) -N-isopropyl-benzene-1,3-diamine

Isopropyl-(3-nitro-phenyl)-[3-(2-trimethylsilanyl-ethoxymethyl)-3H-imidazol-4-
ylmethyl|-amine (0.2 g, 0.51 mmol) was dissolved in ethanol, palladium on charcoal (20
mg, 10% Pd) was added and the mixture was hydrogenated overnight. The catalyst was
filtered off and the solvent was evaporated. The residue was dissolved in ethyl acetate and
filtered over silica gel. After evaporation the residue was dissolved in hydrochloric acid in
ethanol (5M, 1 ml) and stirred at 60°C for 2 hours. The solvent was evaporated and the
residue was partitioned between sodium hydroxide solution (10%) and dichloromethane.
After separation the aqueous layer was extracted again with dichloromethane. The
combined organic layers were dried over magnesium sulphate and evaporated. The
residue was purified using flash chromatography (column: Isolute” Flash-NH, from
Separtis; eluent: ethyl acetate/methanol = 90:10) to yield a light yellow gum, (0.054 g, 51
%); MS (ISP): 231.4 (M+H)™).
Example 91
(5-Fluoro-2-methoxy-phenyl)-(1H-imidazol-4-ylmethyl)-isopropyl-amine
—N
HN __~

QO\
F
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10 trifluoronethoxyaniline in step a). Exanple 103
(3-Fluoro-4-trifluoronethyl-phenyl) -

W@ 3id8iomi7dnzol - 4-yl met hyl ) -i sopropyl - am ne  NH PCT/EPF0F060666

The title conpound, M (ISP): %92 4 ((MHH) +*) was
obtalned anal ogous to the 15 procedure described for

£y
SHETIL o 8 811 AL TR
proaaghire dé@dibed for Eixhiople- 6ﬁ hemgl 5-fluoro-2-methoxy-aniline instead of 4-

1M daz -isopropyl-amne NHN C W
%ﬁ@f@fg’%@% ﬁ’f/%ég%g% ‘060666 -63 The title conpound,
M5 (I'SP): 250.1 ((M+H) +*) Bmsnpletai ned anal ogous to

rocedure Cri. |l e 67 uSi

E?? B P RS rdiros SmPe GPEHeThBS y ani 1 1 ne

+=]p a). Exanple 105 5 (4-Chl oro-phenyl) -ethyl-
-3Himdazol -4-ylmethyl) -anine NH N CI
itle conpound, M5 (ISP): 249.9 ((M+H) +*) was
obt ai d nal ogous to the procedure described for
Exanrp 81 usi ng 4-chloroaniline instead of
3-chl -2- fluoroaniline and
4-f or -6 nmet hyl -i m dazol e i nst ead of

Fhé ﬁﬂé’fb’drhﬁélﬁﬁiz IL(15P): 88 BP (@)+H) L0wioodih&l dRfgous to the

I
%%ﬁ%trﬁgpscgbpd far Fxawplep7ysing iy Aiflugrramilinedpitend of iy

trifluoromethoxyaniline in step a).

Example 93
(4-Bromo-3-fluoro-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine

x NH

PN

F
Br

The title compound, MS (ISP): 251.9 ((M+H) ") was obtained analogous to the
procedure described for Example 67 using 4-bromo-3-fluoroaniline instead of 4-
trifluoromethoxyaniline in step a).

Example 94
(2-Chloro-phenyl)-ethyl-(2-methyl-3H-imidazol-4-ylmethyl)-amine

:(
L%
©/o|

The title compound, MS (ISP): 250.3; 252.3 ((M+H) ") was obtained in comparable yield
analogous to the procedure described for Example 81 using 2-chloroaniline instead of 3-
chloro-2-fluoroaniline and 4-formyl-2-methyl-imidazole instead of 4-formylimidazole in

step a).
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N The title conmpound, M5 (ISP): 230.0 ((MtH) +*) was
obt ai ned anal ogous to the 15 procedure described for

wE@sPhle@sB67 using aniline instead of PCT/EP2007/060666

4-trifluoronethoxyaniline and

4-fornyl -5-methyl -i mi dazol e i n&lead of

4-fornylim dazole in step E;mnﬁé@gple 107 | sopropyl -

( 3- net hoxy- phenyl ) - P

(6 Chitrbhphe ) -ethytt 2z olet A 3Hvih ddy 29l -daytnreechyl Nknithd - 20 The
title conpound, MS (ISP): 260.0 ((M+tH)+*) was obtai ned
anal og to the procedure described for Exanple 67
usi n t hoxyaniline instead of 4 WD 2008/ 046757
PCT/ EP2D07/ 060666 -64 trifl uoromethoxyaniline and
4-fornyl -5-nmet hyl -i m dazol e i nstead of

4-fo imdazole in step a). Exanple 108

(3H azol - 4-yl met hyl ) -i sopr opyl -
(2,3,4-trifluoro-phenyl)-amne N\ NH N FF\ 5F

i Hﬁ%t%%%elcor%%ﬂgsww% b Sf%r?o@gtﬁg%@éﬁmﬂiﬁd Ip gpmparable yield

ue t&ﬁleq&b@:@ui’a Bsdiiedifbil mmﬂmi 418y 4-@3]0@@11111@1{6 ifistead of 3-

%}ﬁlo{'g'g' OXyaal lplf;‘?ne I‘?‘ ]?e-]ﬁ ﬂ? Qfg% rqli %q].félgfﬁilglyhmgiazole in

&Bp epy! - an1ne \ NH Nt" F The title conmpound, M5
(1SP): 248.2 ((M+H) +*) was obt%}ned anal ogous to the
Example

Ethyl-(3-methoxy-phenyl)-(2-methyl-3H-imidazol-4-ylmethyl)-amine

e
L%

T

The title compound, MS (ISP): 246.3 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 81 using 3-methoxyaniline instead of
3-chloro-2-fluoroaniline and 4-formyl-2-methyl-imidazole instead of 4-formylimidazole
in step a).

Example 97
Ethyl-(2-methyl-3H-imidazol-4-ylmethyl)-phenyl-amine

N=—
X -NH

L

N

Q

The title compound, MS (ISP): 216.3 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 81 using aniline instead of 3-chloro-2-

fluoroaniline and 4-formyl-2-methyl-imidazole instead of 4-formylimidazole in step a).

Example 98
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procedure described for Exanple 67 using
4-trifluoro-3-nethylaniline instead of 4-

Wo pioBlowgspet hoxyani line in step a). 15 Exanpl BCWEP2007/060666

(3HI'mi dazol - 4-yl met hyl ) - (3- |sgpropoxy phenyl ) -i soprop
yl-amine NH Nt" O The title conpound M5 (1 SP):
7 t aln
Er gﬁgfel 58 &;‘i{“}a’?l 13)0P60é3(¥l—?? lt:l}(yq%F? ]él%goq%% methyrifamme
3- |soprp xyani |l i ne instead of 4 20
triflu thoxyaniline in step a). Exanple 111 N {3-
[ (3 éi/ dazol - 4-yl nethyl ) -isopropyl- am noj
- ph -acet am de WD 2008/ 046757 PCT/ EP2007/ 060666
-65- INHN N N\ HIlsopropyl-(3 -nitro -phenyl) -
[3- (B-Drinet hyl silanyl -et hoxynet hyl ) -3H-i ni dazol -
ylmethyl] -amne (0.055 g, 0.14 nmmol) was dissolved in
et hanot', pal |l adium on charcoal (20 ng, 10% Pd) was
abldade andpdnhei M XU SP)e 26668 (WD gewmatabthinadearmilagotis tolthe
cat a i ter of f and .the sol vent
PR bR ot RhE R el UG el e Facen a o
&ﬁwofroﬂnttébeychndmranﬂléﬂ focmybjymetwylt1endmbpnﬂeetd afrit-foln@ylimidazole
§|d e was dissolved in toluene (1.5 mM) and
et anydrofuran (3 m ), acetic anhydride (0.015 ng,
0.14 nmmol ) was added and t Beample¥pure was stirred

vernl nt re e rated.and the

RoBr R Canel BT P et B BB s bona e
solution and ethyl acetate. The organic |ayer was 10
dried f@? magnesi um sul phate and evaporated. The
resi ué\ di ssolved in tetrahydrofuran (5 n) and
t et rabutyl ammoni um fl uoride solution (0.3 m, 1M in
tetrahydrof uran was added. After stirring the nixture
at 6 gverni ght the solvent was evaporated and the
resieﬁE!mas purified by flash chronat ography (col um:
|solute Flash-NH2 from Separtis; eluent: ethy

Zbetite errpoundh S 505 283.3 { yHT lavas alisined @@}ﬁgous to the

procedure described for Example 67 using aniline instead of 4-trifluoromethoxyaniline

and 4-formyl-2-methyl-imidazole instead of 4-formylimidazole in step a).

Example 100
Isopropyl-(3-methoxy-phenyl)-(2-methyl-3H-imidazol-4-ylmethyl)-amine

N=—
N\ NH

A,

Q.

l

The title compound, MS (ISP): 260.3 ((M+H)") was obtained analogous to the
procedure described for Example 67 using 3-methoxyaniline instead of 4-
trifluoromethoxyaniline and 4-formyl-2-methyl-imidazole instead of 4-formylimidazole
in step a).

Example 101
(3,5-Difluoro-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine



10

15

15 (0.005 g, 34 %; M5 (I1SP): 273.2 ((MH)+*).
Exanple 112 (3H I m dazol -4-yl nethyl)-i sopropyl -

WO 200808416Ky- pyri din-4-yl)-amine N NH N N 61 PCRBPINE060666

title conpound, MS (ISP): 247.§ ((M+H) +*) was obt ai ned
anal ogous to the procedure de £tibed for Exanpl e 67
usi @\é am no- 2- net hoxypyri di ne i nstead of 4-

i& | Woronet hoxyaniline in step a). Exanple 113

y-pyridin-2-yl)-am ne WO 2008/ 046757
007/ 060666 -66- NH N N The title conmpound, NS
247.3 ((MH) +*) was obt ai ned anal ogous to the
pr 6cedure descri bed for Exanple 67 using
Zhatileeofips@id) 0xyQgP): dsne ((iMsHeadwafobdained analogous to the

bbb P O b i SR Rior i TtGad o -
{rdthor fine@aeyamdine ifetepyd.) - i sopropyl -amine NH N t.,

coo The title conpound, M5 (ISP): 322.3 ((MtH) +*) was
obt ai ned anal ogous to the E’%Fl?&%m}re descri bed for

@s@mﬂ@o@s-Hﬁ'ﬂﬁ&yf'pm_ﬁw;xblq%iaaﬂol-h%n'bﬂhst)a%blrggyléanme

trifluoronmethoxyaniline in step a). Exanpl e

(3H :nMjazol -4-yl met hyl ) -i sopropyl -
(3-t\' uor onet hoxy- phenyl)-amne NH F | \
N

v
Lo
The title compound, MS (ISP): 282.4 ((M+H)") was obtained analogous to the
procedure described for Example 67 using 2,4-difluoro-3-methoxyaniline instead of 4-
trifluoromethoxyaniline in step a).
Example 103

(3-Fluoro-4-trifluoromethyl-phenyl)- (3H-imidazol-4-ylmethyl)-isopropyl-amine

—\

A NH
NJ\

e F
The title compound, MS (ISP): 302.4 ((M+H)") was obtained analogous to the
procedure described for Example 67 using 3-fluoro-4-trifluoromethyl-aniline instead of
4-trifluoromethoxyaniline in step a).

Example 104

(2-Chloro-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine

X -NH

A

0
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F/ F OThe title conpound, M5 (ISP): 300.1 ((MH)+*)
was obt ai ned anal ogous to the 15 procedure descri bed

wo oroslxespl e 67 using 3-trifluoronethoxyanil i NEPCT/EB106200666

of 4- trifluoronethoxyaniline_%y_step a). Exanple 116
| sopropyl - (3-nethoxy-phenyl) -

B Bo At e D) EB800 7 B kR s et dlofh i
MecediBPYescRibad ﬂ)é @?@m@eﬁg)ﬁsig?s%fgb@:agéigs aﬁgag@éﬂls to
%ﬁﬁ%¥ﬁ%%%§%ﬁﬁﬁﬁgqﬁ%%?52d of 4- t??fluoronethgxyaniline
and 4-fornyl -1 -methyl -i m d&xaolpde 103st ead of

?44_EEfog%—lrpg{en%ﬁﬁ—é%g%h&ﬂ%&f}%—f}%fdazsol%ﬁgﬁltﬁyl)l2:1Ln711ne
(3Him ol -4-ylmethyl)-isopropyl-amne NHNt, OF
The ti Ngonpound, MS (ISP): 264.0 ((M+H) +*) was
obt ai ned] anal ogous to the 10 procedure described for
'®”67 using 4-fluoro-3-nethoxyaniline instead of
uoronet hoxyaniline in step a). Exanple 118

azol -4-yl methyl)-isopropyl-amne NHN O O 15
The title conpound, M5 (I1SP): 276.4 ((MtH) +*) was
oht ﬁﬂ@g(qnﬁ&ﬁ{cf? QP}'(SISIB)O 24d)e ((M+H)") was obtained analogous to the

procedure described for Example 81 using 4-chloroaniline instead of 3-chloro-2-

fluoroaniline and 4-formyl-5-methyl-imidazole instead of 4-formylimidazole in step a).

Example 106
Isopropyl-(5-methyl-3H-imidazol-4-ylmethyl)-phenyl-amine

2 NH

A

0

The title compound, MS (ISP): 230.0 ((M+H) ") was obtained analogous to the
procedure described for Example 67 using aniline instead of 4-trifluoromethoxyaniline

and 4-formyl-5-methyl-imidazole instead of 4-formylimidazole in step a).

Example 107
Isopropyl-(3-methoxy-phenyl)-(5-methyl-3H-imidazol-4-ylmethyl)-amine

ﬁ?“

N

ol

T

The title compound, MS (ISP): 260.0 ((M+H)") was obtained analogous to the

procedure described for Example 67 using 3-methoxyaniline instead of 4-
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procedure described for Exanple 67 using
3, 5-di net hoxyani l i ne i nstead of 4-

Wao pioBlowgspet hoxyani line in step a). Exanple 1BOI/BP2007/060666

(3H I m dazol - 4-yl met hyl ) -i soprglpyl am no] - phenol NH N
20 HO /

e ) I S
Frﬁh%?%g Pg%@ﬂle%g 4~ 1%%1#%%1&])19&% gmﬁd%&g%le%}g de) of44 %Eﬁlﬁﬁ%ﬁdazole
{nl®epd)) , pal | adi um on charcoal (10 mg, 10% Pd) was
added and the mxture wa Xlgx_?roig&nat ed overni ght at
roomtenperature. The catal'ystt was filtered WO
BHIMdGSbF-yROFhiHP2Qp o966 8- trifbdreophemyibamie sol vent
was gevaporated. The residue was purified by flash

chr%\:pgraphy (colum: Isolute Flash-NH2 from
d

Separ el uent: ethyl acetate/nethanol = 95:5) to
yi el ite foam (0.042 g, 53 %9; Ms (I1SP): 232.1
((MeH) £*). 5 Exanple 120 3- [Ethyl -

(3Hi zol -4-ylmethyl) -am no] -N nethyl-benzam de
NH / YN O The title conmpound, M5 (I1SP): 259.3

((M:tH) +' ) was obtained in conparable yield anal ogous

tI"He hﬁ@ccﬂﬁ%&%ﬁf’n (ﬁ EWF I\EQH)W algéld é’hsald%gus to the

3-amno 1 e i nstea
Brashdwe desznbtdjﬁxr@ammplerﬁé usingsh b taff uoromxbinpinstead of 4-3-

hI -i sopropyl - am no
R R Y ) gogeropy - am ol

[ 3-tert-Butyl-dinethyl - si |Ewyipdxifet hyl ] phenyl ] - (3Him
tﬂﬁﬁ%%—g—_rmetﬂﬁt—wgn&[)—(I3ls-lgﬂllii8g%/oll—'4§}mnlgﬁlyl)—isopropyl—amine

. o NH

A

&

F

The title compound, MS (ISP): 248.2 ((M+H) ") was obtained analogous to the
procedure described for Example 67 using 4-trifluoro-3-methylaniline instead of 4-
trifluoromethoxyaniline in step a).

Example 110
(3H-Imidazol-4-ylmethyl)-(3-isopropoxy-phenyl)-isopropyl-amine

A o NH

LG

The title compound, MS (ISP): 274.4 ((M+H)") was obtained analogous to the
procedure described for Example 67 using 3-isopropoxyaniline instead of 4-
trifluoromethoxyaniline in step a).

Example 111
N-{3-[(3H-Imidazol-4-ylmethyl)-isopropyl-amino]-phenyl}-acetamide
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[3-tert-Butyl -di net hyl -sil anyl oxynet hyl ] phenyl] -
(3Him dazol -4-yl methyl) -isopropyl- amne, M (ISP):

WQ2@84476M TBDVBO) +') , 360.5 ((M-H) +.) was OPCHEPRP®A7/060666

anal ogous to the procedure dgei')s ribed for Exanple 67
using 3-(tert-butyl-di net hyl sifranyl oxynet hyl) 20
pheny/l_am ne instead of 4-trifluoronethoxyaniline in
st epng b) {3-[(3H 1 m dazol - 4-yl met hyl ) -i sopropyl -
am no]\fp enyl ] - met hanol

[3-tertwvButyl -di net hyl -si | anyl oxynet hyl ] phenyl] -

(3H i mAdazol -4-yl methyl) -isopropyl- amne (0.724 g, 2
5 di ssolved in tetrahydrofuran (20 m) and 25
t étrabutyl anmoni um fluoride solution (4 m, 1M in

fs%bfogagbl@'a' thfH RlendBS| 3a@d§gnetﬁ\%l£1ﬁlﬁél &Bb %@PI [Fhish Ay 8-

mtenp ature overnlg

élwgal@ﬂhﬁ@wea(ﬁ@w 0. WQMBW@%@V@Wer@TﬁtEmOWl]@é@@BGH charcoal
Eﬁ)gn(% eﬁ)b/?lj@) s)()@os‘adeyﬁ %ugd fd nt?lXtLgrL %bhﬁﬂ[)%&'ﬁ{egg{)%t The catalyst

uent acetate) to yiel

grgﬁfﬂte(rgd offang the5splw%1t wasvepamed. Paggregidpg wajissolved in ethyl acetate
%ﬁf"ff@%{gd a%ﬁglﬁa fgs fter CV?:HO gtzlc()_ﬂ the reﬁldue was issplved in toh1ene (1.5ml)

p,lildq‘@tra NE Zind) @ce@g aplodigle (@/Ql.’-'( M. >ll4 g-gégc?lgw;s a(%/ded and the

wsﬁas) ti 8 o %}F Rllelqg Qpe évg Shked aBPQﬁ@f%ylrdﬁe was

escrib usi n 3- et oxyani |1 ne I NSt ea
Dartmontc} bertwg@r mdstrh b)&ydmnlaten:e litienging |§the{) acetage. E“)bawpgaéuc layer was

I
églg’d eeﬁg})i( ﬁﬁﬁﬁmkgpﬁaéé aﬁﬁ%@éﬂ%ﬁ%ﬁ%qpﬂéue VéascdéSSOIgﬁ%
wBahydpjuras O’Sm&) qdveEpbutylamazp nabn diueeide selationy 61;% mlolM) in
ge%h\écﬁroﬂﬁglg WLe afcﬁ‘eﬁ%ft&%ﬁ&% %E@%rg at5ed %lvagught the solvent was

noxyani I'1 ne 1 nstea
t\ralpbtau‘tdr aethh ossidamiwais parified by BphahronExageply dc@himn: Isolute”

g’%& Cffjtgé ;ggﬁatrﬁg )éMJeﬁp %glxrll %cgtarteol me hanol 95 SM_? )ﬁelde white gum,

0.005 g, 34 %); MS (ISP) 273. 2 (M+H)" )

Example 112
(3H-Imidazol-4-ylmethyl)-isopropyl-(2-methoxy-pyridin-4-yl)-amine

x?

CT

The title compound, MS (ISP): 247.3 ((M+H) ") was obtained analogous to the
procedure described for Example 67 using 4-amino-2-methoxypyridine instead of 4-
trifluoromethoxyaniline in step a).

Example 113
(3H-Imidazol-4-ylmethyl)-isopropyl-(6-methoxy-pyridin-2-yl)-amine
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15

F'j-, OThe title conpound, M5 (ISP): 282.4 ((MtH)+.)
was obt ai ned anal ogous to the 20 procedure descri bed

wo oroslxepl e 67 using 3-di fl uoromet hoxyani | i nePCTEPBAT060666

of 4- trifluoronethoxyaniline_%g_step a). Exanple 125
WD 2008/ 046757 PCT/ EP2007/ 0606 -70

(3H 1 mdazol -4-yl et hyl ) -i sopropyl - [ 3-

(1,1, 2/2-%etrafl uoro-ethoxy)-phenyl] -amine NHN F
O F|Theg title conmpound, M5 (ISP): 332.3 ((MH)+*) was
obt ai anal ogous to the procedure described for
Exanpl 67 using 1,1, 2, 2-tetrafl uoro-ethoxy-aniline

i nst dad |of 4 5 trifluoronmethoxyaniline in step a).
Exanp (3-Chl or o- 4- nor phol i n-4-yl - phenyl)
-ethyl - ( FL|n1dazoI 4-ylmethyl) -amne N==\ NH N C

@g?tﬂ@&)rhpédrﬁi m(ggpl);w d47. B/E(llxglrl?m) wé’s?ol)télméc( z%‘ﬂhl’@gtué toNBE
onta n c arapl e yl e o anal ogous to
prase TeAE<HbSL T edmp 507 SR U B -ﬁ%@owpyrdme instead of 4-

%fﬁmr&h@mﬁxmﬂmthsﬁ 43yl - phenyl anmine instead of
3-chl or o- fluoroaanlne |n step %? Exanpl e 127

(3- Chloro 4- nor phol i n- 4- y1EX3)
glkbﬁiﬁcgﬁzrﬂiené‘i‘)xkﬁ%ﬁaizbt kl%ﬁéﬂwwlls(ﬁﬂbﬁﬁ kN ~NH N

SLL

PN
ol

The title compound, MS (ISP): 322.3 ((M+H) ") was obtained analogous to the
procedure described for Example 67 using 3-benzyloxy-aniline instead of 4-
trifluoromethoxyaniline in step a).

Example 115
(3H-Imidazol-4-ylmethyl)-isopropyl- (3-trifluoromethoxy-phenyl)-amine

2 NH

40

The title compound, MS (ISP): 300.1 ((M+H)") was obtained analogous to the
procedure described for Example 67 using 3-trifluoromethoxyaniline instead of 4-
trifluoromethoxyaniline in step a).

Example 116
Isopropyl-(3-methoxy-phenyl)-(3-methyl-3H-imidazol-4-ylmethyl)-amine

e
QL



C 15 J The title compound, M5 (ISP): 335.4 ((MtH) +*)

was obt ai ned anal ogous to the procedure described for
wWE@sPle@s67 usi ng 3-chl or o- 4- nor phol i n- 4- yl - phRPOYER2OOTIE60666

i nstead of 4-trif|uoronethoxyaF}llne in step a). 20

Exanpl e 128 (3-Chl oro-4- et hyl- phenyl) -

P Lo a h .
bR TES e EBh 0 baRe U Iy glagpuspghe
pidckdure dagpabedifor MBaifipSRY: usigh - MhefhoMrdd)ilitte) inwesd obt-ai ned

I r | I
ﬁrﬁﬁlﬁggglg%ﬁfqgamhnf an8t4hf%$1%ﬁf Fln?]egﬁ n‘?gega e 1Pst§ﬁf‘ i %rl%yhmldazole
hfﬂﬂj@oronethoxyanlllne in step a). 5 Exanple 129
(2- Fl uor o- 3- met hoxy- phenyl ) - (3Hi mi dazol - 4-yl met hyl ) - i
sopropyl-amine N_NH N F 0)~ The title conpound, M5
(1SP): 264.0 ((MH) +*) vvasEmbtpae hed anal ogous to the

Bt R R DB RN - AR i Rogsppyl-amine

trifl onet hoxyaniline in step a). Exanple 130
(3, 4- et hyl - phenyl) -ethyl- (I Himdazol-4-yl nmethyl)
-amine| Nd The title conpound, M5 (I1SP): 230.3

((M+H) + as obt ai ned anal ogous to the 15 procedure
descri bed for Exanple 81 using 3, 4-dinethylaniline
inspgau | 3-chloro-2- fluoroaniline in step a).

F

The title compound, MS (ISP): 264.0 ((M+H)") was obtained analogous to the

10  procedure described for Example 67 using 4-fluoro-3-methoxyaniline instead of 4-

trifluoromethoxyaniline in step a).
Example 118
(3,5-Dimethoxy-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine

2 NH

A~

\O/:E\O/

15 The title compound, MS (ISP): 276.4 ((M+H)") was obtained analogous to the
procedure described for Example 67 using 3,5-dimethoxyaniline instead of 4-
trifluoromethoxyaniline in step a).

Example 119
3-[(3H-Imidazol-4-ylmethyl)-isopropyl-amino]-phenol

Ax ~NH

PN

20 HO" i

(3-Benzyloxy-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine (0.109 g, 0.34 mmol)
was dissolved in ethanol (10 ml), palladium on charcoal (10 mg, 10% Pd) was added and

the mixture was hydrogenated overnight at room temperature. The catalyst was filtered
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Exanpl e 131 1- {4- [Ethyl-
(1Hi m dazol - 4-yl et hyl ) - am no]

WO 30Blowgsd- phenyl } - 1H pyri di n- 2- one WO 2008/ 04BTBHEP2007/060666

PCT/ EP2007/ 060666 -72- NNH N F 00 The title
conmpound, M5 (ISP): 313.3 ((MtH)+*) was obt ai ned

8‘&%&18 911 ?)h/tegt W08 ev%lg?r%%gufﬁe ?38 %\'Qslﬂfrlf?ed bg)ﬁ%rﬁg hrogljatography

uor o- pneny
(Gﬁuma,ds«ﬂflt% Fblﬁh%bﬁ@z—f}?erhISﬂmroa re:lllelntl ethyh agtag rr&?)hanbl 95:5) to

yw%@wﬁlte oamam 02 55‘%%1\4‘% (}I§I(]?Hg W %P gl)oﬁeyl r’\rﬁt IIQIIXI| )

N F OO Thetltle corrpound Ms (ISP): 327.3 ((MtH) +*)
was obt ai ned anal ogous to Ighe J[o ﬂ)rocedure descri bed
for Exanple 67 using

3 E&ryﬁ(ﬁlﬂonﬁdefzbuwhnahglmahjmd FNpyiedhgll-berzamidee | nst ead
of 4-trifluoronethoxyaniline in step a). Exanple 133
(44B _é\qzyl oxy- 3- chl or o- phenyl ) -

(1H1 m dazol - 4-yl met hyl ) -i sopropyl-amne N II NH NJY
Cl I8 6 The title conmpound, M5 (ISP): 356.5

( ( M+H) +*) was obtai ned anal ogous to the procedure
desd ed for Exanple 67 using
4- ben Xy~ 3- chl oroani |l i ne i nstead of 4-

0

The title compound, MS (ISP): 259.3 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 81 using 3-amino-

benzoylmethylamide instead of 3-chloro-2-fluoroaniline in step a).

Example 121
{3-[(3H-Imidazol-4-ylmethyl)-isopropyl-amino]-phenyl}-methanol

SPL L

A

Qe

a) [3-tert-Butyl-dimethyl-silanvloxymethvl|phenvl]-(3H-imidazol-4-yvlmethyl)-

isopropyl-amine

[3-tert-Butyl-dimethyl-silanyloxymethyl ]| phenyl | -(3H-imidazol-4-ylmethyl)-isopropyl-
amine, MS (ISP): 228.4 (M-TBDMSO)") , 360.5 ((M+H)") was obtained analogous to
the procedure described for Example 67 using 3-(tert-butyl-dimethylsilanyloxymethyl)-

phenylamine instead of 4-trifluoromethoxyaniline in step a).

b) {3-[(3H-Imidazol-4-ylmethyl)-isopropyl-amino]-phenyl}-methanol

[3-tert-Butyl-dimethyl-silanyloxymethyl | phenyl |- (3H-imidazol-4-ylmethyl)-isopropyl-
amine (0.724 g, 2 mmol) was dissolved in tetrahydrofuran (20 ml) and
tetrabutylammonium fluoride solution (4 ml, IM) in tetrahydrofuran was added. After

stirring the mixture at room temperature overnight the solvent was evaporated and the



trifluoronethoxyaniline in step a). Exanple 134 20
(4- Benzyl oxy- 3-chl oro- phenyl ) -et hyl - (1H i m dazol - 4-yl m
werdogloye7ami ne WO 2008/ 046757 PCT/ EP2007/ 060666PCFEB2007/060666

10

15

20

N\ Q'NH NC / O Thetit[§9ponpound, M5 (I SP):
342.1 ((MtH) +*) was obt ai ned ahal ogous to the

gers g %F gl)%{}iﬁ%flgc),h aesf:il cflpoﬂﬁlil':rﬁég?mﬁg gszé%r%?#eﬂg ethyl acetate) to yield a

enzy or oani
chlbores guil (D0F3anb | PneMSHISH) eptoad ((Me-HEXanmpl e 135
(3H I m dazol - 4-yl met hyl ) -i sopropyl - [3-
(pyridin-3-yl oxy)-phenyl] -amne NH N Nao The title
compound, Ms (I SP): 309. 6 ExaMpl) #22) was obt ai ned

ogous t . ocedur e cribed.for. Exanple 67
PSS s B e okt Pt mac of 10
4-t MRl uoronet hoxyaniline in step a). Exanple 136
(3HY it dazol - 4-yl met hyl ) -1 sopr opyl -

(4- phengxy-phenyl)-amine N NH N) 010 The title
conmpoukd, M5 (ISP): 308.3 ((MtH) +*) was obt ai ned

anal s to the 15 procedure described for Exanple
67 u 4- phenoxyani | i ne i nstead of 4-

trifl udroffethoxyaniline in step a). Exanple 137 (3H
I m dazol - 4~yl met hyl ) -isopropyl- [2-nethoxy-5-

(H%é [TRe Qé/rlnf)odrfd,g R/FS"MEP)G%‘(}’H 2(1\7[9&?“%/'\7215 obtained analogous to the
procedure described for Example 67 using 3-ethoxyaniline instead of 4-
trifluoromethoxyaniline in step a).

Example 123
(3H-Imidazol-4-ylmethyl)-isopropyl-(3-phenoxy-phenyl)-amine

e NH

A

QL
O

The title compound, MS (ISP): 308.4 ((M+H)") was obtained analogous to the
procedure described for Example 67 using 3-phenoxyaniline instead of 4-
trifluoromethoxyaniline in step a).

Example 124
((3-Difluoromethoxy-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine

X NH

PN
1O

The title compound, MS (ISP): 282.4 ((M+H)") was obtained analogous to the
procedure described for Example 67 using 3-difluoromethoxyaniline instead of 4-
trifluoromethoxyaniline in step a).

Example 125
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am ne WO 2008/ 046757 PCT/ EP2007/ 060666 -74- N NH
N~  OX& 0 The title conpound, M5 (ISP): 364.2

W@ ¢omsloh675) was obt ai ned anal ogous to the pr ocRUIER2007/060666

descri bed for Exanple 67 usi n_g70_
2- met hoxy- 5- (1- et hyl -1 - phenyl ='ethyl ) - phenyl am ne

-tleacﬁjazggéé—é;'f{ th/1 ) l’llsoorg)ggp%;lqg)a/% bjr {Oelgrf)lﬁlemﬂ%) etﬁ&gﬂ é)helnfl -amine
(1H-| }ezol - 4-yl net hyl )-| sopropyl-amine /N 111l NH
The title conpound, MS (ISP): 376.1
((I\/H-|—|)+ ) s obtai ned anal ogous to the 10 procedure
descri be Exanpl e 67 using

hl or g -(4 chl or o- phenoxy) - phenyl am ne instead of
-/i%‘ rret hoxyaniline in step a). Exanple 139
o6ro4- (4-chl oro- phenoxy) - phenyl] -ethyl -
i m dazol - 4- th NH O 15 cl
%%%UWWIEP @%ﬁw&e >wé3%i‘g$§+Hﬁs6>zW@ O(b(twﬁ‘ii\l a.r%ogwa%to the

%}k@dhlﬁ@ @gé%ﬁ@le@ﬂ)@ EathpletdrQsind 1062 dUE @ RS S letHRI ah@ine instead of 4-
e usi.ng

gleNr%‘Flét-hQXXaEPﬂH}?I16|5‘€P;§Prenoxy) phenyl ami ne
Example 126

(3-Chloro-4-morpholin-4-yl-phenyl)-ethyl-(1H-imidazol-4-ylmethyl)-amine

N=\
2 NH

N

©\CI
)
O
The title compound, MS (ISP): 321.1 ((M+H)") was obtained in comparable yield

analogous to the procedure described for Example 81 using 3-chloro-4-morpholin-4-yl-

phenylamine instead of 3-chloro-2-fluoroaniline in step a).

Example 127
(3-Chloro-4-morpholin-4-yl-phenyl)- (1H-imidazol-4-ylmethyl)-isopropyl-amine

.

N
®
The title compound, MS (ISP): 335.4 ((M+H)") was obtained analogous to the

procedure described for Example 67 using 3-chloro-4-morpholin-4-yl-phenylamine

instead of 4-trifluoromethoxyaniline in step a).

Example 128
(3-Chloro-4-methyl-phenyl)-(1H-imidazol-4-ylmethyl)-isopropyl-amine
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W@ 2008®3416XYy - phenoxy) - phenyl ]

i nstead of 3-chloro-2-fluoroaniline in step a). 20
Exanpl e 140 (3H I m dazol -4-yl nethyl)-isopropyl- [3-
-am ne WO 2008/ 04BGBHEP2007/060666
PCT/ EP2007/ 060666 -75- N Q' N 9,6 ,o0 Thetitle
conpound, Ms (I1SP): 338.4 ((MH)+*) was obt ai ned
anal,p__qous to the procedure described for Exanple 67
usi N3~ ( 2- met hoxy- phenoxy) - phenyl ami ne instead of
4/3Jt\r| fl uoromet hoxyaniline in step a). 5 Exanple 141
(433

(3

\

enzyl - phenyl ) -

{m dazol -4-yl nethyl)-isopropyl-amne NHN [/ | |
title conpound, M5 (ISP): 306.4 ((M+H)+*) was

i néd anal ogous to the 10 procedure described for
Exanpl e 67 using 3- benzylanlllne i nstead of 4-

The f1tluorrmp®n’ra,bMEa(riSJP)| Ped.0 M+ Ep Jayas dbxaingl @alog@us to the

E{;d%‘pfur% gescn e@lfor Exalgqﬁle 7_u|s§n 3- chlo % rr1111ert]l‘gylarN*_Pei\hntstea(igf 4-
ﬂfﬁhldromhthoxqunwnd,step’s)(l SP) : 292 4 ((MtH) +*) was
obt ai ned anal ogous to the roge e described for
Exanpl e 67 usi ng 3-am nobi p er?y‘f i'nstead of 4-

{2- Fluov® 8 anethbox phsiyl - (3¢1-imidat dpt-@metipt pippopd #3mine
(3Ll m dazol - 4-yl net hyl ) -

(2 _henoxy- pyridin-4-yl)-am ne WO 2008/ 046757

PCT. EB%OO?/ 060666

N
r
20
The title compound, MS (ISP): 264.0 ((M+H)") was obtained analogous to the
procedure described for Example 67 using 2-fluoro-3-methoxy-aniline instead of 4-
trifluoromethoxyaniline in step a).
Example 130
(3,4-Dimethyl-phenyl)-ethyl-(1H-imidazol-4-ylmethyl)-amine

N=\
L NH

N

The title compound, MS (ISP): 230.3 ((M+H) ") was obtained analogous to the
procedure described for Example 81 using 3,4-dimethylaniline instead of 3-chloro-2-
fluoroaniline in step a).

Example 131
1-{4-Ethyl-(1H-imidazol-4-ylmethyl)-amino]-3-fluoro-phenyl}-1H-pyridin-2-one



-76- NNH HNON 6 The title compound, M (I SP)
267.1 ((MtH) +.) was obtained in conparable yield

w@raBogoss to the procedure described for ExanpCEER2007/060666
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20

usi ng 2- phenoxy-pyridin-4-yl - i ne instead of
N-et hyl aniline. 5 Exanple 144 [6-
(4- Gl or o- phenoxy) - pyridin-3-yl] -
(3 wdazol -4-yl methyl)-amine FNH HN N O CI The
titl conpound, M5 (ISP): 301.1; 303.0 ((M+rH)+.) was
obtai ned in conparable yield 10 anal ogous to the
prosgdure described for Exanple 1 using
chl or o- phenoxy- pyri di n- 3-yl-am ne instead of
N—eihylanlllne Exanpl e 145 [ 6-
(4 Or o- phenoxy) - pyridin-3-yl] -ethyl-
(3"A4m dazol - 4 ylnethyl) amine NNH NNO C 15 The
title conpoun é % 329.1; 331. .
bhe Eﬂ‘ﬁ@t{nﬁwd@é@gs Jo3tha (Myrde Qa‘tﬂ%sé)b@?é%‘%fﬁfga%o%?o the
g?@.‘ga[ﬂr@ dgélsrlﬁ&l i Example 81 using 1-(4-amino-3-flupro- {)henyl) 1H-pyridin-2-
4- chl or o- phenox i din- 3-y|-an1ne i ns

SDQ:WF@%O@-FEIQQ 8 or@q%hrienngzte@g) a). Exanple 146 20
(3H 1 m dazol -4-yl met hyl ) -i sopropyl -[4-(4-trifluorometh
yl - phenoxy) - phenyl ] - am ne

Example 132

1-{3-Fluoro-4-[(1H-imidazol-4-ylmethyl)-isopropyl-amino]-phenyl}-1H-pyridin-2-one

The title compound, MS (ISP): 327.3 ((M+H) ") was obtained analogous to the
procedure described for Example 67 using 1-(4-amino-3-fluoro-phenyl)-1H-pyridin-2-

one instead of 4-trifluoromethoxyaniline in step a).

Example 133
(4-Benzyloxy-3-chloro-phenyl)-(1H-imidazol-4-ylmethyl)-isopropyl-amine

ye

O

<

The title compound, MS (ISP): 356.5 ((M+H) ") was obtained analogous to the
procedure described for Example 67 using 4-benzyloxy-3-chloroaniline instead of 4-
trifluoromethoxyaniline in step a).

Example 134
(4-Benzyloxy-3-chloro-phenyl)-ethyl-(1H-imidazol-4-ylmethyl)-amine



WD 2008/ 046757 PCT/ EP2007/ 060666 -77- NH NIt" OF F
~a F The title conpound, MS (ISP): 376.3 ((MtH)+*)
worwsoit7al ned anal ogous to the procedure descPCDER200T060666
Exanpl e 67 using 73
4-(4-trifluoromethoxy-phenoxy)-aniline instead of
4-tm;{|uoronethoxyaniIine in step a). 5 Exanple 147
(3HXLm dazol - 4-yl met hyl ) -i sopropyl - [4-
(4-net hoxy- phenoxy) - phenyl] -amine NHN- | \ O O
eltitle conpound, M5 (ISP): 338.5 ((M+H) +*) was
ob ned anal ogous to the 10 procedure described for
EiKaffpl e 67 using 4-(4-net hoxy-phenoxy) -aniline

i ngtead of 4- trifluoronethoxyaniline in step a).
le 148 (3H 1 m dazol-4-ylnethyl)-isopropyl- [4-
( t hoxy- phenoxy) - phenyl] -amne NH N~ /I O o |

15 The title conpound, M5 (ISP%: 338.4 ((MtH) +*) was
®he dileeamperide y6udSR)o 3¢he (M+H) ™) was obtained analogous to the

procedure described for Example 81 using 4-benzyloxy-3-chloroaniline instead of 3-
chloro-2-fluoroaniline in step a).

Example 135
(3H-Imidazol-4-ylmethyl)-isopropyl-[3-(pyridin-3-yloxy)-phenyl]|-amine

x NH

PN
D0

The title compound, MS (ISP): 309.6 ((M+H) ") was obtained analogous to the
procedure described for Example 67 using 3-(pyridine-3-yloxy)-phenylamine instead of
4-trifluoromethoxyaniline in step a).

Example 136
(3H-Imidazol-4-ylmethyl)-isopropyl-(4-phenoxy-phenyl)-amine

L
©/o
The title compound, MS (ISP): 308.3 ((M+H) ") was obtained analogous to the
procedure described for Example 67 using 4-phenoxyaniline instead of 4-
trifluoromethoxyaniline in step a).
Example 137

(3H-Imidazol-4-ylmethyl)-isopropyl-[2-methoxy-5-(1-methyl-1-phenyl-ethyl)-phenyl]-

amine
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procedure described for Exanple 67 using
4- ( 2- met hoxy- phenoxy)-aniline instead of 4-

wao eioBlowsonet hoxyaniline in step a). Exanpl e 1POI/EB2007/060666

(4- Cnhl or o- phenoxy) - phenyl ] - Z4e)
(3Hi mi dazol - 4-yl met hyl ) -i sopr opyl - ami ne WO
2008/ Q46757 PCT/ EP2007/ 060666 -78- N~ NH Cl The

titlec ound, M5 (ISP): 342.1 ((MtH)+.) was obt ai ned
anal ogpus| to the procedure described for Exanple 67
usi ng (B>chloro-phenoxy) -aniline instead of 4-
if | uorQpet hoxyaniline in step a). 5 Exanple 150
I gzol -4-yl met hyl ) -i sopropyl - (4- phenyl sul fanyl -p
henyJx - am ne NH N t" CS The title conpound, M
| SP): 324.5 +.) was obt aj ned anal ogous to the
%h@&ﬂ?jmfép@@ﬁc $d >ré64 E%Mrpﬁé Jevaspditgiged analogous to the

?ro‘%@cﬁm{ Id@é&lf)@d‘fdrfﬁgﬁmél @Nish - Hl%ﬂf%%(}l-So(fl ﬁlet %fpl fhenyl ethyl)-

rifluoromethoxyaniline in step Exanpl e
phenylanpipp instead 'Q%éﬁ@ﬂ\”mgwgﬁyqyitmhne in step a).

(3Himdazol -4-ylnmethyl)-isopropyl-amine NHN ~ O
Cl C The title conpound, Ms (ISP): 376.2; 378.1
((MrH) +.) was obt ai ned and@@gﬁﬁ%lfb the 15 procedure

o BRSNS e midagol iy dpethyb popropytamine

4- trlf Tor omet hoxyani l'ine in step a). Exanple 152 [4-
(4- 0- phenoxy) - phenyl ] -
(SFL' rdazol - 4-yl met hyl ) -i sopropyl - am ne

Cl

L

The title compound, MS (ISP): 376.1 ((M+H)") was obtained analogous to the
procedure described for Example 67 using 3-chloro-4-(4-chloro-phenoxy)-phenylamine

instead of 4-trifluoromethoxyaniline in step a).

Example 139
[3-Chloro-4-(4-chloro-phenoxy)-phenyl]-ethyl-(1H-imidazol-4-ylmethyl)-amine

N=

=
%(NH
N

N

Cl

O

The title compound, MS (ISP): 362.3 ((M+H)") was obtained analogous to the
procedure described for Example 81 using 3-chloro-4-(4-chloro-phenoxy)-phenylamine

instead of 3-chloro-2-fluoroaniline in step a).

Example 140
(3H-Imidazol-4-ylmethyl)-isopropyl-[3-(2-methoxy-phenoxy)-phenyl]-amine
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WD 2008/ 046757 PCT/ EP2007/ 060666 -79- NH O C The
title conmpound, MS (ISP): 342.0 ((M+H)+*) was obt ai ned

W@r@Bogoss to the procedure described for ExabP@i/@PB#7/060666

usi ng 4-(4-ch|oro-phenoxy)-phgﬂy[anine i nst ead of

4-trifluoronmethoxyaniline in step a). 5 Exanple 153
[4- (2=Chl oro- phenoxy) - phenyl] -

(3H i g dazol -4-yl methyl ) -isopropyl-amne N_C NH
LN ~' C;L\ The title conpound, M5 (ISP): 342.1
(MrH) +*) was obt ai ned anal ogous to the 10 procedure

(

d | for Exanple 67 using

4- o- phenoxy) - phenyl ani ne i nstead of

4-1xi fluoronethoxyaniline in step a). 15 Exanple 154

&3-‘h (3H Inidazol-4-é%nethy#$+-isoprqpyl- am no]
paERg Fompeiady MSdEhaAat-4 (NN ©), wasgapsingdumpigos o the
pRIIPAHE QescMBed fo?@)xémﬁ%?éﬂls{r{%w@—f’h@ho&@—?h@% —%ggn lamine instead
anal ogous to the 20 procedure described fo a&%le
ef74-triflypgomethoxonilbeniasshenone i nst ead of 4-
trifluoronethoxyaniline in step a). WO 2008/ 046757
PCT/ EP2007/ 060666 -80 Exanple 155 N-

(1H | mi dazol - 4-yl met hyl ) - NixapipdniAl- benzene- 1, 4- di ami ne

(3-Benzyl-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine

Sl

A

The title compound, MS (ISP): 306.4 ((M+H)") was obtained analogous to the
procedure described for Example 67 using 3-benzylaniline instead of 4-
trifluoromethoxyaniline in step a).

Example 142
Biphenyl-3-yl-(3H-imidazol-4-ylmethyl)-isopropyl-amine

2 NH

A
OO

The title compound, MS (ISP): 292.4 ((M+H)") was obtained analogous to the
procedure described for Example 67 using 3-aminobiphenyl instead of 4-
trifluoromethoxyaniline in step a).

Example 143
(3H-Imidazol-4-ylmethyl)-(2-phenoxy-pyridin-4-yl)-amine



FNH HN NH The title conpound, M5 (ISP): 265.1
((MtH) +*) was obtained in conparable yield 5 anal ogous

W 0008l0é67pT ocedur e descri bed for Exanple 81.a) BGI/EB2007/060666
4- am nodi phenyl am ne i nstead %
3-chl or o- 2-f | uor oani | i ne. Exahg e 156
(4-BenzyL;%¥-phenyl) -ethyl- (I Himdazol-4-ylnethyl)
-am ne '\ H N O 10 The title conpound, M (I SP)
308.4 ((MtH) +*) was obtained in conparable yield

anal ogo's to the procedure described for Exanple 81
usi ng 4<bBenzyl oxyanili ne i nstead of
3-chl -fluoroaniline in step a). Exanple 157 {4-

[ 2- (4-Chl oro-phenyl) -ethyl] -phenyl}- -(I

Hi hzol -4-yl methyl) -isopropyl-amne NNH 4 N 15
The tYtle conmpound, M5 (ISP): 354.3 ((M-H) +*) was

Oht dilnecnpourch vl ab): 26%1 &M+ HanalvagbiEnédbintdoeparable yield
F@ﬁcedure descri

bed, f | 7 [ - .
ST U s g > e P BBy, I PP honere a1
dmirtel ih$teralr afMBetiokydiniel i ne in step a). 20 Exanple 158
4-B | - ph [)-(1Himd - 4-yl
S Gty 1)) sopt opyl - am ne- vio DAORIOMET 5
RCH-ERRRE-pherE S Hyridfhl 3-yN- (BH-inNd@zdD4-ylmethyl)-amine

The title compound, MS (ISP): 301.1; 303.0 ((M+H)") was obtained in comparable yield
10  analogous to the procedure described for Example 1 using 6-(4-chloro-phenoxy-pyridin-
3-yl-amine instead of N-ethylaniline.
Example 145
[6-(4-Chloro-phenoxy)-pyridin-3-yl]-ethyl-(3H-imidazol-4-ylmethyl)-amine

=\
S/NH

Y
S
g
O
I
15  The title compound, MS (ISP): 329.1; 331.1 ((M+H) ") was obtained analogous to the

procedure described for Example 81 using 6-(4-chloro-phenoxy-pyridin-3-yl-amine

instead of 3-chloro-2-fluoroaniline in step a).

Example 146
20  (3H-Imidazol-4-ylmethyl)-isopropyl-[4-(4-trifluoromethyl-phenoxy)-phenyl]-amine
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The title conpound, MS (ISP): 322.4 ((M+H)+*) was
obt ai ned in conparable yield analogous to the

w@e@smdirse descri bed for Exanple 67 using PCT/EP2007/060666

4- benzyl oxyani l i ne instead of 7
4-trifluoronethoxyaniline in ézeb a). 5 Exanple 159 N
(1H 1 m dazol -4-yl et hyl ) - N-i sopropyl - N-phenyl - benzene-
1,4-diagine NH N NH The title conmpound, M5 (ISP)
307.3 (( thf*) was obtained in conparable yield

anal ogous {to the procedure described for Exanple 67
usi ng 4- nodi phenyl am ne 10 instead of

4-triflu nmet hoxyaniline in step a). Exanple 160 1-

{4- [( | m dazol - 4-yl met hyl ) -isopropyl- am no]
- berm. pyrrolidin-2-one N\ NH NO\ / dNJ 15
ThertN t1 e conpound, MS (ISP): 313.4 ((MtH) +) was

tajned in c I j wal o s tp the
3P BUEE b ButER RSPk S0 LR R R ge Partfous o the
procddanmidawmribeh oy [Examplera7alsingi ¢ L2trdheromsthesd pbénoxy)-aniline
4-triflyoromet hoxyanil.j.ne in step a). Exanple 161 20
it o T B S phenyi } ot hyl - (TF+ 1 m da
zol - 4-yl met hyl ) - am ne WO 2008/ 046757 PCT/ EP2007/ 060666
-82- NN \ / \ The title%%ﬁggu M5 (I SP): 304.5

gk

((MtH) +*) was obtained in le yield anal ogous

{3H 1 ed 26 DL gttty laspiroiad 4 omdthatppleendiy Uphdigl | dmine
[ 2- (4-chlLoro-phenyl)- ethyl] -phenylam ne instead of
3-chlorQ-2:fluoroaniline in step a). 5

A

.

o
\O

The title compound, MS (ISP): 338.5 ((M+H) ") was obtained analogous to the
procedure described for Example 67 using 4-(4-methoxy-phenoxy)-aniline instead of 4-
trifluoromethoxyaniline in step a).
Example 148
(3H-Imidazol-4-ylmethyl)-isopropyl-[4-(2-methoxy-phenoxy)-phenyl]-amine
\=\NH
A
?

CET
The title compound, MS (ISP): 338.4 ((M+H)") was obtained analogous to the
procedure described for Example 67 using 4-(2-methoxy-phenoxy)-aniline instead of 4-
trifluoromethoxyaniline in step a).

Example 149
[3-(4-Chloro-phenoxy)-phenyl]-(3H-imidazol-4-ylmethyl)-isopropyl-amine
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Exanpl e 162 1- {4- [Ethyl-
(1Hi m dazol - 4-yl et hyl ) - am no]

WO b@apyd7d7 pyrrolidin-2-one N\ NH N O [~N HOEEPI001/@60666

compound, M5 (ISP): 299.4 ((MtH) +*) was obtained in

conparabl e yiel d 10 anal ogous t0 the procedure

descri bed for Exanple 81 using 1-(4-am no-benzyl)-

pyrrollﬁfh 2-one instead of 3-chloro-2-fluoroaniline

in stepy Y” 15 Exanpl e 163

(1H 1 m daz -4 yl met hyl') -i sopropyl -

4 pyrld -4-yl met hyl -phenyl)-amne N NH NN\ 20
I onpound, Ms (ISP): 307.3 ((M+H) +*) was

conparabl e yield analogous to the
procedure descri bed for Exanple 67 using

Th@ﬁﬂé %Iﬁpcﬂudﬂ P}m hgP): 3phewi-an h)ewzisrb‘btteﬁﬁéii zﬁfal(} gous to the

ok r(%psggor olgee%%gx Xgrrl]llg qun)eggiﬁ% 3S %ﬂor,q ]Rhe O%ﬁr?q?glggzad of 4-
{rifttrdr Gine@eRFardling ifBiepu).) - N - phenyl benzene- 1, 4- di ani ne
NH ,N 5 The title conpound (1SP): 321.1 ((N%FD+)

was obtained in conparablé59P51%155nalogous to the
PIIRG RSN B1- @-@fﬁﬁéthWQSJp@ﬁpy&&@-‘ﬁﬂkﬁylﬁi‘lfaﬂ?] PRenyl)-amine

4- am nodi phényl am ne " instead

3- chIor6Wg fluoroaniline in step a). Exanple 165 10
[3-Chl o - (2-chl or o- phenoxy) - phenyl ] - (1Hi mi dazol -
yl met hyl opr opyl - am ne

o
The title compound, MS (ISP): 324.5 ((M+H) ") was obtained analogous to the
procedure described for Example 67 using 4-phenylsulfanyl-phenylamine instead of 4-
trifluoromethoxyaniline in step a).

Example 151
[4-(3,4-Dichloro-phenoxy)-phenyl]-(3H-imidazol-4-ylmethyl)-isopropyl-amine

N=—
xn o NH

Jos

Cl

The title compound, MS (ISP): 376.2; 378.1 ((M+H)") was obtained analogous to the
procedure described for Example 67 using 4-(3,4-dichloro-phenoxy)-phenylamine

instead of 4-trifluoromethoxyaniline in step a).

Example 152
[4-(4-Chloro-phenoxy)-phenyl]-(3H-imidazol-4-ylmethyl)-isopropyl-amine
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~NH1dCd OThetitle conpound, M5 (ISP): 376.4
((MtH) +*) was obtai ned in conparable yield anal ogous

W e0o8loes7pT ocedur e descri bed for Exanpl e 67 usiPQI/EP2007/060666

3-chl oro-4-(2-chl oro- phenoxy)-&henylanine i nstead of
4-trifluoronethoxyaniline in ézeb a). 15 Exanple 166

[ 3- Chl of.0-4- (2-chl oro-phenoxy) - phenyl] -ethyl -
(1I—|—irri1f;1\mol-4-yl methyl)-amne NHNC O 20 W
2008/ 046[/57| PCT/ EP2007/ 060666 -84 The title conpound,
M5 (I SP) ™y .4 ((MtH) +*) was obtai ned in conparabl e
yield a ogous to the procedure described for

Exanpl e sing 3-chl oro-4-(2-chl oro-

phenoxy) -Jhenyl am ne i nstead of

3-chl -2-fluoroaniline in step a). 5 Exanple 167 C
{4- [/@ I m dazol - 4-yl net hyl ) -i sopropyl - am no]

- phényT} - N- et hyl - et hanesul fonamide N NH N -NH The
The tigte canpeuid MOMBSK): $P).0 (2BH]" X Wadhdtaitigd mmasogobs wi thed

in c rabl e,yield 0_anal ogous .to the procedure. .
hsE TR abrbr (o dpmatea7 e e s e pra i Npe instead of
neiifiybrometiapesiihé onaep de | nst ead of
4-trifluoromethoxyaniline in step a). Exanple 168 C

{4- [Ethyl- (1H i m dazol -4-yl methyl)-am no]

- phenyl } - N- et hyl - net haneskidabpdérssde N

[4-(2-Chloro-phenoxy)-phenyl]-(3H-imidazol-4-ylmethyl)-isopropyl-amine
M\
QR

O
L
The title compound, MS (ISP): 342.1 ((M+H)") was obtained analogous to the

procedure described for Example 67 using 4-(2-chloro-phenoxy)-phenylamine instead of

4-trifluoromethoxyaniline in step a).

Example 154
{3-[(3H-Imidazol-4-ylmethyl)-isopropyl-amino]-phenyl}-phenyl-methanol

2 oNH

A

OH

The title compound, MS (ISP): 322.4 ((M+H)") was obtained analogous to the
procedure described for Example 67 using 3-amino-benzophenone instead of 4-

trifluoromethoxyaniline in step a).
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N O\ / Op -NH 15 The title conpound, M (ISP):
309.5 ((M+H) +*) was obtained in conparable yield

w@raBogoss to the procedure described for ExanpCEEBD07/060666

usi ng C (4-am no-phenyl)-N n]a% yl - met hanesul f onam de
i nstead of 3-chloro-2-fluoroanffine in step a). 20
Exanpl e 169 [ 3-Chl oro-4- ( ri efﬁjsn' 2-yl oxy) - phenyl ] -
(1H i m dazol -4-yl met hyl ) -i soprpopy -am ne WO
ROQS1-0d G141 - LA ERA DOV /pheDda@nzerR5h4-Nidamihel N CN N
The titl g_conpound, MS (ISP): 344.3 ((M+tH) +*) was
obt ai nedyi @ conparabl e yi el d anal ogous to the
procedur el descri bed for Exanple 67 using
3-chlor®-4-(2- pyrimdinyl oxy)phenyl am ne instead of
4-trifl onmet hoxyaniline in step a). 5 Exanple 170
(3-Bro 4-f | uoro- phenyl)-(3H i m dazol -4-yl nmethyl)-iso
propyl-amne NNH NBr F The title conpound, M
(1 8311. 9; 314.0 ((M+H)+*) was obt ai ned anal ogous
to thé 10 procedure described for Exanple 67 using
BhbtideorApdurdo MBOSP): D65.1 (- B Pkasbbtained in comparable yield
grrle{l(f)éolljlcs) tot etpqgg(e)éapel c\elscgﬁ)ehl}ors ]Exea%lpgllg 81.a) using 4-aminodiphenylamine
instead of 3-chloro-2-fluoroaniline.

Example 156

(4-Benzyloxy-phenyl)-ethyl-(1H-imidazol-4-ylmethyl)-amine

b

NH

ad”’

The title compound, MS (ISP): 308.4 ((M+H)") was obtained in comparable yield

analogous to the procedure described for Example 81 using 4-benzyloxyaniline instead of

3-chloro-2-fluoroaniline in step a).
Example 157
{4-[2-(4-Chloro-phenyl)-ethyl]-phenyl}-(1H-imidazol-4-ylmethyl)-isopropyl-amine

| \( \ ?H
The title compound, MS (ISP): 354.3 ((M+H)") was obtained in comparable yield

analogous to the procedure described for Example 67 using 4-[2-(4-chloro-phenyl)-

ethyl]-phenylamine instead of 4-trifluoromethoxyaniline in step a).

Example 158
(4-Benzyloxy-phenyl)-(1H-imidazol-4-ylmethyl)-isopropyl-amine



Exanple 171 (3H 1 m dazol -4-yl met hyl)-i sopropyl -
(3-pyrimdin-5-yl-phenyl)-anmine NH "~N N N 15 The

Wo ptse4@sTpound, M5 (I SP): 294.2 ((MrH) +*) wasPODERINBE0666
anal ogous to the procedure deg r| bed for Exanple 67
usi ng 3-pyrim din-5-yl -phenyl -am ne i nstead of
4-trifluoronethoxyaniline in step a). Exanple 172

(4- Benzyl pmenyl ) -
(1Himd M-yl met hyl ) -i sopropyl - am ne WO
2008/ 046 /| EP2007/ 060666 -86- N\ NH N & 0 The

ound M5 (ISP): 306.5 ((MH) +*) was obt ai ned
‘Q‘ abI e yield analogous to the procedure
des bed for Exanple 67 using 4-benzylaniline instead
of 4-trifluoromethoxyaniline in step a). 5 Exanple

ig mlég&%f&ﬁct P&ﬁ% }22 AEWEH) N Yasghtaippdyincpmpaable yield

hdl bgdue oorpreprcced vz debSMed f@ORxath(l¢ SMtdirtd 4-beasyl odyhi@linethstead of

bl e vij.eld anal ogous to the procedure
éggﬁ}lﬁ%g& O&Va'éhg?r’ﬁlséep@?‘ usi ng 4- benzyl ani | i ne inst ead
5 of 3- 10 chloro- 2 fl uoroarﬁﬁahﬁﬂeifﬁ) step a). Exanple

& mﬁazgi]—zgglz h)ﬁ)‘%-lsopro){)y?—N(—l% e% AN Xzyng nchlal)nin%m ne

xn - NH

The title compound, MS (ISP): 307.3 ((M+H) ") was obtained in comparable yield

analogous to the procedure described for Example 67 using 4-aminodiphenylamine

10 instead of 4-trifluoromethoxyaniline in step a).

Example 160
1-{4-[(1H-Imidazol-4-ylmethyl)-isopropyl-amino]-benzyl}-pyrrolidin-2-one

~ 2
e

15 The title compound, MS (ISP): 313.4 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 67 using 1-(4-amino-benzyl)-

pyrrolidin-2-one instead of 4-trifluoromethoxyaniline in step a).

Example 161
20 {4-[2-(4-Chloro-phenyl)-ethyl]-phenyl}-ethyl-(1H-imidazol-4-ylmethyl)-amine
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NH cO The title conmpound, M5 (ISP): 266.1 ((MtH)+*)
was obtai ned in conparable yield 15 anal ogous to the

w@e@smdirse descri bed for Exanple 63 using PCT/EP2007/060666

3-phenoxy-aniline instead of _¢smethoxyaniline.
Exanpl e 175

(3H I m dazol - 4-yl nmet hyl ) - net hyl - ( 3- phenoxy- phenyl ) - am
ne NH N WQ 2008/ 046757 PCT/ EP2007/ 060666 -87 The

i found, M5 (1SP): 280.5 ((MrH)+*) was obt ai ned
to the procedure descri bed for Exanple 81
3\ phenoxyani | i ne i nstead of 3-chl oro-2-

ghiline in step a) and formal dehyde i nstead of
acet al dehyde in step b). 5 Exanple 176
(3- Benzyl oxy- phen (3H i m dazol - 4-yl nmet hyl ) - am ne

Kbt Nk c@apairal, MY I§P)c é%@ (dr+ HVD W4s3PYain@BD. c@mparable yield
ML) 95,0000 QEChiD SOEBAGAOELIAEL T 18106
gthlé rphy hdamirgerin$teatieofi ndtlewd2-fluoraahil e e stapriyani | i ne.
Exampl e 177

(3H I m dazol - 4-yl met hyl ) - ( 3- met hoxy- phenyl ) -am ne NH
NH O The title conpound, qungﬁaazzo4 1 ((N%FD+*) was

p?% jtg‘w? g@ elrsné lazg lrf bltmetX mng] %%‘%ﬁg %0 Uttt one

3- nethoxy anlllne i nst ead of 2- nethoxyanlllne
Exanpl e 148Y[ 3- Chl oro-4- (pyridin-4-yl oxy)-phenyl] -
(1H i mi Yazot" 4-yl et hyl ) - i sopr opyl - ani ne

£

The title compound, MS (ISP): 299.4 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 81 using 1-(4-amino-benzyl)-

pyrrolidin-2-one instead of 3-chloro-2-fluoroaniline in step a).

Example 163
(1H-Imidazol-4-ylmethyl)-isopropyl-(4-pyridin-4-ylmethyl-phenyl)-amine

~ £

W\
The title compound, MS (ISP): 307.3 ((M+H) ") was obtained in comparable yield
analogous to the procedure described for Example 67 using 4-pyridin-4-ylmethyl-

phenylamine instead of 4-trifluoromethoxyaniline in step a).
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N\ NH N NO og 20 The title conpound, M5 (I1SP): 343.0
((MtH) +*) was obtai ned in conparable yield anal ogous

W e0o8loes7pT ocedur e descri bed for Exanpl e 67 usiPQI/EP2007/060666

3-chl oro-4-(pyridin-4- yloxy)- g?enylan1ne i nst ead of
4-trifluoronethoxyaniline in step a). WO 2008/ 046757
PCT/ EP2007/ 060666 -88 Exanple 179

(3- Chl oro-5-fl uoro-phenyl) -

(1Hi m dazol -4-yl met hyl ) - didanple Nd4=\ NH NH Cl F 5

58 bl B TRy M Potil by el e

yield a ogous to the procedure described for Exanple
63 usingY'3-chl oro-5-fluoro-aniline instead of

2- met hoxyani | i ne. Exanple 180 10

(3, 4-Di l .uor o- phenyl ) -(1H i m dazol - 4-yl net hyl ) - am ne
NN\ NHU_DH F F To a solution of 3,4-difluoroaniline
(0.60_g,} 4.65 nmmol) in 1, 2-dichloroethane (5 M) were
adde!l?iﬂornylinidazole (0.67 g, 6.97 nmmol ), sodium
tria oxyborohydride (1.97 g, 9.29 mmol) and acetic

@ﬁé gilé @orﬁféolm(a) MsT(rEP)r eact ((M+H‘)’X)Ne|z{s%b\fﬁ§%c§ﬁql dobhffdrMle \ld

for 4 he reaction m xtur

@eﬂllw F%tf@@rpwdefécr%é fomigxampds @liesingd-2plinediplgpylamine

U3teRd of 31cRRRo-OM QIPBLABRERNYep (a?()' umm: | solute Flash- NH2
(Separtis); eluent: rmethanol /dichl oronet hane

gradient) to yield an off-white solid (284 ng, 29%;
Ms (1SP): 210.1 ((MtH) +' )Example 165

[3-Chloro-4-(2-chloro-phenoxy)-phenyl]-(1H-imidazol-4-ylmethyl)-isopropyl-amine

2 NH

A,

e

The title compound, MS (ISP): 376.4 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 67 using 3-chloro-4-(2-chloro-

phenoxy)-phenylamine instead of 4-trifluoromethoxyaniline in step a).

Example 166
[3-Chloro-4-(2-chloro-phenoxy)-phenyl]-ethyl-(1H-imidazol-4-ylmethyl)-amine

Y
Q. NH
s

N

c
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Exanpl e 181 20
(4- Brono- 3-fl uoro-phenyl)-(1H i m dazol - 4-yl net hyl ) -am

woeooshis7s7 NH NH F Br WO 2008/ 046757 PCT/ EP20RCT/8B6E@60666

-89 The title conpound, M (I g 272.1 ([81Br MtH +),
270.1 ([79Br M+H +), was obtafhed i n conparabl e

el AT ERLRLS OS8RSR ASEIHS € HESBLLREH' Sl BRI}

[1ne nS
8nadeglhu& Itmtjre@ramdhremkescrﬂaeﬁian'@ﬁampie&l {i8ng pehloyd-4-(2-chloro-

gﬁ n?'héangl i %}(’B (}1]? 51°]luctrt>%mfu?é il 9. 9- phenyl |

1, 3] Di oxol an-2-yl -2, 4-difl uoro phenyl am no) -nethyl]-im
i dazol e-1-sul fonic acid met h ide. 10 To a
stirred sol ution of déam lé’i(’a;m

G- {41 BfidindddobA-y2mythyD;idodo pylumiine pprenyllaNt methyD. 41 g,

1.94 |) in methanol (10 m) was added
Hl-egli?ﬁi}%ﬁlﬁ{“é‘g"zo| e-1-sul fonic acid dinethyl anide
(0. 46 g, 224 mmol ) and the m xture was heatde at 60 C

for Ster cooling to roomtenperature sodium
borohy N(O 39 g, 10.3 mmol ) was added and the

xtu stirred at roomtenperature for 2 h. The
’was concentrated in vacuo and 15 the residue
gurified by flash chromat ography (colum: Isolute
F’r”ash NH2 (Separtis); eluent: ethyl

et R el eb SIS, 25¢) R Vel et
5ne{1<6§m[s fo ﬁﬂe@r@é@@h&fﬁe&r)fdedZoﬂEﬁlrﬁﬂlél@I @sipEnl ainB Qe AHY-N-

g%:fl{yll Iélgtlg%}zeglfl Oéllarmé c! 1fngtgellc;[: of 42 tri u(i)lr(()jmgtlhg%tfarr]l1ll1n%rpn (gt%p a-)ro a

5-[(3-[1, 3] di oxol an-2-yl - 2, 4-di f | uor o- phenyl am no) - net
hyl]- i m dazol e-1-sul fonic acuil di methyl am de (0.60 g,
1.53 mol) in methanol (2d%3MPES

C-{4-[Ethyl-(1H-imidazol-4-ylmethyl)-amino]- phenyl}—N—methyl—methanesulfonamide

-

ol C
QS
/

—NH

The title compound, MS (ISP): 309.5 ((M+H) ") was obtained in comparable yield
analogous to the procedure described for Example 81 using C-(4-amino-phenyl)-N-

methyl-methanesulfonamide instead of 3-chloro-2-fluoroaniline in step a).

Example 169
[3-Chloro-4-(pyrimidin-2-yloxy)-phenyl]-(1H-imidazol-4-ylmethyl)-isopropyl-amine



10

15

added acet al dehyde (0.43 nml, 7.61 mmol), zinc chloride
(6.13 mmol ) and sodi um cyanoborohydride (0.29 g, 4.60

woneBp4@std t he m xture was heated at 40 C for RGI/EP20011@60666

25 m xture was then concentratg? in vacuo and the
residue taken up in ethyl acetate and washed with
saturated aq. ammoni um chl oride solution. The | ayers
were separaggd and the aqueous phase was back
extracLeg thce with ethyl acetate. The conbi ned
organi c ases were washed sequentially with water
and MA saturated brine, then dried over nagensium
and concentrated in vacuo. The residue was
Qe by flash 30 chromatography (colum: Isolute
Flash NH2 (Separtis); eluent: ethyl W 2008/ 046757

B Yhcrarndouoh v a0y LT AL R R R ingh BT vea

fhaSbPous teHhé. p30<(eﬁM‘ld-d)e$cr)bed(f¢r E)&m[{lébﬁﬂsmg 3-chloro-4-(2-
Di difl
i R gl SN el tns ingter o

sol ution of

5-1(3-[1, 3] di oxol an- 2-yl - 534 di. f| yor o- phenyl am no) - net

hyl]- imidazol e-I-sul foni ¢*281PF Wlvet hyl ani de (0.53 g,

3-Bromsal fludrb- Iih@hﬂaﬂ(ly[dflﬁﬁdﬁzal’m(yhﬁetﬂtrl)) 1sd¢\ﬁ6p)ﬂlilﬂﬁﬂe a4 N

sol utign of hydrogen chloride in dioxane (3.87

15.5 ngo},) and the nixture was stirred at room

erature for 24 h. The m xture was then

concentrated in vacuo and the residue taken up in

di chlL.exonet hane/ net hanol (95:5) and washed with 1 10 N
sodium hydroxide solution. The layers were

separAted and the aqueous phase was back extract ed

@Wﬁﬂﬁ‘ﬁgﬂ%gﬁ’%ﬁ W@ﬁeéﬂ@@%?@t(@gﬁbd Rt Rhcainf] patlagpus to the

prdcadure dbeAbed foe Example aTAGRIZS- blmm?(uhffﬁioeoﬂllﬂdle instead of 4-
g} entr&ged .0 vacuo. K The residue was purified by

SREOdYEdBRSP kol um:  1'sol ute Fl ash- NH2
(Separtis); eluent: nethamahthl€iniior onet hane gradi ent)

gﬁfb)f éa(zR,E 1ﬁm§tﬁy]3)li‘sr(£§ggy g rlr)]yn‘%l%gln@yl pgg{?yl) al\n/%n(eI SP) -

[ Ethyl - (B+ki m dazol - 4-yl net hyl)-am no |
-2,6-dif ro- benzal dehyde. To a stirred sol ution of
(3-[1, 3] di oxol an-2-yl -2, 4-di f | uor o- phenyl ) -et hyl - (3H

m dazol -\ 4-yl methyl)-amne (0.22 g, 0.70 mmol ) in

tetrah furan (5 mM) was added a 3 N 20 aqueous

[ f hydrochloric acid (0.93 m, 2.79 mmol) and

nf xture was stirred at roomtenperature for 48 h.

i Xxture was then concentrated in vacuo and the
TB@tlﬂé«I@orh?&ﬁﬂi MBS (I8P RO D (@geHat )ew@ruﬂ)ta&ﬁe&mﬁldgohbmhhu
odlun1EgPrOX|de olution. The lad& %VMﬁ

E’@?ﬁs dgcH f(ﬁ@%laa SULIspsaseyimeing Aol rhgr Yl p@pigginstead of
ﬁWhﬂﬁoﬁﬁﬁ&hd%Mﬂﬁhneﬁg@ﬁﬁbe. The conbi ned organi c phases

were washed with saturated brine, then dried over
Example 172

(4-Benzyl-phenyl)-(1H-imidazol-4-ylmethyl)-isopropyl-amine
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25 magensi um sul fate and concentrated in vacuo. The
residue was purified by flash chromatography (col um:

WO s@B0IE@5F|l ash- NH2 (Separtis); eluent: PCT/EP2007/060666

met hanol / di chl or onet hane gradj%gg) to yield a yell ow
gum (111 ny, 48%; Ms (I SP): 6.0 ((MtH)+'). 30 e)
{3 [ Et hyl - (3H i m dazol - 4-yl net hyl ) - am no

-2, 6- dlfluono phenyl ] -methanol. To a stirred
solutl 3 [ethyl (3H i m dazol - 4-yl met hyl ) - am no
| -2, 6-di fi-woro- benzal dehyde (0.10 g, 0.39 mml) in
netha (3 n1) was added sodi um borohydride (0.06 g,
1 ) and the m xture was stirred at room
t ature for 5 h. The mxture was concentrated in
vacuo and the residue was purified by flash

?E%?ﬂ%&g %}%PM@O%%Q@QES% 28124 gl?f?)g%arab?e yield

ﬂiﬁﬁldﬁ@m@ lkd dieqiﬂb@ﬂﬁfmlebaﬂﬁdgmaﬁhaﬁqﬂé 61 @smg/ﬂ%kdzﬁamhw instead of
urles (.604 76%; Ms (1SP): 268.
OnR o e

(3 Bronn 4- quoro phenyl ) -Kx@hpléridazol - 4-yl met hyl ) - am

DB phabi - wob G- st TR | vas

obtained in conparable yield anal ogous to the
procedur e cribed for Exanple 180 using 3-
brono- 4= | uyswe-aniline instead of
3,4-difl o-aniline. 10 Exanple 184
k| Upr omet hoxy- phenyl ) -
aazol-4-ylnethyl)-anine \ NHNH ~OLF 11, The
e conmpound, M5 (ISP): 240.1 ([ MtH +*), was
obtai ned in conparable yield 15 anal ogous to the
Wﬁ@ﬁﬁg%ﬁp&ﬁﬁﬁ MPEgpy: 092, E(((WH? Brdasbitdifled in comparable yield

|quoronethoxy) -ani line_ 1nstead of
Qn Bsinre¢sduie described for Example 81 using 4-benzylaniline instead of 3-

chloro-2- ﬂuoroaniline in step a).
Example 174
(3H-Imidazol-4-ylmethyl)-(3-phenoxy-phenyl)-amine

&E\
. NH

NH

s¥e

(@)

The title compound, MS (ISP): 266.1 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 63 using 3-phenoxy-aniline instead of
2-methoxyaniline.

Example 175
(3H-Imidazol-4-ylmethyl)-methyl-(3-phenoxy-phenyl)-amine

&E\
o NH
-~

N

Q.0
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Exanpl e 185 (4-Fl uoro- 3- met hoxy- phenyl) -
(3Himdazol -4-ylnmethyl)-amne N\ NH NH \ | O F

wWQooslhes767t | e compound, MS (I SP): 222.1 ([ MtH] RE¢Y/EP28%060666

obtained in conparable yield analogous to the
procedure descri bed for Exanplé€ 63 using

AT MY S———
PotedR2 ﬂ@@hﬁ&@ﬁﬁ ExamPR 81 using 3-phenoxyaniline instead of 3-chloro-2-
§(|)'}'o|ﬁ%1 I{dlg fi0 ltew)yae% I.%{elllzieﬁy%e 1nst[eaa)§)¥ aPeteﬁ(ﬁ]é{lyhe ﬂlesttply i)) am

(3H I m dazol - 4-yl met hyl ) - ( 3- met hoxy- phenyl )-am ne To a
solution of manisidine ( 9%ang1 768 12 mol) in

met hanol (25 ml) was adde %orrTyI I m dazol e (0. 86
G3-BénAbxymblenyl) ABHemiddzol-diyhgethigh-amixt ur e over ni ght at
rQom tenperature sodi um borohydride (0.46 g, 12.2

[\)y was added. The reaction mxture was then
coficentrated in vacuo. The residue was purified using
fl chromat ography (colum: Isolute Flash-NH2 from

Sepit is; eluent: nmethanol/dichloronethane 9:1) to

yi a white solid (1.34 g, 18 %9; M5 (ISP): 204.1

([ ). b)
(3H1m da 4-yl met hyl ) - ( 3- met hoxy- phenyl ) - net hyl -

{EE aﬁ%%%ﬁ”ﬁr%i%éﬁ% %? @gé& ﬂvg%shq lggﬂ%%ﬁpﬂrﬁe yield

fd30oddlul to thegiRodeanremd cdeied ol Brabh 1166 3Misin®3-B6n ran:ﬂYr%)mstead
a ueoqLé1230 sol ytion) and sodi um cyanobor ohydri de (

Xfaifnewer e added and 15 the reaction mxture
vvas allowed to stir at I OCBRabfIPEr7AL Ur e for 10
m nutes. The reaction mxture was then acidified to

bl Jondagel-dny bpethele-(Aaestheanplmnyboeiast r at ed

The title compound, MS (ISP): 204.1 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 63 using 3-methoxy-aniline instead of
2-methoxyaniline.

Example 178
[3-Chloro-4-(pyridin-4-yloxy)-phenyl]-(1H-imidazol-4-ylmethyl)-isopropyl-amine

—~ 5
A5

The title compound, MS (ISP): 343.0 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 67 using 3-chloro-4-(pyridin-4-

yloxy)-phenylamine instead of 4-trifluoromethoxyaniline in step a).
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hydrochl ori c aci d whereupon precipitati on occurred.
The m xture was stirred for a further 1 h at room

w0 esoposEsur e bef ore being concentrated i n vacupCT/EPm®07/060666

residue was taken up in ethyl acetate, washed with 1
M aqueous sodi um hydr oxi de sol% ion and the 20 organic
| ayer was dried over nagnesium sul fate and
concentrated in vacuo. The residue was purified using
flash chronatography (col uimamplstiout e Fl ash- NH2 from

nt hanel / di.chl or 0 thane gr adi ent)
PECloep & Dudimitvenda T Fotebg ek hEmRe” &) 5n)'
2 873 ([ MtH +). Exanple 187 25
NH1 dazol - 4-yl met hyl ) -isopropyl - [4-
(2 pyridin-4-yl-ethyl)-phenyl] -amne P \NNH CN
WO 2008/ 046757 PCT/ EP2007/ 060666 -93 The title
co psund, M5 (ISP): 321.1 ((M+H)+*) was obtained in
co abI e yield analogous to the procedure descri bed
EXappl e 67 using 4-(2-pyridin-4-yl- ethyl)
i B o a8 bodt el ML PR BE VARG T s
6Btk @(ﬁﬁbat‘éfbl)é ly{éﬁi AHalo u§ & R PREEN aRRREY bEd mm@mgle 63 using
The title conpound, M5 (ISP):

é@hlo{oﬁtﬁ}ﬂ%})ﬁn}h%%“%lt in@gthoxyyisar abl e yi el d
anal ogous to the procedure descri bed for Exanple 81
usi ng 3-phenoxyaniline instead of 10

3-chl oro-2-fl uoroaniline 8180 Exanpl e 189

331-Difils1er XW: %85%'1)4 Imethyl
Eé |1m dazﬁg{‘éﬁzbig rrelt hyl ) Ym;;tl -Ya)rfa:nr111éle NHF L Ot, F

;éqtltle conpound, MS (ISP): 254.3 ((MH) +*) was
obt & ned anal ogous to the

NH

ge

£
To a solution of 3,4-difluoroaniline (0.60 g, 4.65 mmol) in 1,2-dichloroethane (5 ml)
were added 4-formylimidazole (0.67 g, 6.97 mmol), sodium triacetoxyborohydride (1.97
g, 9.29 mmol) and acetic acid (0.05 ml). The reaction mixture was stirred at 50 °C for 4 h.
The reaction mixture was then concentrated in vacuo and the residue was purified using
flash chromatography (column: Isolute” Flash-NH, (Separtis); eluent:
methanol/dichloromethane gradient) to yield an off-white solid (284 mg, 29%); MS
(ISP): 210.1 (M+H)*).

Example 181
(4-Bromo-3-fluoro-phenyl)-(1H-imidazol-4-ylmethyl)-amine

N=\
&[NH

NH

Br



10

15

20

25

30

15 procedure described for Exanple 186 using
3-(di fluoronethoxy)aniline instead of manisidine in

W@ e@p/0#y757 Exanpl e 190 (3- Benzyl oxy- phenyl)-  PCT/EP2007/060666

(3H i m dazol - 4-yl met hyl ) - net hy;i9 amne //N ~NH 20 The
title conpound, MS (ISP) 294.7 ((M+H) +) was obt ai ned

Bb0 e f 1 .
PO Bah 0t BB B REE SRS 0o Er B TELP) BB obsine
31 c&mnlai)fablExlahlpinalogéﬂs to(the Ptagedure Sesvaibbioy Fghmplel 180 using 4-

i mdazol - 4- yl. met ne WO 2008/ 046757
&‘%@‘E@ﬁb’#&&@‘é‘éé‘%&g f)jﬁlr—?ﬂgml:%%e ‘title compound,
M5 (ISP): 236.1 ((MtH) +*) vvas obt ai ned anal ogous to
the procedure described f | e 186 using
4-f| uoro- 3- net hoxyani |l i ne i rﬁln{ea of manisidine in
£3- Hrhgl) (3 Hirkidangi eyl phyl (- 3mBer) 2y6- diflrophi@hyi yl} - et hayilot
(3HLm dazol -4-yl nethyl) -amne N==\ NH N* N~ The
tit _\monpound M5 (ISP): 308.4 ([ MtH] +*) was obt ai ned
in cdnparable yield analogous to the procedure
désefi bed for Exanple 81 using 3-benzyl oxyaniline
[ ad of 10 3-chloro-2-fluoroaniline in step a).
pl e 193 Et hyl - (3H i m dazol - 4-yl net hyl ) -
etihoxy- phenyl )-am ne N NH

F OH

a) 5-[(3-[1,3]Dioxolan-2-vl-2,4-difluoro-phenylamino)-methyl|-imidazole-1-sulfonic

acid dimethylamide.

To a stirred solution of 3-[1,3]dioxolan-2-yl-2,4-difluoro-phenylamine (0.41 g, 1.94
mmol) in methanol (10 ml) was added 4-formyl-imidazole-1-sulfonic acid
dimethylamide (0.46 g, 2.24 mmol) and the mixture was heatde at 60 °C for 18 h. After
cooling to room temperature sodium borohydride (0.39 g, 10.3 mmol) was added and the
mixture stirred at room temperature for 2 h. The mixture was concentrated in vacuo and
the residue was purified by flash chromatography (column: Isolute” Flash-NH, (Separtis);
eluent: ethyl acetate/cyclohexane gradient) to yield a light brown gum (604 mg, 76%); MS
(ISP): 389.1 (M+H)™).

b) 5-[(3-[1,3]Dioxolan-2-yl-2,4-difluoro-phenylamino)-methyl]-imidazole-1-sulfonic

acid dimethylamide.

To a stirred solution of 5-[(3-[1,3]dioxolan-2-yl-2,4-difluoro-phenylamino)-methyl]-
imidazole-1-sulfonic acid dimethylamide (0.60 g, 1.53 mmol) in methanol (20 ml) were
added acetaldehyde (0.43 ml, 7.61 mmol), zinc chloride (6.13 mmol) and sodium
cyanoborohydride (0.29 g, 4.60 mmol) and the mixture was heated at 40 °C for 18 h. The
mixture was then concentrated in vacuo and the residue taken up in ethyl acetate and
washed with saturated aq. ammonium chloride solution. The layers were separated and
the aqueous phase was back extracted twice with ethyl acetate. The combined organic
phases were washed sequentially with water and with saturated brine, then dried over
magensium sulfate and concentrated in vacuo. The residue was purified by flash

chromatography (column: Isolute” Flash-NH, (Separtis); eluent: ethyl
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N --~ 60 The title conpound, M5 (ISP): 232.1 ([ MH +*)
was obtai ned in conparable yield 15 anal ogous to the

w@e@smdirse descri bed for Exanple 81 using PCT/EP2007/060666

3- met hoxyani | i ne instead of 9é:hloro 2-fluoroaniline
in step a). Exanple 194 Ethyl -

%c\f&té/gfcgpqle%lpfér 1%:(1¥t{) rt)(p? ?Maa) nc]o}]oeurkﬁﬁ Vé?fBg? (61}l %57”§_}ng, 849%); MS (ISP):
ETH3E@Q€HYWO60666 -95 NH F The title compound, M

(I1SP): 250.1 ([ M+H +*) was obtai ned in conparabl e

yield analogous to the procedure described for
E)X(é‘ﬁfdl,.’dDailxolasni I‘rml 2.4tdiflgoro- tﬂrermlﬁ tethyy-adii Hiridazol-isteeat ylofamine.
?g as 1¥r|e(? 8(}218][;}% ?&I Ll éﬂg o)xola ﬁ—f l d1f?uoro pﬁ@nﬁar%%%)—methyl] -
(rﬁllda:t(m dia;ntfbmé-ayﬂdnhmh&ﬂyl)anadﬁ 60853 2V niidol) Ni tettahfrdrofuran (10 ml)
zvﬁm eé,@)éﬁ\l T&%tltgllt*l tglf ﬁycfgoé%)l (:gl(i;oriderlrél Blgdxang %’1 %6 m] ﬁ P Omr(_rjlgg and the
traxtuheewprsoicred ut H)oﬁilem’(pebﬂdreffor ZAEhdﬁ‘pzl IBlX&iI‘C Sk ﬁg:n&oncentrated in

%ac:%t% lrlrlilc? gh%grg%@%xt%o al}ﬁl]? 1(?hlﬁ%0rl]1t§gt§anef metll:;)% ?T'F;PS 5)_@%1 Y%ghed with 1
Natd: sadisazgtrokidd sﬂhiti’myll Thé bopgrs opyd sepBated ane theydqupd ysgrhiase was
I n-4-

PSR TR B oMy o) O i

phaseowprarnabhel witlesadurated brine, then dried over magensium sulfate and

concentrated in vacuo. The residue was purified by flash chromatography (column:
Isolute” Flash-NH, (Separtis); eluent: methanol/dichloromethane gradient) to yield a
colourless gum (225 mg, 57%); MS (ISP): 310.3 ((M+H) ™).

d) 3-[Ethvl-(3H-imidazol-4-ylmethyl)-amino]-2,6-difluoro-benzaldehvde.
To a stirred solution of (3-[1,3]dioxolan-2-yl-2,4-difluoro-phenyl)-ethyl-(3H-imidazol-

4-ylmethyl)-amine (0.22 g, 0.70 mmol) in tetrahydrofuran (5 ml) was added a3 N
aqueous solution of hydrochloric acid (0.93 ml, 2.79 mmol) and the mixture was stirred
at room temperature for 48 h. The mixture was then concentrated in vacuo and the
residue taken up in ethyl acetate and washed with 1 N aq. sodium hydroxide solution.
The layers were separated and the aqueous phase was back extracted twice with ethyl
acetate. The combined organic phases were washed with saturated brine, then dried over
magensium sulfate and concentrated in vacuo. The residue was purified by flash
chromatography (column: Isolute” Flash-NH, (Separtis); eluent:
methanol/dichloromethane gradient) to yield a yellow gum (111 mg, 48%); MS (ISP):
266.0 (M+H)™).

e) {3-[Ethvl-(3H-imidazol-4-ylmethyl)-amino]-2,6-difluoro-phenyl}-methanol.

To a stirred solution of 3-[ethvl-(3H-imidazol-4-ylmethyl)-amino]-2,6-difluoro-

benzaldehvyde (0.10 g, 0.39 mmol) in methanol (3 ml) was added sodium borohydride
(0.06 g, 1.56 mmol) and the mixture was stirred at room temperature for 5 h. The

mixture was concentrated in vacuo and the residue was purified by flash chromatography



10

15

20

anal ogous to the procedure described for Exanple 67
using 3-[(1-methyl-4- (piperidinyl)oxy)]-phenylan ne

WO p@se&dsDf 4-trifl uormethoxyaniline in step apCT/RB2007/060666

Exanpl e 197 Et hyl - (1H—|n1dazp%14 yl methyl) - [4-
(2-pyridin-4-yl-ethyl) -phenyl] -amne W 2008/ 046757

E %xgﬁ) ﬁg&ﬁf\e}sﬁfg?@&m (%gpf Es) R)%_t])l\in angl?(%d%lto};cllgetgane I,1gradient) to

giokipagoddirkess/guah G604ang,l7©@©uMSt(®SR)h%8p?r @deetd)'s. descri bed
for Exanple 81 using using 4-(2-pyridin-4-yl- ethyl)

- phenyl am ne i nstead of 3-chloro-2-fluoroaniline in
step a). 5 Exanple 198 ( 3ttahrpldissol - 4-yl net hyl ) -

L T R e L
(3 m dazol - 4-yl nmet hyl ) - ( 3- met hoxy- phenyl ) - am ne
(d%%%*g, 0.25 10 nmol, Exanple 186 step a) in
1,2-dichloroethane (2 n1) wer e added pyri di ne-4-
(oF: rbaldehyde (0.06 M, 0.64 mmol) and sodi um
~cetoxyborohydr|de (0.21 g, 0.98 mmol). The
regécki on mixture was stirred at 40 C for 72 h. The
reaction m xture was then concentrated in vacuo and

‘ , ot
eSS RIS UG 1208, U1 SiY P8 SAP s
innwmmwﬂﬂdVthkmmbﬁeuhwnbegn&dhendﬁxnbayﬁsEdmapEHSOumng3—

I Q9 MH) +'
Eﬁ n'|1(9 \ﬁl fﬂjfég (azl(lﬁg am}e @o’f é Pkg@ anlﬁ ( (MH) +7).
(1H—|n1dazol ylnethyl) am ne N: \ NH NH

Example 184

(3-Difluoromethoxy-phenyl)-(3H-imidazol-4-ylmethyl)-amine

=
&[NH

NH

F

PR

o7 F
The title compound, MS (ISP): 240.1 ([M+H]"), was obtained in comparable yield
analogous to the procedure described for Example 63 using 3-(difluoromethoxy)-aniline
instead of 2-methoxyaniline.
Example 185
(4-Fluoro-3-methoxy-phenyl)-(3H-imidazol-4-ylmethyl)-amine
N=

=\
&[NH

NH

F
The title compound, MS (ISP): 222.1 ([M+H]"), was obtained in comparable yield
analogous to the procedure described for Example 63 using 4-fluoro-3-methoxy-aniline
instead of 2-methoxyaniline.

Example 186
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\ O C 20 The title conmpound, M5 (ISP): 240.1 ([37C1

MtH] +), 238.1 ([35ClL M+H] +), was obtained in
wa@ompasebl e yi el d anal ogous to the procedure dPGTEPIET060666

for Exanple 180 using 4- chl or 95 3- et hoxy-aniline

i nstead of 3,4-difluoro- ani | i n& Exan'ple 200 WO

f&@?—&.ﬁ%‘a&éﬁz enoxElE%Q %étgg}?y(sp enyI) t[11y[—am1ne
@lmdazol 4-ylmethyl)-amine NHNH \ | | / C O
0]

title conpound, MS (I1SP): 300.4 ((M+H) +*) was
ned in conparable yield analogous to the

pracedure described for Exanple 63 using
3-@3ro- phenoxy-aniline 5 instead of

2- oxyani | i ne. Exanple 201

3 1 dazgl phen net hyI phenyl ) -am n
LB AAR e TR Y i B BISRIRREY LPT 0y )

T6 Msbutidh ofves ackitiaier{@d1 in, &d)zmnndbirernyuhahoi (26 ml) was added 4-

I d b
(NN RN RE N .
fnpetrdtoreysadiuni herohktiadg(0e162f) 22.2 mmol) was added. The reaction mixture

i R 17 B a0 e T Gt P ooy

2®Murhn (160t Fraph-Mei$, fodh Seprards;ichuenompahatul/dichi@bohethane 9:1) to

09010, 8 102 PAEEAYE Podest| bR L), Bxaml o 63

b) (3H-Imidazol-4-ylmethyl)-(3-methoxy-phenyl)-methyl-amine

(3H-Imidazol-4-ylmethyl)-(3-methoxy-phenyl)-amine (0.070 g, 0.34 mmol) was
dissolved in acetonitrile (10 ml). Then formaldehyde (0.0.06 ml, 0.86 mmol, 37%
aqueous solution) and sodium cyanoborohydride (0.065 g, 1.03 mmol) were added and
the reaction mixture was allowed to stir at room temperature for 10 minutes. The
reaction mixture was then acidified to pH 2-3 by dropwise addition of concentrated
hydrochloric acid whereupon precipitation occurred. The mixture was stirred for a
further 1 h at room temperature before being concentrated in vacuo. The residue was
taken up in ethyl acetate, washed with 1 M aqueous sodium hydroxide solution and the
organic layer was dried over magnesium sulfate and concentrated in vacuo. The residue
was purified using flash chromatography (column: Isolute” Flash-NH, from Separtis;
eluent: methanol/dichloromethane gradient) to yield a white solid (0.056 g, 75 %); MS
(ISP): 218.3 ([M+H]").

Example 187
(1H-Imidazol-4-ylmethyl)-isopropyl-[4-(2-pyridin-4-yl-ethyl)-phenyl]-amine

<

Z2=
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i nstead of 2-nethoxyaniline. Exanple 203
(3H I m dazol - 4-yl net hyl ) -

WO 260808416KYy - pyri di n-4-yl)-am ne WO 2008/ 046757PCT/EP2007/060666

PCT/ EP2007/ 060666 -98- NH HN .ON | The title
conmpound, M5 (ISP): 205.0 ((MtH)+*) was obtained in

?g?ﬁ%(g&n%f%ﬁlﬁﬁ\gssgls@aﬁ? k’{(nﬁ\/llrg) rgens%spoﬁ)?alggcp cogﬁ)saﬁ{bll(p)ﬁ gd

amg o geaud t@fhe@rnaftlhm@eamﬂedrfet E)SlﬁﬁﬁaﬁbhangMZ pyrldln -4-yl-ethyl)-
_ Chl

ST PR R P gl s W\ w0

Cl The title corrpound I\/IS(ISP) 2801((|\/H—|)+*) was

obt ai ned i n conparabl e vyi ogous to the
procedure described for eéxr%lﬁ}p?egﬂﬁ usi ng

Behyhl( 3 omBdazel-fgkyeth - (pipheydagnplayl)nstiaad of
?LUI fl uormet hoxyaniline in step a). Exanple 205
n2- Di oxo- 2, 3-di hydr o- 1H benzo [c] thiophen-5-yl)-
(3H i m dazol -4-yl methyl)- isopropyl-amne N. H/S: O
157 he title conmpound, M5 (ISP): 306.1 ((M-H) +*) was
obtaj neg~n conparable yield anal ogous to the
priQckdu descri bed for Exanple 67 using 5-am no-1, 3-
di hydrlobénzo[ c] t hi ophene 2, 2-di oxi de i nstead of
Fht titlé borapomid) 0xy@sk): o1 ([M-sHED) Wds.ob2iinéXiargohepardbe yield

analogous to the procedure described for Example 81 using 3-phenoxyaniline instead of
3-chloro-2-fluoroaniline in step a).

Example 189
(3-Difluoromethoxy-phenyl)-(3H-imidazol-4-ylmethyl)-methyl-amine

N=
. NH

The title compound, MS (ISP): 254.3 ((M+H) ") was obtained analogous to the
procedure described for Example 186 using 3-(difluoromethoxy)aniline instead of
m-anisidine in step a).

Example 190
(3-Benzyloxy-phenyl)-(3H-imidazol-4-ylmethyl)-methyl-amine

N=

=
K[NH
e

S

The title compound, MS (ISP): 294.1 ((M+H) ") was obtained analogous to the
procedure described for Example 186 using 3-benzyloxyaniline instead of
m-anisidine in step a).

Example 191
(4-Fluoro-3-methoxy-phenyl)-(3H-imidazol-4-ylmethyl)-methyl-amine



10

15

WD 2008/ 046757 PCT/ EP2007/ 060666 -99
[ 3- (3- Chl or o- phenoxy) - phenyl ] -

W@ 3msiomi7dnzol - 4-yl met hyl ) -i sopropyl -am ne N_ NEI/EP2007/060666

a / d The title conpound, I\/? (1SP): 342.1 ((M+H) +*)
was obtai ned in conparable yie W anal ogous to the
py.acedur e descri bed for Exanple 67 using

J(qu chl or o- phenoxy) - 5 phenyl am ne i nstead of
A;K-Lri fluormet hoxyaniline in step a). Exanple 207

( 3N m dazol - 4-yl met hyl ) -i sopr opyl -

(3- phenoxynet hyl - phenyl)-amine N _NH It~ / O to
Th jtl e conpound, M5 (ISP): 322.5 ((M+H) +*) was
ob g in conparable yield analogous to the
prog¢edure described for Exanple 67 using
3- phenoxynet hyl - phenyl am ne i nstead of
Zhe titlé taropomstda dK/EBP): R3] { (M sHED) wds.obExagrinel@08s ththe

- 0 - [ )~ i -4-yl.oet.nyl) ri
b e RO R R PR AR 3 L SRl bt
(-8Hidir@ 26 s8p @f.M+H) +*) was obt ai ned i n conparabl e
yield anal ogous to the pr %edtllérﬁzdescri bed for
Exanpl e 67 using 4-fl uoro- -B‘r]i)enoxy- phenyl am ne
(NBeegtbxgfpheayl)iethyligd Hetidezphaiylmethyl)ransihep a). 20
Egg_%rrpl e 209 (3-Benzyl oxy-phenyl) -

@@-Nor ono- pyri di n-2-yl met hyl ) -
(3Hi m dazol - 4-yl met hyl ) - am ne WD 2008/ 046757
P

?’EF’ZOO?/ 060666

0
The title compound, MS (ISP): 308.4 ([M+H] ") was obtained in comparable yield
analogous to the procedure described for Example 81 using 3-benzyloxyaniline instead of
3-chloro-2-fluoroaniline in step a).
Example 193

Ethyl-(3H-imidazol-4-ylmethyl)-(3-methoxy-phenyl)-amine
N=—

=
&[NH
NN

7~
O

The title compound, MS (ISP): 232.1 ([M+H] ") was obtained in comparable yield
analogous to the procedure described for Example 81 using 3-methoxyaniline instead of
3-chloro-2-fluoroaniline in step a).

Example 194
Ethyl-(4-fluoro-3-methoxy-phenyl)-(3H-imidazol-4-ylmethyl)-amine
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100- N==\ NH N Br N a)
(3- Benzyl oxy- phenyl ) - (6- br onp- pyri di n-2-yl met hyl )-ani n

W@ 2008/08678DI uti on of 3- benzyloxyanlllne (0. 70 gPCBEBD07/060666

mol ) in 1, 2-dichl or oet hane (1 wer e added
6- br ono- pyri di ne- 2- carboxaldehgde (0.65 g, 3.51 mml),
iumb5 triacetoxyborohydride (1.49 g, 7.03 nmol) and
efic acid (0.80 nl, 14.1 nmmol). The reaction
ture was shaken at 40 C overnight. For work-up
hkeronmet hane (100 nml) and 1M sodi um bi carbonate
tion (40 mM) were added and the m xture was
The organic | ayer was separated, dried over
pesi,um sul fate and evaporated. The residue was
purgfled usi ng flash chromat ogr aphy (heptane/ethyl
acetate = 3:1) to yield an to or ange oil (1.03
8bepitle mnpcbls@ MSBAIP)1 25G. it [BA+ N H] was)obt868] in C@)Enma’ole yield

?l\/ln;:a{_%%n e )Pm%eélﬁrﬂ c}esirg)eg f%r rr%xagq);)rle 8l usu&g gl/ lﬂrl%é){'(ﬁg)/irslf_lt?%ﬁanlhne
imteeléz:b]mhloyd)ﬁe‘htwbe)mhmmnmfp a).
( 3- Benzyl oxy- phenyl ) - (6- brono- pyri di n-2-yl net hyl ) -ani n
e (0.10 g, 0.27 nmmol) was 15 dissol ved in nethanol (2
m ). Then 4-fornylimdazole (0.13 g, 1.35 nmol), zinc
chloride (0.15 g, 1.08 n odi um
cyanobor ohydri de (0.05 gnq%zbfﬁﬁggf) wer e added and
{hbifheacmetdoxpphienyld etkgt (B limvddok ¢ yhhéthyldandfe C
querni ght. After cooling, the reaction mxture was
5amed onto ammoni unchl oride/ice and extracted with
gﬁﬁyl acetate (2 tinmes 50 m). The organic | ayer was
dr'@d\over magnesi um sul fate and evaporated. The 20
due was purified using flash chromatography (Si Q2
eI t/Lgnethanolldlchloronethane— 1:9) to yield an
gum (0.11 g, 94 %; Ms (ISP): 451.1 ([g"Br

?’gﬁnle lcgné 4131(11 fo{ gmgl%r 2%%* ﬂ MIH Wb@aﬁe"@m%%nﬁhr%lle yield
(el pgstuly @o(ghepqudum des@ibed formlpianeple §1 using Hdifunronyetixylaniline

instead of 3-chloro-2-fluoroaniline in step a).

sol

Example 196
(3H-Imidazol-4-ylmethyl)-isopropyl-[3-(1-methyl-piperidin-4-yloxy)-phenyl]-amine

ka
ol

The title compound, MS (ISP): 459.4 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 67 using 3-[(1-methyl-4-
(piperidinyl)oxy)|-phenylamine instead of 4-trifluormethoxyaniline in step a).

Example 197
Ethyl-(1H-imidazol-4-ylmethyl)- [4-(2-pyridin-4-yl-ethyl)-phenyl]-amine
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a) 5-Ethyl am nonet hyl -i m dazol e-1-sul fonic acid
di net hyl ami de WD 2008/ 046757 PCT/ EP2007/ 060666 -101

waeooa/osesur at ed sol uti on of ethyl am ne in net heeEP{040060666

m) was added 4-fornyl- imdaz %e-l-sulfonic acid

di net hyl amide (2.5 g, 12.3 mmol) and the mixture was

stirred owvernight. Sodi um borohydride (0.70 g, 18.5

nmol ) S @Ued and the m xture was stirred at room

tenperatuwre ffor 3 h. Water was added and the sol ution

acted 5 three tines with ethyl acetate. The

organic |layers were dried over nagnhesi um

ate and evaporated. The residue was purified by

h chr omat ogr aphy (Si :di chl oronet hane/ net hano

= 90:1) toyieldalig gellom10|l (0.785 g, 27%,; M5

@hgpryle comp@ingd, MSMIH?);. 397 ﬁ_((Mbﬁ) ) was obtained in comparable yield
[

e i D e

stheh) thhearimareansigdd ofd-ddowst fluomanilivgiie stee A

di net hyl am de (0.527 g, 2.25 mol),

2- chl or o- 4- met hoxy- pyri m di ne 0.217 g; 1.5 nmol) and

N, N—diisopropyl et hyl amilkranpde 3.0 mol) in

P IR ?"1@6%‘?3-5’*“% ARREiE ©

% m) and S|I|cagel (1 g) was added and the m xture
c

Hevaporat ed. The residue was purified by flash
raphy, colum: Isolute Flash-NH2 (Separtis);
el yentl: _kheptane / ethyl acetate = 8:2) to yield a
¢ solid, (0.265 g, 52 %9; M5 (I1SP): 341.0
VEHpF*). 20 c) Et hyI

i3 OB MY s P R Bt e M s 5

mmeolhErample ﬂﬁiﬁjﬂz{m)en 112-dishlof eathaned @ indl) wdierreldby bamdide 4-

%}g%lggm% r(6’03 gqé ) J(%@ﬁ);a@d rﬁ%)ﬁﬁh%{ E;Q%Cﬁ&x%%‘%ﬁﬁfcﬁlde (0.21 g 0.98

stmol).éltheatactiod Gikore Fahssurresl.at AP £@ forc@di. iThg reaction mixture was then

8(?& mft%te(?érf' ?ac%(? glllcwﬂe ﬁ%%ﬁs%%{f?lgh Hglhg ﬁaé‘f%r&?%‘ég{aﬁh\é écolumn

PthIte rfé&hvm Hh (%ﬂlphlyis) abenanecthafod/ dobhdybmethaoe gadieat) to yield a
er b, ulfate and
e\e;Paé\)po(?i%\ g,lff.l/g regyg{}e%&%% ﬁed by flash
chr omat ogr aphy, colum: Isolute Flash-NH2 (Separtis);
el uent: heptane / ethyl acgl, at? 991 1) to yield a
colorless liquid, (0.10 g, B89 M5 (1SP): 234.3
(4-Uhldy¢-3)metbdxEphemil e (H-1midazol-4-ylmethyl)-amine
(N?>H- I m dazol - 4-yl net hyl ) -i sopr opyl [ 3-
(4 N, 3, 4-t etrahydro- napht hal en- 1-yl oxy) - phenyl ]
m ne
NH

o
a |

The title compound, MS (ISP): 240.1 ([>’CI M+H]1"), 238.1 ([>CI M+H]"), was obtained
in comparable yield analogous to the procedure described for Example 180 using 4-

chloro-3-methoxy-aniline instead of 3,4-difluoro-aniline.

Example 200
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WD 2008/ 046757 PCT/ EP2007/ 060666 - 102 N_ \ NH I \
6 O The title conpound, MS (ISP): 362.4 ((MtH)+*) was

wobiogiomad7 i n conparabl e yield anal ogous to thRCT/EP2007/060666

procedure described for Exanp[%_67 usi ng
3-(1, 2,3, 4-tetrahydro- naphthal’en-1-yl oxy) - phenyl am ne

e B R TGy daty SR ARGy ot T ve as

4-trifl e?\nethoxyanlllneln step a). Exanple 212
Et hyl - Hi m dazol - 4-yl met hyl ) -

(4- phenoxy-pyrimdin-2-yl)-amne /NHNN~N v O/I
to The titfe conpound, M5 (ISP): 296.3 ((M+H) +*) was

obt a~ped in.conparable yield anal ogous to the
pr scri bed for Exanple 210 using
2r of®@- &“phenoxy- pyrim dine instead of
fg& RhOL&nfodtrt REXMsPY 5hdTh ANtEH) P Wi tlhed I B afabteteld
(3 Geoniz y0 theyprpdednyd Jesqribeddohlantite o3viidag dichlorg{phendyytaniline
- ani N by ~O 1-0 The title conmpound, M5
ﬁ%ﬁ?%f%%&%&éﬁ# '+’(*) was obtained in co%arabl e
yield analogous to the prE:«aelerﬁ)ldescri bed for

I e instead
@?ip’f%arzﬁg '%me gg‘%?% %f(ygleg%;l aﬁllZ i ne : nst ead

régmt hoxyanl l'ine. WD 2008/ 046757 PCT/ EP2007/ 060666
AN

SU

The title compound, MS (ISP): 280.3 ((M+H)") was obtained in comparable yield

analogous to the procedure described for Example 63 using 3-phenoxymethyl-aniline

instead of 2-methoxyaniline.
Example 202
(4-Fluoro-3-phenoxy-phenyl)-(3H-imidazol-4-ylmethyl)-amine
N=

_\
%NH

NH

L0

E
The title compound, MS (ISP): 284.1 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 63 using 4-fluoro-3-phenoxy-aniline
instead of 2-methoxyaniline.

Example 203
(3H-Imidazol-4-ylmethyl)-(2-methoxy-pyridin-4-yl)-amine



Exanpl e 214 (2-Benzyl -6-chl oro-pyrimdin-4-yl)
-ethyl- (3Himdazol-4-ylnethyl) -amne [=N HN N N
wW@kooBlo%67Fhe titl e conpound, MS (ISP): 328.3 ((RMFHER2007/060666
was obtained in conparable yied analogous to the
procedure described for Exanpl& 210 using
2- bepzyl - 4, 6-di chl oro- pyrimdine instead of
2-chl ong- 4- met hoxy-pyrimdine in step b). Exanple 215
10 (2¥Benzyl -pyrimdin-4-yl)-ethyl -
(3K im dazol -4-ylmethyl)-amne [=NHN NN N
(2-Benzyl - 6-chl oro-pyri mdin-4-yl) -ethyl-
(3fF ™M dazol -4-yl methyl) -amine (0.164 g, 0.5 nmol)
ssolved in nmethanol (3 nml), ammoni um formate
0. 315 g, 0.5 nmmol) and palladiumon charcoal (0.164
%h 10% Pd) was added and the m xture was refluxed for
e

tidgceropeundaM el Sl 8p- g Mhi) cavasl apstinegisr copagablayield
g%l;l?@g élé El;% p??%gﬁ%%er oma(la't8 \ggr aﬁlﬁg)}ﬁ %%%Fﬁﬁ#_aﬁgfé&gﬁgwgwpmdme
Fisteath oNHINdthoyrStipartis; eluent: ethyl acetate /

s Methanol = 95:5) to yield g, ié{gfolid, (0.03 g, 21
%; M5 (ISP): 294.4 ((M:H) +" ). anpl e 216 20 Ethyl -
(86hlom-Ganethogy-phemtl h{3-imidazol-4-ylmethyl)-isopropyl-amine
(f—phenoxy- pyri m di n-4-yl)-am ne WO 2008/ 046757

KCEN,EPZOOW 060666 - 104 [=N HN N ~~ 11

o
o |
The title compound, MS (ISP): 280.1 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 67 using 4-chloro-3-methoxy-

10  phenylamine instead of 4-trifluormethoxyaniline in step a).

Example 205
(2,2-Dioxo-2,3-dihydro-1H-benzo[c]thiophen-5-yl)-(3H-imidazol-4-ylmethyl)-

isopropyl-amine
NKZE\
X NH
A

7o
15 0
The title compound, MS (ISP): 306.1 ((M+H)") was obtained in comparable yield

analogous to the procedure described for Example 67 using 5-amino-1,3-

dihydrobenzo[c]thiophene 2,2-dioxide instead of 4-trifluormethoxyaniline in step a).

20 Example 206
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O 6 The title conmpound, M5 (ISP): 296.3 ((MH)+*) was
obt ai ned in conparable yield analogous to the

w@e@smdIse descri bed for Exanple 210 using PCT/EP2007/060666

2- chl or o- 6- phenoxy- pyrinidin§9§pstead of
2-chl oro-4-nmethoxy-pyrimdine in step b). 5 Exanple

- Chl or - pyi i 1 di 1+ 2- e .
(ol chiaa RGO YRS akal- Ry papropanyine
" Cl Th%;zjtle conpound, MS (I1SP): 238.0 ((M+H)+*) was

obt ai ned"h conparabl e yield 1o anal ogous to the
procedur scri bed for Exanple 210 using

2,4-dichl gro-pyrimdine instead of
2- ro met hoxy-pyrimdine in step b) and
phic separation fromthe

%-chloro-pyrinidin-4-y| i soner before step c). Exanple
2h8tidscqrp@hido MS @§I ) a1 oM+ ki) *)') wastdpydined in comparable yield

e A e S AT LSRR e
phenybupae atsteed pf ¢tdfluamathgyasilineint $iep Pr ocedur e
descri bed for Exanple 210 using

2,4-dichloro-pyrimdine instead of
2-chl or 0- 4- net hoxy- pyri m dixaewple2@t ep b) and

mat o i G, separati Q0 fromthe .
e g S U A T A
WO 2008/ 046757 PCT/ EP2007/ 060666 - 105
8D chl oro-pyrimdin-2-yl)-(1H i m dazol - 4-yl met hyl)
-ai g f=N

Oy

The title compound, MS (ISP): 322.5 ((M+H) ") was obtained in comparable yield
analogous to the procedure described for Example 67 using 3-phenoxymethyl-

phenylamine instead of 4-trifluormethoxyaniline in step a).

Example 208
(4-Fluoro-3-phenoxy-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine
M
o NH
NJ\
O
F

The title compound, MS (ISP): 326.3 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 67 using 4-fluoro-3-phenoxy-

phenylamine instead of 4-trifluormethoxyaniline in step a).

Example 209
(3-Benzyloxy-phenyl)-(6-bromo-pyridin-2-ylmethyl)-(3H-imidazol-4-ylmethyl)-amine
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HN~NH N N C \ C To a solution of
2-am no-4, 6-di chl oropyrimdine (1.00 g, 7.72 mmol) in

waoelc@kloeg7omet hane (8 m) were added 4-fornyl i nm PERBPB07/060666

(0.74 g, 7.72 mmol) and 5 tetr psopropyl orthotitanate
(2.86 m, 9.65 Mol ). After st ring the mxture at 40
Q=\over ni ght ethanol (8 m ) and sodi um borohydri de
Q88 g, 10.0 nmol) were added. The reaction mxture
s stiyred 40 C for 7 hours. Then m xture was
coriCentrated in vacuo and the residue was purified by
fI@t r omat ogr aphy (et hanol / di chl or onet hane
gr o vyield white crystals (43 ng, 26%; M
(El): 24 (37C1 M+'), 245.1 (37C1l35C1L 10 Wm+'),
243.1 (35C1 M+.). Exanple 220
é)l(lﬂ—lﬁelizglamlphdnvﬂ frebitophg-pyridin-2-ylmethyl)-amine

TR L D0 LAy b e com
wbteaalddedj64bmomorpya1dambcgmbeka1deh1{6e ened ggaiismhol ) I;miium
a?:%@dqv ]?ﬁdsé éPéelﬁ §I and azc%tg 1c aculzl I8(98('? m?r?éﬂ mmol) The

Qeaanmmmnétuﬁ»v@hsshM@n@pya) i’@nodarnght Boawptle ug dichloromethane (100 ml)

i RS B8 e £ ey @R S idRb Bk i Waken.

The otgahicéa;eﬁwpmpdratdﬂsdl(mﬁﬁ)er n2gdesiur [sidfdd a-l)d ewapsrated. The
obt ai ned

EPide B et aETRRL ARk Sh S NS PRER 1 itie = 1) 1o yield an

drany e bid pr.apy,|80e6); MiSHESP): 371.1 ([*'Br M+H]"Y), 369.1 ([”Br M+H]").

b) (3-Benzyloxy-phenyl)-(6-bromo-pyridin-2-ylmethyl)-(3H-imidazol-4-vlmethyl)-

amine

(3-Benzyloxy-phenyl)-(6-bromo-pyridin-2-ylmethyl)-amine (0.10 g, 0.27 mmol) was
dissolved in methanol (2 ml). Then 4-formylimidazole (0.13 g, 1.35 mmol), zinc chloride
(0.15 g, 1.08 mmol) and sodium cyanoborohydride (0.05 g, 0.81 mmol) were added and
the reaction mixture was allowed to stir at 40 °C overnight. After cooling, the reaction
mixture was poured onto ammoniumchloride/ice and extracted with ethyl acetate (2
times 50 ml). The organic layer was dried over magnesium sulfate and evaporated. The
residue was purified using flash chromatography (SiO,; eluent:
methanol/dichloromethane= 1:9) to yield an off-white gum (0.11 g, 94 %); MS (ISP):
451.1 ([*'Br M+H]"), 449.1 ([”Br M+H]").

Example 210
Ethyl-(3H-imidazol-4-ylmethyl)-(4-methoxy-pyrimidin-2-yl)-amine
=N
HN_

NS
N)\N
M?

a) 5-Ethylaminomethyl-imidazole-1-sulfonic acid dimethylamide
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instead of 3,4-difluoro-aniline. Exanple 222 5
(3- Cycl opropyl - phenyl ) - (1H i m dazol - 4-yl net hyl ) - am ne

WO 20088Udy NH Ctlv The title conpound, MS (| SPRCT/RR2002/060666

([MtH] +), was obtained in conq%%ible yi el d anal ogous
to the procedure descri bed for anpl e 180 using

i %y%éu?eﬁ%cg ?%utéoﬁ‘? éet@ﬁan_ﬂkllgéé %%qra%o&% ml) was added 4-formyl-
rmd@dd: o pubpyik apldelykthylamide (2 5 g, 12.3 mmol) and the mixture was stirred

L PR B gl Tl v

sthtal stedomrtahpgouse fay 3tthéVatpr eeedided amkbﬁrersbhmdnfvms extracted

Fﬁeenlpmeso vSuZt% SEHyP%Cﬁ: ate. I%;h %Tpl‘pmed § a%anllc la&eés were dried over magnesium
slulﬁaltermtdgvh])orawdn"éhe( Emdmpi/ves R@ifjedi hysﬂaeladhnofnato graphy (Si02:
Si E!-olrr]%me %r?%et}}/afgﬁt Byl:},)[(tgﬁd a ﬁglglfﬁl HFQW%, Bjﬂ)??%\/[g (ISP):
233k (€Ol - 4- yl met hyl ) -i sopropyl - am ne _
6--V 20 The title conpound, M5 (ISP): 256.3 ([I\/H-H] +*)
was obt ai ned anal ogous to the procedure described for
Exaititeyl6A-mettpxbpyiisidig-2-yl) -amino]-methylt-imidazole-1-sulfonic acid
;33 %%él opfropyl - phenyl ) - (1H i m dazol WO 2008/ 046757

ur/ 060666 - 107 4-ylnethyl)-am ne (Exanple
228)ution i éaﬁdl}d)ém(lﬁhlreithyil{ﬂm?dm}zelé-lyhﬂibhhydc)d- digrethylamide (0.527 g,

ErZE frrllrlr'llo ) oﬁ?hloroxx n?qu %yrirgﬁirpee('O.Z% ag,npli. %‘ll’lzlgﬁ and N,N-diisopropyl

ethyl amine (0.51 ml, 3.0 mmol) in isopropanol (2 ml) was heated in a sealed vessel in a

microwave oven for 20 min at 160°C. Ethyl acetate (20 ml) and silicagel (1 g) was added
and the mixture was evaporated. The residue was purified by flash chromatography,
column: Isolute” Flash-NH, (Separtis); eluent: heptane / ethyl acetate = 8:2) to yield a
white solid, (0.265 g, 52 %); MS (ISP): 341.0 (M+H)™).

c¢) Ethyl-(3H-imidazol-4-ylmethyl)-(4-methoxy-pyrimidin-2-yl)-amine
4-{[Ethvl-(4-methoxy-pyrimidin-2-yl)-amino]-methyl}-imidazole-1-sulfonic acid

dimethylamide (0.265 g, 0.78 mmol) was dissolved in aqueous hydrochloric acid (4N, 2

ml) and the mixture was stirred at 100°C for 2 hours. After cooling concentrated sodium
hydroxide solution was added slowly until basic pH. The mixture was extracted three
times with ethyl acetate. The combined organic layers were dried over magnesium sulfate
and evaporated. The residue was purified by flash chromatography, column: Isolute”
Flash-NH, (Separtis); eluent: heptane / ethyl acetate = 1:1) to yield a colorless liquid,
(0.10 g, 55 %); MS (ISP): 234.3 (M+H)*).

Example 211
(3H-Imidazol-4-ylmethyl)-isopropyl-[3-(1,2,3,4-tetrahydro-naphthalen-1-yloxy)-

phenyl]-amine



(3- Brono- phenyl ) - (3Hi m dazol - 4-yl methyl )-am ne NH HN
5 Br The title conpound, M5 (ISP): 252.2, 254.1 ((MH)
WG-2008i&e5Dbt ai ned in conparabl e yield anal ogoRPST/ER20011@60666
procedure described for Exanp&ﬁ 63 using
3-bronoaniline instead of 2- ghoxyaniline. Exanpl e
10
Qgém ono-5-trifluoronethyl - phenyl)-(3H i m dazol - 4-yl ne
thyl )famne \ NHHN F ,~ 6 Br F F The title
co d, M5 (ISP): 320.1; 322.2 ((M+H)+.) was
obt di ned in conparable yield analogous to the
prpcedur € descri bed for Exanple 63 using
3- bronp -~ ifluoronethyl- aniline instead of
2- met hoxya ine. 15 Exanple 227 3- |
(3H I m dazor-4-ylnmethyl) -am no] -benzonitrile NH HN
ThdidheorhpéiiR, ¥8MILYNds2 4 M#ﬁﬁ’)) wés%tﬁnédlwcﬂ)nba}abwyﬁeld

obt ai ned 1 n conparable.y anal ogous
pRdess F%th&égeeeds%deﬁ@%beéi%%fa@%% %%1%3 5 Bi-tetrahydro-

ﬁalﬁﬁhzﬂ@n @?’M)@f‘)“p‘héhﬂﬁniﬂ%%ﬁﬁl‘ijesu@@ i1Pfnabog¥Rb ROEYAMrb idesvative as

5 pelpﬂﬂ)ﬁql V612087464 HYst5ad o A-wiflgeapgthopmetine)n ssPde WO
2008/ 046757 PCT/ EP2007/ 060666 - 108 NY NH HN

Example 212
Ethyl-(3H-imidazol-4-ylmethyl)- (4-phenoxy-pyrimidin-2-yl)-amine
=N
HN/_/
N
N)\N
S

3

10  The title compound, MS (ISP): 296.3 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 210 using 2-chloro-4-phenoxy-

pyrimidine instead of 2-chloro-4-methoxy-pyrimidine in step b).

Example 213
15  (3-Benzyloxy-phenyl)-(2-methyl-1H-imidazol-4-ylmethyl)-amine

—N

The title compound, MS (ISP): 294.0 ((M+H) ") was obtained in comparable yield
analogous to the procedure described for Example 63 using 4-formyl-2-methylimidazole

instead of 4-formyl-imidazole and 3-benzyloxyaniline instead of 2-methoxyaniline.
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Y The title conpound, M5 (ISP): 216.3 ((MH)+*) was
obt ai ned in conparable yield analogous to the

w@e@smdirse descri bed for Exanple 63 using PCT/EP2007/060666

3-isopropylaniline instead of Og-_nethoxyaniline. 5
Exanpl e 229 Ethyl- (1H im dazol24-yl methyl)-

(2- phenoxy-pyrimdin-4-yl)-amne /=N HN N O\ a)
4-{[(2-Chl oro-pyrimdin-4-yl)-ethyl-am no]-nethyl{-im
dazol e-1-sul fonic acid dikmatdpld 20 de 10 The title

ound, | SP).;;. 345,.1 -, bt ai ned in
EE P ERicaldp b Sh i it 2R et
szNExaane 210 using 2,4-dichloro-pyrimdine instead
G| chl or o- 4- met hoxy-pyrim dine in step b) and
chrlomat ogr aphi ¢ separation fromthe
4- chiv6re- pyri m di n-2-yl isoner without performng step
c) afl_the end. 15 b) 4-{
[ Etfyl | (2- phenoxy- pyri m di n-4-yl)-ami no] - met hyl ] -i nida
4A-sul fonic acid dinmethylam de To sodi um hydri de
(0. 194 55%in mneral oil, 4.4 mmol) in
di met h rmam de (1.5 m) was added phenol (0.418 g,
4.4 and stirring was continued for 15 mn at
room tenperature. To this reaction mxture 4-1]

The t1h¢ eoroP@yrd, MTIIHR)4338.3 (DétHYT ) wiasiabiginedip comparable yield
gl ) . , ¢! : e
TRA 14 el Ul g, ST SR e
prisahowsiend ghi-chloeo-danetbory-masmehegiostapdd:. Wat er was
added (5 mnl) and the m xture was extracted with ethyl
acetate (20 m) twice. The conbined organic |ayers
were washed with water, driatpbe2y5 magnesi um sul phate

1 nor:at ed. , I 2§ ( S5 AR ] Lng flash
R PBEA A4 u B TR RE PR GRRL 0T, L %25
=/98:5) to yield the title conpound as a col ourl ess
3] ME (I1SP): 403.4 ((M+H)+*) . WD 2008/ 046757
PCT/ EP2007/ 060666 - 109 0 Et hyl -
(1FLNﬁ?UazoI-4-yInethyl)-(2-phenoxy-pyrinidin-4-y|)-am
inaiiqqrennve t he di net hyl am nosul fonyl protecting
group |#-1 [ethyl-(2-phenoxy-
pyr Wi dhn- 4-yl ) - ami no] - met hyl } - i mi dazol e- 1- sul foni ¢

in hyd loric acid in ethanol (5N, 1 m) and the

(2-Benzyl-6-chloro-pyrimidin-4-yl)-ethyl-(3H-imidazol-4-ylmethyl)-amine (0.164 g, 0.5
mmol) was dissolved in methanol (3 ml), ammonium formate (0.315 g, 0.5 mmol) and
palladium on charcoal (0.164 g, 10% Pd) was added and the mixture was refluxed for one
hour. After cooling the catalyst was filtered off and the solvent was evaporated. The
residue was purified by flash chromatography (column: Isolute” Flash-NH, from Separtis;
eluent: ethyl acetate / methanol = 95:5) to yield a white solid, (0.03 g, 21 %); MS (ISP):
294.4 (M+H)™).

Example 216
Ethyl-(3H-imidazol-4-ylmethyl)- (6-phenoxy-pyrimidin-4-yl)-amine



5 stirred at 100C for 2 hours. For workup aqueous

sodi um hydr oxi de solution (0,5 m, 1N was added to
whawso4q@F and the m xture was extracted three PCTEB2007/060666

with dichloromethane. The conhined organic |ayers

were dried over magnesi um sulfate and evaporated. The

rej,_sm due was purified by flash chromatography (Si Q2

| acetate/nethanol = 95:5) to yield a white
sollid, (0.022 g, 46 %9; M5 (I1SP): 296.3 10 ((M+H)+*).
Exa 230 (2-Chloro-5-fluoro-pyrimdin-4-yl)

-etbyl - (I'Himdazol-4-ylnethyl) -amine i=NHN F N
LNkCIIThetltIe compound, MS (1SP): 256.3 ((MtH)+.)

was Nobi¢ai ned in conparable yield 15 analogous to the
proce descri bed for Exanple 210 using

2, 4-di oro-5-fluoro- pyrimdine instead of

2-chl oro-4-methoxy-pyrimdine in step b). Exanple 231
Ehh;itle cc(rﬂlpblinﬁ d!I/ESz(dBP)éLQ% BrE(tI\lﬁyH) pyasi dbitdned iﬁ-cy)h‘qam'bﬂEEyield

=N HN N t tI

ot P ro R pitaeitoe e R TR A By phenory-
pnahabedisistead dfe clploas edﬂafthoqeﬁmmbmh iharep¥anpl e 210
usi ng 2-chl oro-pyrimdine instead of
2-chl oro-4-nethoxy-pyrimdine in step b). 25 Exanple
232 (6-Chloro- pyri m di n- 4Ex)ah1)plem7hyl

% md az ol. 61@6%65@ tﬁ% _i%H On%y%%(e)&l/y%‘lfnzl?lz

HN\f
NS

PN

X Cl
The title compound, MS (ISP): 238.0 ((M+H) ") was obtained in comparable yield
10 analogous to the procedure described for Example 210 using 2,4-dichloro-pyrimidine
instead of 2-chloro-4-methoxy-pyrimidine in step b) and chromatographic separation

from the 2-chloro-pyrimidin-4-yl isomer before step ¢).

Example 218
15 (2-Chloro-pyrimidin-4-yl)-ethyl-(3H-imidazol-4-ylmethyl)-amine

—N

'
HN. 2
S

N

The title compound, MS (ISP): 238.1 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 210 using 2,4-dichloro-pyrimidine
instead of 2-chloro-4-methoxy-pyrimidine in step b) and chromatographic separation

20  from the 4-chloro-pyrimidin-2-yl isomer before step c).

Example 219
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N---, N C N The title conpound, M5 (ISP): 238.0
((MtH) +*) was obtai ned in conparable yield anal ogous

W e0o8loes7pT ocedur e descri bed for Exanpl e 210 usPEYEP2007/060666

4, 6-di chl oro-pyrimdine inst g_of
2-chl oro-4-nmet hoxy-pyrimdine in step b). 5 Exanple

%gg’ &fh&?ro %ynmﬂ']n -2- ylg/ 1H 1 1daz Pfsmet?%lx)/ lam(ulei_l_ i i dazol -

4-/7Nmet hyl ) -am ne /=N HN CI N The title conpound, M

¢ : 252.1 ((M+H) +*) was obtai ned in conparable

yigld 1o anal ogous to the procedure described for

Exa e 210 using 4, 6-dichloro-2-nethyl- pyrimdine

|n§,q Nd of 2-chl oro-4-nethoxy-pyrimdine in step b).
Exgnplje 234 Ethyl- (1Him dazol -4-ylmethyl)-

( b|uoromst hyl -pyrimdin-2-yl)-amne ~NHN/ N

0 itle ca | SP 272. 3
?'? Rieefuiey 02Tt i ok S5 RARRr L0 gt &7 ikl gaus
Hmhlr?lﬂ@menhaﬁeemhe wikes @dtdeldeldfofrmryluﬁzt&apllg €0.249Q, 1Bl mgqol) and
2-chl oro-4 i m.di ne .inste o
SgrpByorwittesye By T eran D B Brin e at 40 °C
addnight &lthnol (8 ml) and sodium borohydride (0.38 g, 10.0 mmol) were added. The
bS0RDIBI e T EBSU0 Y EOR- N ey poneehurated in vacuo
and the residue was purified by flash chromatography (methanol/dichloromethane
gradient) to yield white crystals (43 mg, 26%); MS (EI): 247.1 (*’Cl M*), 245.1 (’CICl
M), 243.1 (°CIM™Y).

Example 220
(1H-Imidazol-4-ylmethyl)-(4-methyl-pyrimidin-2-yl)-amine
=N
HN_ _~
NH
N

NZ N
PN

The title compound, MS (ISP): 190.4 ([M+H]"), was obtained in comparable yield

analogous to the procedure described for Example 219 using 2-amino-4-

methylpyrimidine instead of 2-amino-4,6-dichloropyrimidine.

Example 221
(4-Cyclopropyl-phenyl)-(1H-imidazol-4-ylmethyl)-amine
/:N
HN___~
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N NJ The title conpound, M5 (ISP): 204.2 ((MH)+*)
was obtained in conparable yield analogous to the

w@e@smdIse descri bed for Exanpl e 215 using PCT/EP2007/060666
(6-ch|oro-pyrinidin-4-y|) et I- (1
H-i mi dazol - 4-yl nethyl ) -anine |ﬁstead of

?ﬁ?@ﬁpg#%%fn%wgie%g {r\ f’ﬂd ?5 g?ogﬁtamég%%c%}%rﬁl}le yield
uidtb dauis datelprdeedhimmdasgribed for Example 180 using 4-cyclopropyl-aniline
sterr?t F%' Pyrdgidin-4-yl)y-anine /=NHNN" N NKto
e C

onpoun MS (ISP): 218.4 ((M-H) +*) was
obt al ned i n conpar abl e yi eixdmpdenzid2ogous to the

dure bed for | e 2 5 u5|ng
SiPBrBy EEREVR AT ot A G et . (1
dazol - 4- ylnethyl) -an1ne i nst ead of
C%I§1nzyl 6-chloro- pyrimdin-4-yl) -ethyl-
i m dazol -4-yl nmethyl) -am ne. 15 Exanple 237
"'Di chl oro- pyrimdin-2-yl) -ethyl-
i dazol -4-ylnmethyl) -amine /=NHNN N ;:: N The
onpound, Ms (ISP): 272.5 ((M+H) +*) was obt ai ned
in conpsrable yield 20 analogous to the procedure

bed f . :
gﬁ%g I fc?mg?# éil’ (@% gﬁ) ?41 P é MR 8‘?tamed in comparable yield

— A~~~

d|n
ﬁned:dsgo(ms oo mermbctedu;e-dz:wﬂmérldmnléxalrnplst&fmdh)g angtlopropyl-aniline

%%naiggnﬁghlc separation fromthe
o Py I]tfrn 2-yl isonmer before step c). WO
2008/ 046757 PCT/ EP2007/ 060Bample 22B12 Exanpl e 238

f_lll_zF%lg%%glpfpalgéﬂpyﬁgtl%%Hj’(‘i}lg(ihyﬁlﬁén{eﬁquyis6p1(()|pyl— amine

? L

The title compound, MS (ISP): 256.3 ([M+H]") was obtained analogous to the
procedure described for Example 67 step b) using (4-cyclopropyl-phenyl)-(1H-imidazol-
4-ylmethyl)-amine (Example 221) instead of (3H-imidazol-4-ylmethyl)-(4-
trifluoromethoxy-phenyl)-amine.

Example 224
(3-Cyclopropyl-phenyl)-(1H-imidazol-4-ylmethyl)-isopropyl-amine

—N
HN___~

A

N

The title compound, MS (ISP): 256.3 ([M+H]") was obtained analogous to the
procedure described for Example 67 step b) using (3-cyclopropyl-phenyl)-(1H-imidazol-
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i=NHN N d ~NC The title conpound, M5 (ISP): 272.8
((MtH) +.) was obtained in conparable yield 5 anal ogous

W e0o8loes7pT ocedur e descri bed for Exanpl e 210 usPEYEP2007/060666

2,4,6-trichloro-pyrimdine LQ%2qad of
2-chl oro- 4-net hoxy-pyrimdine i'h step b) and

r | O f t.

LA BE LSRRG 20 R L B gl iyt
Exhropdmet®d9y-pbenyl)-amine.
(1H I m dazol - 4-yl et hyl ) -isopr - (4- met hoxy- pyri m di
n-2-yl)-amne /=N HN/ N]%ﬁ%mﬁgy The title conpound,
\BB{drstphey 8 (IH(hMakp H4-y e ylphtrdaheied i n conpar abl e
yigld anal ogous to the procedure described for
Ex Eﬁhﬁ 210 using isopropylam ne instead of
ethjifamne in step a). 15 Exanpl e 240
(qq ronmo- pyridin-2-yl)-(3Himdazol -4-yl net hyl ) -am ne
NEE\ NH HN Br  The' title compound, Ms (I SP): 253.0;

O ((MtH) +.) was obtained in conparable yield 20

gous to the procedure described for Exanple 63
usi ng-'2- am no- 6- bronopyri di ne instead of
Zhegilbeoaipaidd, NS (198): 2008/2346 (5VI-+ROT) HR2OB{ne& D& parable yield

113 Exanple 241 . : g
?‘?EPW R BIFraccgpifedongyibed for Feps hyringd-fromganyilinginggad of 2-
methoxyaniline.

Example 226
(3-Bromo-5-trifluoromethyl-phenyl)- (3H-imidazol-4-ylmethyl)-amine

N=—
x NH

HN
F
E Br
F

The title compound, MS (ISP): 320.1; 322.2 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 63 using 3-bromo-5-trifluoromethyl-
aniline instead of 2-methoxyaniline.

Example 227
3-[(3H-Imidazol-4-ylmethyl)-amino]-benzonitrile

N—
A NH

HN
i \\
Y

The title compound, MS (ISP): 199.3 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 63 using 3-amino-benzonitrile instead
of 2-methoxyaniline.

Example 228
(3H-Imidazol-4-ylmethyl)-(3-isopropyl-phenyl)-amine
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NH HN 61- The title conpound, M5 (ISP): 189.4
((MtH) +.) was obtained in conparable yield 5 anal ogous

W e0o8loes7pT ocedur e descri bed for Exanpl e 63 usi PQI/EP2007/060666

2- am no- 4- et hyl pyri di ne |nsH%gd of 2-met hoxyani line.
Exanpl e 242
( 3-Br,ono- phenyl ) - (3H i m dazol - 4-yl net hyl ) -i sopr opyl -

in \' \ NHN 6""Br to The title conpound, M5
(I1SRY: 294.1; 296.2 ((MrH)+.) was obtained in
conparabl e yield analogous to the procedure described

f8
t

Exanpl e 67 using 3-bronoaniline instead of 4-
| uor met hoxyaniline in step a). Exanple 243
onp- 5-trifluoronethyl - phenyl) -
I T dazol - 4-yl met hyl ) -i sopropyl -amne N==\ \ NH
~N F'Br F 15 F The title conpound, M (ISP): 362.1,
%ﬁéu&e (Y Siia, M@@@apbi@g (Gl wmgaé&nyaoﬁ{ﬂmue yield
anal ogous to the procedure described for
gixlogpus ipthersosdirg desqrhed det Fxpmplepd 1131%311%?@?(&@[&11“&“ instead of
ﬁlﬁ&hgﬁ%gﬂ@@thoxyanlllne in step a). 20 Exanple 244
pyridin-2-yl)
(3H i mi dazol - 4- yl net hyl ) - i Bepmdp3a%- ani ne WO

E&%/(ﬁﬁﬂééazﬁ’g yEREROI/(Q9REREy-pyriritiNalyl)-dmid

—N

HN/_/
.
1 0

a) 4-{[(2-Chloro-pyrimidin-4-yl)-ethyl-amino]-methyl}-imidazole-1-sulfonic acid

dimethylamide
The title compound, MS (ISP): 345.1 ((M+H)") was obtained in comparable yield

analogous to the procedure described for Example 210 using 2,4-dichloro-pyrimidine

instead of 2-chloro-4-methoxy-pyrimidine in step b) and chromatographic separation

from the 4-chloro-pyrimidin-2-yl isomer without performing step c¢) at the end.

b) 4-{[Ethyl-(2-phenoxy-pyrimidin-4-vl)-amino|-methyl}-imidazole-1-sulfonic acid

dimethylamide

To sodium hydride (0.194 g, 55% in mineral oil, 4.4 mmol) in dimethylformamide (1.5
ml) was added phenol (0.418 g, 4.4 mmol) and stirring was continued for 15 min at room
temperature. To this reaction mixture 4-{[(2-chloro-pyrimidin-4-yl)-ethyl-amino]-
methyl}-imidazole-1-sulfonic acid dimethylamide (0.153 g, 0.44 mmol) was added. After
stirring and heating to 80°C overnight the solvent was evaporated. Water was added (5
ml) and the mixture was extracted with ethyl acetate (20 ml) twice. The combined
organic layers were washed with water, dried over magnesium sulphate and evaporated.
The residue was purified using flash chromatography (SiO,; eluent: heptane/ethyl acetate
= 95:5) to yield the title compound as a colourless gum, MS (ISP): 403.4 (M+H)™) .
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"~N~N | Br The title conpound, M5 (ISP): 295.1;
297.2 ((MtH) +.) was obtained in conparable yield
War@Bogoss to the procedure described for ExanpCBEB07/060666
usi ng 2-am no- 6- bronopyri di ne nst ead of

88 5 Exanpl e 245

4-trifluornethoxyaniline in st

¢o mﬂnumhe ﬂﬁnﬂhﬁﬁ’f)uncﬁﬁﬁoﬂyl peavbdting. g)fowpa“fr{ bm%(mﬂenm
ﬁ\g %%1 %E)j 191'Ihgln %’3&%8156 f. gullgon?c e lid 81%1 lfh)ﬁamlde (65 mg, 0.16

scr |
rrmstbléwds cfbr[ssolwédtm hﬁfdlnoohlnet hodyramhhmadé San sﬂ)eq:nc’at}le mixture was

ngdazol met h hsopr | 4.
Etﬁrergje%tqo pforr @%our ori \5vork up né S s%ch%m]\}ﬁ%ﬁ? Ollfgm'[(iq ml,
ﬂNb lvas axhiqimm bakic M a(’lﬂ 8R) mix@@t.whs ektvidtddtthyeeviasesobittai ned
gg%? Ir%atgxgr?el: Th éxgrnn,g ne naglgra% collejugerg %e}erherlea roggrerglgén%smm sulfate and
Qva@n‘rzﬂmi- v hmaetshiulemas Ipdrlﬁéd b)l’ fhsh&hrbm)zftography (SiOy; ethyl

% a&elzlfﬁle ﬁn8r o@g;% n}lflls:ldnae I:1]1 yel o) 18 p(O%)ZZ g,2 496 47:*5“"}@3'(1%1952%6 3
((lwlﬂi—]i{bﬁ)dazol 4-yl met hyl ) -am ne WO 2008/ 046757
PCT/ EP2007/ 060666 -115- I\Jlixample 230

(2-Chloro-5-fluoro-pyrimidin-4-yl)-ethyl-(1H-imidazol-4-ylmethyl)-amine

—N

?
HN._
N

N

The title compound, MS (ISP): 256.3 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 210 using 2,4-dichloro-5-fluoro-

pyrimidine instead of 2-chloro-4-methoxy-pyrimidine in step b).

Example 231
Ethyl-(1H-imidazol-4-ylmethyl)-pyrimidin-2-yl-amine

—N
N/\
A

N N
<
The title compound, MS (ISP): 204.1 ((M+H)") was obtained in comparable yield

analogous to the procedure described for Example 210 using 2-chloro-pyrimidine instead

of 2-chloro-4-methoxy-pyrimidine in step b).

Example 232
(6-Chloro-pyrimidin-4-yl)-ethyl-(1H-imidazol-4-ylmethyl)-amine
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HN CI C The title conpound, M5 (ISP): 274.1 ([37C1
MeH +' ), 272.1 ([37C135C1L M+H +'), 270.2 ([35CL M+H|

WO-2008/0¥1S7 obt ai ned i n conparabl e yi el d anal ogoRGT/ER20011@50666

procedure described for Exanqjs 81 using
3 4-di chl oroaniline instead of
hloro 2-fluoroaniline in step a). 5 Exanpl e 248

| or o- 3- net hoxy- phenyl ) -
i mdazol -4-ylmethyl)-nmethyl-amine NHN~ N \ O
e~title compound, M5 (ISP): 254.1 ([37C1 M+H +'),
[35C1 MtH] +' ), was 1o obtai ned anal ogous to
th Pbcedure descri bed for Exanple 186 using
4 Aro 3 nethoxyanlllne instead of manisidine in
step a) . | e 249 Et hyl -
The fitl@gqr@p@u MORGR 58 Qr{@{[th)f'))/We)s-obtained in comparable yield

%‘%ﬁb%o:ﬂ'ts g(gﬁl% &)rg gﬁﬁlﬁg&‘s&% B dgg% E‘ﬁ?ége Md_l?\lﬂn{ﬁ g'd)}c%lorwﬁnmﬂme
olstead nét}chbr@érﬂpatham e‘/lylinedlde inggte] @gous to the
procedure described for Exanple 229 using

2,4-dichloro-5-fluoro- pyrimdine instead of
2, 4-di chl oro- pyri m di ne i rExatbe 233 and sodi um

t b i
R temhat oo DA} DR dab ety
le 250 (1H 1 m dazol-4-ylnmethyl)-isopropyl -
ﬂg;%t hoxy- pyri m di n-4-yl)-am ne WO 2008/ 046757
/ EP2007/ 060666 - 116

£

cl \N)\

The title compound, MS (ISP): 252.1 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 210 using 4,6-dichloro-2-methyl-
pyrimidine instead of 2-chloro-4-methoxy-pyrimidine in step b).

Example 234
Ethyl-(1H-imidazol-4-ylmethyl)- (4-trifluoromethyl-pyrimidin-2-yl)-amine

N
NS

N °N
F |
F Y

3
The title compound, MS (ISP): 272.3 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 210 using 2-chloro-4-

(trifluoromethyl)-pyrimidine instead of 2-chloro-4-methoxy-pyrimidine in step b).

Example 235
Ethyl-(1H-imidazol-4-ylmethyl)-pyrimidin-4-yl-amine
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/=N HN 7 NJ N NOThe title conpound, M (ISP)
247.9 ((M+H) +*) was obtained in conparable yield

w@raBogoss to the procedure described for ExanpCEERRB7/060666

using sodi um net hoxi de in 1,2- di methoxyethane instead
of sodi um hydride / phenol in &inethylfornanide in
step b). 5 Exanple 251 Ethyl -

Hi mi dazol - 4-yl met hyl ) -
Jtrifluoronethyl-pyridin-2-yl)-amine /=NHNF / F
e N tle compound, M5 (ISP): 271.1 ((MtH) +*) was
obganed in conparable yield 1o anal ogous to the

e

(
(6
E

prdcegure described for Exanple 210 using 2-brono-6-
(trr§fuoronet hyl ) -pyridine instead of

%&%*l%c%éé%%ﬁ&?ﬁﬁé%g{)ﬂ Ej(II\EEHI) ' v%etlse temléd i%xc%lqpplaleab%esyzleld
(Sl ogiup k@tﬂeﬁ)fécexdhrdﬁéeﬂjﬂeﬁ-f?ﬂﬁnﬁlplé 25> usliilgl['{PG—cfHﬂ'broﬁf)meiﬂiﬁl—él -yl)-
~0 The title c oun NS (.1 SP); .3 +*), . Was

BBy 3 sl SRR b e o g iste top - Briniin-4-y)-
poholc HH a1 ddes e1-yipedh fl pamieanpl e 63 usi ng

3- nor phol i n-4-yl - phenyl ani ne instead of

2- met hoxyani |l i ne. 20 Exanpl e 253 3- |

(3H-I m dazol - 4-yl met hyl ) - i BQap3Y3I6 am no |

) itr P2007/ 060666
B i dar o Y D2 0B B Sty iy r e 4 Po0he
—N

e
HN__#
N

N

The title compound, MS (ISP): 218.4 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 215 using (6-chloro-2-methyl-
pyrimidin-4-yl)-ethyl-(1H-imidazol-4-ylmethyl)-amine instead of (2-benzyl-6-chloro-
pyrimidin-4-yl)-ethyl-(3H-imidazol-4-ylmethyl)-amine.

Example 237
(4,6-Dichloro-pyrimidin-2-yl)-ethyl-(1H-imidazol-4-ylmethyl)-amine
=N

HN.__~

NN

PN

N IN
c/g)\m
The title compound, MS (ISP): 272.5 ((M+H) ") was obtained in comparable yield
analogous to the procedure described for Example 210 using 2,4,6-trichloro-pyrimidine
instead of 2-chloro-4-methoxy-pyrimidine in step b) and chromatographic separation

from the 2,6-dichloro-pyrimidin-2-yl isomer before step c).
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- 117 N \ NH "~N N The title conmpound, M (ISP):
241.2 ((M+H) +*) was obtained in conparable yield

w@raBogoss to the procedure described for ExanpCEEB207/060666

usi ng 3-am nobenzonitrile i ns_tlg d of
4-trifluornmethoxyaniline in st g a). 5 Exanple 254
(4, 6-Di nethyl -pyrimdin-2-yl)-
(1H i i dazol - 4- yI met hyl )-i%lxc‘i‘}ﬁ‘rpé%%s- amine [=NHNNt,
(16-Dichldtofpyerithidih-d-yd patheli (A - ivislag 6 1SPytm 2Ua ) -dmf dvir H) +*)
was obt ai ned in conparable yield 10 anal ogous to the
pyocedure described for Exanple 210 using
I sypr opyl am ne instead of ethylanine in step a) and
4,ﬁmt hyl - 2- chl oro- pyri m di ne i nstead of
2-chlYor 0- 4- met hoxy-pyrinidine in step b). Exanple 255
(4- Qro-6, 7-di hydro- 5H-cycl opent apyri m di n-2-yl ) -
(1k i n dazol - 4-yl nethyl)- 15 isopropyl-amne _N HN
NIKNN"~tEL The title conpound, MS (ISP): 292.2

-H) +*) was Lhed- abl e vi.el d.  anal ogous
Th I Corbet BRRE BBE PRI S fin R P et
usadpronp yd theipnecadnst deadibet] forek tayl der reusing 34,6gria)losngyrimidine
2, 4-di chl or o- §, 7-di hydr o- 5H cycl opent apyri m di ne, . )
s a2 Rlom Be BpR et Mg R R OpiPajcpparation
bpm the drepdiehldbé pWin2D08/ N 4nter beforé EB2007/ 060666

Example 239
(1H-Imidazol-4-ylmethyl)-isopropyl-(4-methoxy-pyrimidin-2-yl)-amine

—N
HN\f
NJ\
N)\|N
NG
|
The title compound, MS (ISP): 248.1 ((M+H)") was obtained in comparable yield

analogous to the procedure described for Example 210 using isopropylamine instead of

ethylamine in step a).

Example 240
(6-Bromo-pyridin-2-yl)-(3H-imidazol-4-ylmethyl)-amine
?
. NH
HN

SN

/Br

The title compound, MS (ISP): 253.0; 255.0 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 63 using 2-amino-6-bromopyridine

instead of 2-methoxyaniline.



- 118 (1H I m dazol -4-yl et hyl)-isopropyl -

(4- met hyl - 6- phenyl -pyrimdin-2-yl)-amne [=N HN N
wWORI0B/0467SN \ | \ The title conpound, M (| SP):PGDBP207/060666

((MtH) +*) was obtained in con_plalégbl e yield anal ogous

to the procedure described for anpl e 210 using

i sopropyl am ne instead of eth mne in step a) and

2- chl or o- 4- et hyl - 6- phenyll?xﬁyr/nrpllér/ni@i ne instead of

BHhinddazed4-yireéthohy (4 pyethyli giridén 2rylsa@fneb) . Exanpl e 257

(1H | dazol - 4-yl met hyl ) -i sopropyl - [2-

(4- Th,gpxy- phenyl)-6-nethyl -pyrimdin-4-yl] - amne _N

HN ;%Nt' N \'' I \ O 10 The title conpound, NS

(I§{ﬁ . 338.3 ((M+H) +*) was obtained in conparable

yi elld anal ogous to the procedure described for

Ej@ae 210 using isopropylam ne instead of

€ mne in step a) and
4- chl or o- 2- (4- et hoxy-ghen |) - 6-met hyl - pyri m di ne )
The HaemppireL aF GPO A59E{ XY pywasrituming Mryostrapbiy vield

- - - - - _V . .
IR %ﬁf}%ﬁ T o T R ricine
lrwé@pﬁé;met Aellingg  HN N~
Example 242

(3-Bromo-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine

%?\NH
A,

QL

The title compound, MS (ISP): 294.1; 296.2 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 67 using 3-bromoaniline instead of 4-

trifluormethoxyaniline in step a).

Example 243
(3-Bromo-5-trifluoromethyl-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine
N=\
. NH

L,
F
Br
%
The title compound, MS (ISP): 362.1; 364.1 ((M+H)") was obtained in comparable yield

analogous to the procedure described for Example 67 using 3-bromo-5-trifluoromethyl-

aniline instead of 4-trifluormethoxyaniline in step a).

Example 244
(6-Bromo-pyridin-2-yl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine
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/[ N/ \ F "N~ 11_ WD 2008/ 046757 PCT/ EP2007/ 060666 -
119 The title conpound, M5 (ISP): 352.3 ((MtH) +*) was

wobiogiomad7 i n conparabl e yield anal ogous to thRCT/EP2007/060666

procedure described for Exanpl 210 using
I sopropyl am ne i nstead of ethyﬁanine in step a) and
4- chly o 2-[(1E)-2-(3-fluoro-phenyl)-vinyl]-6-nethyl -

pyrl Nme i nstead of 2-chl oro-4-nethoxy-pyrimdine in
5 Exanpl e 259

or 0- 6- trifluoronethyl-pyrimdin-2-yl)-
1HN m dazol - 4-yl nethyl ) -i sopropyl- amne ~N HIL,
(N CI  F Y-_ Fto The title conpound, M5 (ISP):
32 O ((N%FD+*) was obtained in conparable yield
ana g s to the procedure described for Exanple 210

S A e A M ST S

@fﬁal@gdmh k@ the-prédeedutddesyritipd fontsciniyge 6 hush@p-ah)in@wvebromopyridine
ma I C..S tion fr n1the 2-chl oro- 6-
@Btggﬂ@@H?FﬂHVQWHFH?HI% i somer before step c).

15 Exanpl e 260

(2-Chloro-6-trifluoronethy, ri d|n 4-yl) -

(1H i ni dazol - 4-yl net hyl ) - | Bﬁ’é é}] amine N H-~ N

(3H-Imidazol-4-ylmethyl)-isopropyl-(3-isopropyl-phenyl)-amine

%z/\NH
A

The title compound, MS (ISP): 258.1 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 67 using 3-isopropylaniline instead of

4-trifluormethoxyaniline in step a).

Example 246
(3H-Imidazol-4-ylmethyl)-isopropyl-(4-methyl-pyridin-2-yl)-amine

Y
N NH
Py

SN
Jo

The title compound, MS (ISP): 231.4 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 67 using 2-amino-4-methylpyridine

instead of 4-trifluormethoxyaniline in step a).

Example 247
(3,4-Dichloro-phenyl)-ethyl-(1H-imidazol-4-ylmethyl)-amine
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FF\NC F 20 The title conpound, M (ISP): 320.1
((MtH) +*) was obtai ned in conparable yield anal ogous

W e0o8loes7pT ocedur e descri bed for Exanpl e 210 usPEYEP2007/060666

i sopropyl am ne i nstead of etﬁ%anlne in step a) and

2 4-di chloro-6-trifluoronmethyl-pyrimdine instead of
NIoro- 4- met hoxy-pyrimdine in step b) and

q mat ogr aphi ¢ separation fromthe 4-chl oro-6-

tr|fIuoronethyl-pyrinidin-2-y| i somer before step c).

25 l e 261 WD 2008/ 046757 PCT/ EP2007/ 060666 - 120

1-13k [(1 H Imdazol-4-ylnmethyl) -am noj

| }-pyrrolidin-2-one f-_ NHNNHO N6 The title

§, M5 (1SP): 257.1 ([MrH +*), was obtained in

conpgrabl e yield analogous to the procedure described

0 HEF rampouionts (108 22T B NG tnayam 1 °Cl Bk 702
ﬁzl MAHEYS :V\Ql@ bR edRA esm ﬁralﬁlelywld analogous to the r(I)\I(ielcliure described
3 T ot P L H ol s

obt ai ned anal ogous to the procedure descri bed for
Exanpl e 186 using 4- cyclopropyl ani line instead of

manisidine in step a) . ile24563
@C%b-@%@% LII’H 1m1dazol 4-ylmethyl)- methyl amine
%fFIﬁ]daZO| 4 ylnet | -am ne - N

HN 2~

N/

o
Cl |

The title compound, MS (ISP): 254.1 ([>’Cl M+H]"), 252.1 ([*°’CI M+H] "), was
obtained analogous to the procedure described for Example 186 using 4-chloro-3-

methoxyaniline instead of m-anisidine in step a).

Example 249
Ethyl-(5-fluoro-2-methoxy-pyrimidin-4-yl)-(1H-imidazol-4-ylmethyl)-amine

N

HN\f

NS

F\f\lN
NP

The title compound, MS (ISP): 252.1 ((M+H) ") was obtained in comparable yield
analogous to the procedure described for Example 229 using 2,4-dichloro-5-fluoro-
pyrimidine instead of 2,4-dichloro-pyrimidine in step a) and sodium methoxide in 1,2-

dimethoxyethane instead of sodium hydride / phenol in dimethylformamide in step b).

Example 250
(1H-Imidazol-4-ylmethyl)-isopropyl-(2-methoxy-pyrimidin-4-yl)-amine



10

15

20

HN / N-" 6--V 15 The title conpound, M5 (I1SP): 228.1
([ MtH] +*), was obt ai ned anal ogous to the procedure

wale@snidietd for Exanpl e 186 using 3 cyclopropylPGﬂEPﬂmymmam

instead of manisidine in st g ﬁ Exanpl e 264 20

(1H I mi dazol - 4-yl met hyl ) - ( 3- py ? 1-y|-pheny|)-an1ne
) 2008/ 046757 PCT/ EP2007/ 060666 - 121 [=N HN~NH

N /,The_title compound, MS (1SP): 239.3 ([MH +-),

wasy’obt ai ned in conparable yield analogous to the

procedire described for Exanple 63 using

3-pyrYol-I-yl-phenyl am ne instead of

2- Qxyani line. 5 Exanple 265

(1H ndldazol - 4-yl net hyl ) - (3-i mi dazol - 1-yl - phenyl ) - ani n

e /NHWNH Ol N L2 The title conpound, MS (I SP):

i‘ﬂ@tv&e EdiYpdlnt, MS WeS). Q@i & MeHH) ™) &&'H@)%%H ) cY)hﬁJaPable yield

anal ogous to the procedure described for Exanple

giilegpus to ‘(hfmrowdd@ezdﬁﬁcrlbe@dowlﬁ%mfzé%%wrrgewdm @af&lcmide in 1,2-
&n‘i@?ﬁ&&’éﬁfﬁﬁé ﬂsﬂﬁd of @%fﬂ;llh?dg@@/ phenol in dimethylformamide in step b).

I m'dazol -4-y
(3 pyrrolldln 1- yI phenyl) amne [=N HN~NH 6' NO 15

The title conpound, M (I 413 ([ MtH] +%), was
obtai ned in conparable y ﬁ?ﬁmﬁ&
Ethyl-(1H-imidazol-4-ylmethyl)- (6 trlﬂuoromethyl pyridin-2-yl)-amine

—N
HN__Z

NN

The title compound, MS (ISP): 271.1 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 210 using 2-bromo-6-

(trifluoromethyl)-pyridine instead of 2-chloro-4-methoxy-pyrimidine in step b).

Example 252
(1H-Imidazol-4-ylmethyl)-(3-morpholin-4-yl-phenyl)-amine

@“Oo

The title compound, MS (ISP): 259.3 ([M+H] "), was obtained in comparable yield
analogous to the procedure described for Example 63 using 3-morpholin-4-yl-

phenylamine instead of 2-methoxyaniline.

Example 253
3-[(3H-Imidazol-4-ylmethyl)-isopropyl-amino]-benzonitrile
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anal ogous to the procedure described for Exanple 63
using 3-pyrrolidin-Il-yl- phenylam ne instead of

wQ20mboxyani | i ne. 20 Exanpl e 267 PCT/EP2007/060666

(1H—Inidazo|-4-y|nethyl)-isoprgg

(4- mor phol i n- 4-yl - phenyl ) - am ne” WD 2008/ 046757

PCT/ ER2007/ 060666 122- N HN~ N Cod The title

conp Sg, M5 (ISP): 301.3 ((MH)+*) was obtained in
arabl e yield analogous to the procedure descri bed

tp[? anpl e 67 using 4-norpholinoaniline instead of

fluoronethoxyaniline in step a). 5 Exanple 268 1-

)1 H I mdazol -4-ylnethyl) -isopropyl- am no]

| }- pyrrolldln 2-one ~~-NH\N~ N ON6 The title

conpounss, Ms (1SP): 299.3 ((MrH) +*) was obtained in

conparable yield analogous to the procedure described

The tlﬁmmp@nsi? MS(IARY): 241 3{@fHo- phrasrapitginedii comparable yield

?Hnarl(g élB %agh.e '1::(?(’% u egc?eéé'g)%dqgr ﬁ]’xa‘h{ﬂlé %FQ&@?%H%&'&B%&HQe instead

O fiHurifha adt e oxatanilimeinisdp)a)i sopr opy! -

(3-pyrrol-1-yl -phenyl)-amine NHN/ It" No 15 The

title conpound, Ms (ISP): 281.1 ((M+H)+-) was obt ai ned

in conparable yi el d anal dgeupl¢ 254 he procedure

gAP 6. ‘Hl %l, fpg{lm @Yl 7 1%1%('1% af(ljm t1hyl) isopropyl-amine

PYr o |ns e

4C??fluoronethoxyanlllne in step a).

-t

)\)\
The title compound, MS (ISP): 246.4 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 210 using isopropylamine instead of
ethylamine in step a) and 4,6-dimethyl-2-chloro-pyrimidine instead of 2-chloro-4-
methoxy-pyrimidine in step b).
Example 255
(4-Chloro-6,7-dihydro-5H-cyclopentapyrimidin-2-yl)-(1H-imidazol-4-ylmethyl)-

isopropyl-amine

?*
@*C.

The title compound, MS (ISP): 292.2 ((M+H) ") was obtained in comparable yield
analogous to the procedure described for Example 210 using isopropylamine instead of
ethylamine in step a) and 2,4-dichloro-6,7-dihydro-5H-cyclopentapyrimidine instead of
2-chloro-4-methoxy-pyrimidine in step b).

Example 256
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15

Exanpl e 270 20
(1H 1 m dazol -4-yl met hyl ) - (3-i m dazol - 1-yl - phenyl ) -i sop

WO opglo4eni ne WO 2008/ 046757 PCT/ EP2007/ 060666 PET/EB2007/060666

~NH\NW~ NN L__ NThe title ﬁgqpound, M5 (1 SP)
282 0O ((MHH) +*) was obtai ned | conparable yield

R kSR 4 RERGL Rft P FRER 5 omine

4fFN|quoronethoxyan|I|ne in step a). 5 Exanple 271
('t&#1 m dazol - 4-yl met hyl ) -i sopr opyl -
(3-|pyrirolidin-1-yl-phenyl)-amne _NHN/ N No The
tit

in arable yield 10 anal ogous to the procedure

degcrijbed for Exanpl e 67 using 3-pyrrolidin-I-yl-

phe instead of 4-trifluoronethoxyaniline in
step a)! anpl e 272 2- [Bi phenyl-3-yl -

(3H i mdazol -4-ylmethyl) -am no] -ethanol NH OH 15
Thetitle tdrepewonh MASPIVBOE 4 SRY+H294wds qbidied) in*cpmpasable yield

glpal(?%)élg J[hg é)"}g{gﬁgfe dﬁpefscehl%é)?!)rdE)iaﬁ{b?é Qﬁf)ﬁjs?ngt 1901;rg$ylam1ne instead of
chy]lanplhemyslte-p?ﬁ)whquh@ro ébtrhzdry(b% plreslylepl}mm]fdme instead of 2-chloro-4-

P&fﬁl?"% yhlﬁ‘j}l?‘gm cETxﬁ |§| 52-7:(33I%|-0i ni dazol - 4-yl met hyl ) -i so

propyl - am ne Example 257

E conmpound, Ms (ISP): 285.0 ((MtH)+*) was obtai ned

(1H-Imidazol-4-ylmethyl)-isopropyl-[2-(4-methoxy-phenyl)-6-methyl-pyrimidin-4-yl]-

amine

ka
e

|
The title compound, MS (ISP): 338.3 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 210 using isopropylamine instead of
ethylamine in step a) and 4-chloro-2-(4-methoxy-phenyl)-6-methyl-pyrimidine instead
of 2-chloro-4-methoxy-pyrimidine in step b).

Example 258

{2-[(E)-2-(3-Fluoro-phenyl)-vinyl]-6-methyl-pyrimidin-4-yl}-(1H-imidazol-4-
ylmethyl)-isopropyl-amine

—N
HN’%
NJ\
Jo
X, k/\@/F
N
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25

WD 2008/ 046757 PCT/ EP2007/ 060666 - 124 N HN/ N t'
Nl), N The title conmpound, M5 (ISP): 262.1 ((MH)+.)

wor®sobi’al ned in conparabl e yield anal ogous tBCT/ER2007/060666

procedure described for Exanplﬁ9229 usi ng the
4-chl oro-pyrimdin-2-yl isoner and sodi um et hoxide in

In L ERARAENATEe 355 266 O SRl INAL 95, PR

@I?.alcEgdmsth}pWroctddra’deécr}He)i for Example 210 using 1sopropylam1ne instead of

m d
GG datdnnrots aPERB ST M -yl
ppimidiedinstead ofjrahlabl-4- ryethbxy ﬁmrara,’mh@lgcst@ o the
procedure described for Exanple 229 using the

2-chl oro-pyrimdin-4-yl isomer and sodi um et hoxide in
1, 2-di met hoxyet hane i nst edtkaafpls2z&® um hydri de / phenol

BBl Ry SRt S BRBAS Fi ey -isopropyt-

aiiene NH ~~N 15 6"Br The title conpound, M5 (ISP)
280. & 282.2 ((MtH) +.) was obtai ned in conparable

é& anal ogous to the procedure described for
81 using 3-bronmpaniline instead of 3-
chl -fluoroaniline in step a). Exanple 276 20

(4- Fl pyor o- phenyl ) -(1Him dazol -4-yl net hyl ) -am ne WD

200 I 6757 PCT/ EP2007/ 060666 - 125-
FXy
Cl

E
The title compound, MS (ISP): 320.0 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 210 using isopropylamine instead of
ethylamine in step a) and 2,4-dichloro-6-trifluoromethyl-pyrimidine instead of 2-chloro-
4-methoxy-pyrimidine in step b) and chromatographic separation from the 2-chloro-6-

trifluoromethyl-pyrimidin-4-yl isomer before step c).

Example 260
(2-Chloro-6-trifluoromethyl-pyrimidin-4-yl)-(1H-imidazol-4-ylmethyl)-isopropyl-
amine

—N
HN’%
NJ\
- IN
F
F \N)\CI
F

The title compound, MS (ISP): 320.1 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 210 using isopropylamine instead of
ethylamine in step a) and 2,4-dichloro-6-trifluoromethyl-pyrimidine instead of 2-chloro-
4-methoxy-pyrimidine in step b) and chromatographic separation from the 4-chloro-6-

trifluoromethyl-pyrimidin-2-yl isomer before step c).

Example 261
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INHN/ NH F The title conpound, M5 (I1SP): 192.3
([ MtH] +-), was obtained in conparable yield anal ogous

W e0o8loes7pT ocedur e descri bed for Exanpl e 180 usPEIYEP2007/060666

4-fluoro-aniline instead of 3,4-difluoro-aniline. 5
Exanple 277 (3,

h { )g@m ne N
f.Ng’/ ]ﬁﬁl pjdothy f%ﬁ%‘wl‘?‘a ‘%9]2% engﬁr%fnnq “{ PBF 210.3
H +*), was obtained in conparable yi el d anal ogous
ﬁ he procedure described for Exanple 180 using
3,

-difluoro-aniline instead 10 of

"di f1 uor o-aniline. Exanple 278 (2,2-Difl uoro-benzo
dioxol-5-y|)-(1FLinidazol-4-y|nethyl)-anine / =N
0-/- F The title conpound, MS (ISP):

254. 3 ( H +*), was obtained in conparable yield 15
anal ogous to the &rocedure descri bed for anpl e 180

8¢ HBe comperrd, Yoy @SB 2% ﬁ[é%éﬁidd.%@@béalquslfléa@lp@fable yield

g’mﬁo jul k&ﬂfe%r@é@dhf&&scr@éﬁm Braéfple 63 usmg 1- (3 ammo phenyl)
- Di br ono- phenyl (1Hi m dazol -4-yl et hyl ) -

mrczl@fbgﬂowwa?te@mﬂ doxyoBo®ee - 126

Example 262
(4-Cyclopropyl-phenyl)-(1H-imidazol-4-ylmethyl)-methyl-amine
/:N
HN._ 2
7~

N

The title compound, MS (ISP): 228.1 ([M+H] "), was obtained analogous to the

procedure described for Example 186 using 4-cyclopropyl-aniline instead of m-anisidine

in step a).
Example 263
(3-Cyclopropyl-phenyl)-(1H-imidazol-4-ylmethyl)-methyl-amine
=N
HN__~
7~

N

The title compound, MS (ISP): 228.1 ([M+H] "), was obtained analogous to the
procedure described for Example 186 using 3-cyclopropyl-aniline instead of m-anisidine
in step a).

Example 264
(1H-Imidazol-4-ylmethyl)-(3-pyrrol-1-yl-phenyl)-amine
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N HNNH 4 Br Br The title conpound, M5 (I1SP): 334.3
(81Br81Br [M+H +'), 332.3 (81Br79Br [MH +), 330.3

wQ@ ZeBnIoBr [ MHH] +*), was obtai ned i n conpar abPET/EPBIT060666

anal ogous to the procedure qggrlbed for Exanple 180
usi ng 3, 4-di bronmoaniline inste

3,4qdi fluoro-aniline. 5 Exanple 280

(i HP 1 m dazol -4-yl methyl )-(2,2,3,3-tetrafl uoro-2, 3-di hy
dr 9- benzo [ 1,4] dioxin- 6-yl)- amine [-- N HN NH \
O FF FFto The title conpound, M5 (I1SP): 304.0

+*), was obtained in conparable yield anal ogous
procedure described for Exanple 180 using

, 2,3, §-Detrafl uoro-6- ani nobenzodi oxene instead of

3,4-di fTloro-aniline. Exanple 281 15

(FBe Ghé Odlﬁpélurfd MH (qsp)h esalb M AR T )nvehaz)@tal&dmh FBinpytabteaiald

elil a%zgq[us ﬁ@ef r?@ﬁl&ﬁ? (%el%rﬁﬂeé f?rh]gﬁ'ﬁ@tl‘i&( Ig%pm,rpﬁ E,/E/ phgwgamme

piteadl B2 mdthoxganias.abl e yleld anal ogous to the
procedure described for Eﬁgia %%p usi ng 3-
chl oro-4-fluoro-aniline i

BrH-1 Ahii ddzuP4-9tagthll) 18-imidazol-1-yl-phenyl)-amine

o—

(
t
2

=N

=
HN\f

NH

A
N\N

\/
The title compound, MS (ISP): 240.1 ([M+H]"), was obtained in comparable yield

analogous to the procedure described for Example 63 using 3-(1H-imidazol-1-

yl)benzenamine instead of 2-methoxyaniline.

Example 266
(1H-Imidazol-4-ylmethyl)-(3-pyrrolidin-1-yl-phenyl)-amine

=N

=
HN\f

5

The title compound, MS (ISP): 243.3 ([M+H] "), was obtained in comparable yield
analogous to the procedure described for Example 63 using 3-pyrrolidin-1-yl-

phenylamine instead of 2-methoxyaniline.

Example 267
(1H-Imidazol-4-ylmethyl)-isopropyl-(4-morpholin-4-yl-phenyl)-amine
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20 Exanpl e 282 WD 2008/ 046757 PCT/ EP2007/ 060666 - 127
(3,5-Bis-trifluoronethyl-phenyl) -

W@ dsiomi7dnzol - 4-yl nmethyl )-amne f-_ N HN( NHCHER0B7/660666

F F The title conpound, NS (I% % 310.3 ([ MtH] +*), was

obtai ned in conparable yield alogous to the

pnogedure descri bed for Exanple 180 using

3nSHbi s(trifluoromethyl)- 5 aniline instead of

-di|f luoro-aniline. Exanple 283

ro-pyrimdin-2-yl)-

i dazol -4-yl met hyl ) -i sopropyl -am ne N HN /NN

The title compound, MS (I1SP): 252.1 ((M+H)+.)

btai ned in conparabl e yield 1o anal ogous to the
:iure descri bed for Exanple 210 using

gg; pyl am ne instead of ethylamne in step a) and

4-di chl oro-pyrimdine instead of 2-chloro-4-methoxy-
be 1l ey, &Seﬁds%b 3@hd (@ ok wigrekistined @ésmp&fqbéqq‘/leld

Eﬁa%%g?g?o ﬁleﬁﬂb&ﬁgreod’e%&rfﬂe@f& Bratilple 52 Q0RE 4 085:Ph8liaBRine instead

e EW%M%OEHQWNW@HWSHHﬁWP@ézoI 4-y| et hyl ) - net hyl - ani ne
NH N Br The title conpounds,,¥R1{368P): 266.0; 268.1
((N%FD+ was obtained in conparable yield anal ogous
1-034 tid1-pmireolat-elndesb gl iidopdoybrantinelnphenyB pyumilidin-2-one
3- brormoani line instead of 3- chloro-2-fluoroaniline in
step a) and fornmal dehyde solution (40%in water)

I nst ead of

N
O
e 8
N
The title compound, MS (ISP): 299.3 ((M+H)") was obtained in comparable yield

analogous to the procedure described for Example 67 using 1-(3-amino-phenyl)-

pyrrolidin-2-one instead of 4-trifluoromethoxyaniline in step a).

Example 269
(1H-Imidazol-4-ylmethyl)-isopropyl-(3-pyrrol-1-yl-phenyl)-amine

HN?k

O
The title compound, MS (ISP): 281.1 ((M+H)") was obtained in comparable yield

analogous to the procedure described for Example 67 using 3-pyrrol-1-yl-phenylamine

instead of 4-trifluoromethoxyaniline in step a).

Example 270
(1H-Imidazol-4-ylmethyl)-(3-imidazol-1-yl-phenyl)-isopropyl-amine



20 acetal dehyde in step b). Exanple 285
( 3- Chl or o- 4- net hoxy- phenyl ) -

W@ 2dsiomi7dnzol - 4- yl net hyl ) - am ne MD 2008/ 046757PCT/EP2007/060666
PCT/ EP2007/ 060666 - 128 N H 4 NH C /O The title
conpound MB (1SP): 240.1 (37 f [MH +' ), 238.0 (35CL

+*), was obtained in conparable yield anal ogous

} e procedure descri bed for Exanple 63 using
3 ch o- 4- et hoxy-ani | i ne instead of

xyanlllne 5 Exanpl e 286

or o- 3-f| uoro- phenyl) -
dazol 4- ylnethyl) amne f-- NHN/ NH 4 F C
The

e\conpound M5 (ISP): 228.1 (37C1L [ M+H +'),
226.1 (§5C1 [ MkH] +*), was obtained 10 in conparable

of
thelt soalongpd s oy eneohs e ey apeaivye

analegoe kg HisiNrpeed ureleserpied fogixanide @7 mying @nﬁﬂd lph@aﬂy }

| agt F
IR R RGNS s N, .

5 was obtai ned anal ogous to the
Example 271

(1H-Imidazol-4-ylmethyl)-isopropyl-(3-pyrrolidin-1-yl-phenyl)-amine
/:N
HNf
NJ\
O

The title compound, MS (ISP): 285.0 ((M+H)") was obtained in comparable yield
10 analogous to the procedure described for Example 67 using 3-pyrrolidin-1-yl-

phenylamine instead of 4-trifluoromethoxyaniline in step a).

Example 272
2-[Biphenyl-3-yl-(3H-imidazol-4-ylmethyl)-amino]-ethanol

N=—

The title compound, MS (ISP): 294.1 ((M+H)") was obtained in comparable yield

analogous to the procedure described for Example 1 using 2-(biphenyl-3-ylamino)-

15

ethanol instead of N-ethylaniline.
Example 273
20  (4-Ethoxy-pyrimidin-2-yl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine
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procedure descri bed for Exanple 186 using
3,4-difluoro-aniline instead of manisidine in step

W@ Ro0sxanpl e 288 20 PCT/EP2007/060666

(3,4-Di chl oro-phenyl)-(1Him 8@% -4-yl met hyl ) - net hyl -
am ne WD 2008/ 046757 PCT/ EP2007/060666 - 129 /--N
H NI\V \ Q1 C The title conpound, M5 (ISP): 260.0

[ I\/H—|] +'), 257.9 (37C135C1 [M+H +'), 256.1 (35C
was obt ai ned anal ogous to the procedure
des N

d for Exanple 186 using 3,4-dichloro-aniline
|ns dof manisidine in step a). 5 Exanple 289

(4- h?:I u r%henyl ) -
(1H- 1 @azaol - 4-yl net hyl ) - met hyl - am ne =NHN N F

E?gpéﬁ}edﬁ %ﬁgﬁé ougfﬂt))cl\)/§ ?‘{h @%)JFH g)gvé ur e%ée_(gs%ir | Blé)g@ﬂe ield
Exdogoiue A 86 ms¢edgre4des¢rd1§rdcSOIahxalmpi@ZZ%M@tdie gfchloro-pyrimidin-2-yl
{lﬁﬁi%# %Il#gédaﬁ%ﬁﬁgmo%kﬁﬁn ‘fil,)Z'—diE?%@mygthgl%)instead of sodium hydride / phenol
{mdaniethytfarohmideyihsepyl ) - met hyl -anine [-- NHN N Br

15 The title conpound, MS { ){)?‘? 68.0 (81Br [MH] +'),
266.1 (79Br [MtH +*), was O ne anal ogous to the

@-Eﬁwdvm@ridédhﬂ—bbdsﬂemaxmmr;dmﬂfyl)wsompyl-amine
4- brpno-ani | i ne instead of

HN._ z

By
SN

The title compound, MS (ISP): 262.1 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 229 using the 2-chloro-pyrimidin-4-yl
isomer and sodium ethoxide in 1,2-dimethoxyethane instead of sodium hydride / phenol
in dimethylformamide in step b).

Example 275
(3-Bromo-phenyl)-ethyl-(3H-imidazol-4-ylmethyl)-amine

N=—
X NH

N

Ckm
The title compound, MS (ISP): 280.1; 282.2 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 81 using 3-bromoaniline instead of 3-
chloro-2-fluoroaniline in step a).

Example 276
(4-Fluoro-phenyl)-(1H-imidazol-4-ylmethyl)-amine
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15

manisidine in step a). Exanple 291
(3, 5-Di chl oro-phenyl) -

W@ dsiomi7dnzol - 4- yl nmet hyl ) - met hyl - am ne WO 2008POHEFHH7/060666

PCT/ EP2007/ 060666 -130- /--N ??‘ N' C C The title
conpound MB (ISP): 259.8 (37CT°[M+H +' ), 258.0
1G135C1 [MrH +'), 256.1 (350 [MrH +*), was
q ned anal ogous to the procedure described for
Exgnpl e 186 wusing 3,5-dichloro-aniline instead of
m arjsidine in step a). 5 Exanple 292
(3,53Difluoro-phenyl) -
(1 i dazol -4-ylnethyl)-methyl-amne [-- NHNN F
F title conpound, MS (ISP): 224.4 ([MtH +'), was
obt al ned anal ogous to the 10 procedure described for
Exanpl e 186 using 3,5-difluoro-aniline instead of
Whanﬂ@canp@mchMSs@é]b) 492.3 E[)Mﬁﬁl '®), #@gobtained in comparable yield

]
%{?dlé%ﬁsgcl {‘H%)p?((%aﬂ{ze rﬁle%(ér;bgﬁ f%r %yff% us mﬁé}hﬂfloro an1l1ne instead of
p4-diflndiN-anilinE. | O+F F 15 The title conpound NB
(ISP): 268.1 ([N%Fﬂ+*) was, ol ﬁg&ﬂﬁd anal ogous to the
(3, 5-Difluoro-phenyl)-(1H-imidazol-4-ylmethyl)-amine
/:N

HN_ 2

NH

ol

The title compound, MS (ISP): 210.3 ([M+H] "), was obtained in comparable yield
analogous to the procedure described for Example 180 using 3,5-difluoro-aniline instead
of 3,4-difluoro-aniline.

Example 278
(2,2-Difluoro-benzo[1,3]dioxol-5-yl)-(1H-imidazol-4-ylmethyl)-amine

—N
HN__~

NH

0—7LF

F
The title compound, MS (ISP): 254.3 ([M+H] "), was obtained in comparable yield
analogous to the procedure described for Example 180 using 2,2-difluoro-5-

aminobenzodioxole instead of 3,4-difluoro-aniline.

Example 279
(3,4-Dibromo-phenyl)-(1H-imidazol-4-ylmethyl)-amine
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procedure descri bed for Exanple 186 using
2, 2-di fl uor o-5-am no-benzodi oxol e i nstead of

wOorR@A/0%78T ne in step a). Exanple 294 PCT/EP2007/060666

(3-Chl oro-4-fluoro-phenyl)- 2% -

(1Hi m dazol - 4-yl et hyl ) - net hyl™"am ne WD 2008/ 046757
PCI{ EP2007/ 060666 - 131 f=N HN N~ C F The title

! ound, M5 (ISP): M5 (ISP): 242.2 ([37C1 MtH +'),
240.1 ([35C1L MtH + ), was obtai ned anal ogous to the

pr ovedur e descri bed for Exanple 186 using 3-chl oro-4-
flugro-aniline instead of manisidine in step a). 5
@ e 295 (3-Chl oro-5-fluoro-phenyl) -

(1H) medazol - 4-yl met hyl )-nmethyl -amine f=N HN/ N-" F

\ I Bl The title conmpound, Ms (ISP): M5 (ISP): 242.2
Thewfd cdipbund MP40p)1 384 35 MrhivH | ) 133 2vpd ' BrbBal e | ),
anal ogous to the procedure describ .or E;larrpl e 186
é&-%@’g@- &Il B, waspitanehin SR anig eld agflogous to the procedure
s2Ab& @ E@thFIeQB@ Bsiﬁ% 3, 4B GInARR indtdrdBSroMRdiBRe Ry hiiline.
- (1Himdazol -4-ylnethyl) -isopropyl-amne _NHN 15
Br The title compound, M5 (ISP): 296.1 ([g"Br MtH +'),
294.0 ([79Br MrH +"), was pQRipd fgd in conparabl e

i el d anal ogous to the gr ocedure described for Exanple
éﬂiﬁ@pdﬁgol—ﬂ—ybnqhﬁ].) 42213 htetiafyerog Y 3 tihydro-benzo[1,4]dioxin-6-yl)-
4atdd fl uoronmet hoxyaniline in step a).

/:N

HN_ _~

NH

2,

LK

F F
The title compound, MS (ISP): 304.0 ([M+H] "), was obtained in comparable yield
analogous to the procedure described for Example 180 using 2,2,3,3-tetrafluoro-6-

aminobenzodioxene instead of 3,4-difluoro-aniline.

Example 281
(3-Chloro-4-fluoro-phenyl)-(1H-imidazol-4-ylmethyl)-amine

=N

=
HN\f

NH

<3

F
The title compound, MS (ISP): 228.1 (*’Cl [M+H]"), 226.1 (*’Cl [M+H] "), was obtained
in comparable yield analogous to the procedure described for Example 180 using 3-

chloro-4-fluoro-aniline instead of 3,4-difluoro-aniline.

Example 282
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15
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20 Exanple 297 (3, 4-Di brono-phenyl) -
(1Hi m dazol -4-yl nmet hyl ) -i sopropyl -am ne WO

wWQeO8NO#E757 PCT/ EP2007/ 060666 -132- _N HN Br PCBEPZA)7/060666

(4-BronD-phenyI)-(1FLinidazol]%7ylnethyl)-anine The
title conpound NB (1SP): 334 ([g"Br M+tH] +'), 331.9

g%? 7 tr1 uorom'égh l %11)7@2@ fd[azo%—%’— 1me|t_ﬂ‘/4f)'-2hp;]ﬁ"éas

arned 1n co analo ous
dure described 5 for Exanple 180 using

3mggglbronnanlllne i nstead of 3, 4-difluoroaniline. b)
(3, 4 pi br omo- phenyl ) - (1H i m dazol - 4-yl met hyl ) - i sopr opy
| -amne The title conpound, M5 (ISP): 376.1 ([g"Br

Vs ), 374.1 ([g"Br79Br MtH] +'), 372.0 ([79Br

~was obtained anal ogous to the procedure

deécrlbed for Exanple 67 step 10 b). Exanple 298

(rﬁ&rhhm(slﬁg&lln&m (P@)h%id 3 MPH?W bvad 8bt§m%d B Ecﬁhﬁeﬁ%lh‘ Klfeld

ro-benzo | di oxi'n- 6-yl)-amne
Nw@gocaﬁ to éxemm@dw dﬁﬁ@lheidtfweEwrﬁ%@ LSS, ?mbsmusm@h‘/l)

LbilvkEnsiedd ores- i Abngdiden conparabl e yield anal ogous
to the procedure described for Exanple 297 using

2,2,3,3-tetrafl uoro- 6- ami hepwle ¥ oxene i nst ead of

éhg)'rp Iﬁ)gﬁﬁﬂ?fn ﬁ (Bﬁ lif o@—)il #hﬁéhﬁggzﬁ?[%%g 12ihine

o phenyl 0 Inethyl)-ls
HN\[% -am ne

X"¢l
The title compound, MS (ISP): 252.1 ((M+H) ") was obtained in comparable yield
analogous to the procedure described for Example 210 using isopropylamine instead of
ethylamine in step a) and 2,4-dichloro-pyrimidine instead of 2-chloro-4-methoxy-
pyrimidine in step b) and chromatographic separation from the 2-chloro-pyrimidin-4-yl
isomer before step ¢).

Example 284

(3-Bromo-phenyl)-(3H-imidazol-4-ylmethyl)-methyl-amine

N=—
X NH

\N

QL.

The title compound, MS (ISP): 266.0; 268.1 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 81 using 3-bromoaniline instead of 3-
chloro-2-fluoroaniline in step a) and formaldehyde solution (40% in water) instead of
acetaldehyde in step b).

Example 285
(3-Chloro-4-methoxy-phenyl)-(1H-imidazol-4-ylmethyl)-amine
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HNN \ F C W 2008/ 046757 PCT/ EP2007/ 060666 - 133
The title conmpound, M5 (ISP): 270.2 ([37C1L M+H| +.)

wWQe@dsa4q7pB85C1L MHH] +*), was obtained in conmpaP@EbER2007/060666

yi el d anal ogous to the proceduyre described for Exanple

67 using 4-chloro- 3-fluoro-aniTine instead of

4-t (i fluoronethoxyaniline in step a). 5 Exanple 300

Qé% - Bi s-trifluoronethyl-phenyl)-

(1K i m dazol -4-yl met hyl ) -i sopropyl-amne [=N H\N~ N

FAEFFF The title conpound, M5 (ISP): 352.5

([ MtH] +*), was obtained in conparable yield anal ogous
@ procedure described for Exanple 297 using 3,5

&rifluoronmethyl) aniline instead of

3,4-gli brompani line in step a). Exanple 301 Ethyl -

(4-fluoro-phenyl)- (1Him dazol -4-ylnmethyl)-amne [--

ThéhikldcoRpdimdaMS (ISP): 240.1 (*’Cl [M+H]"™), 238.0 (*°Cl [M+H] "), was obtained

4- Fl - ph [ Y-(1Himd -4-yl et hyl ) - am To.
bl G P el e R R gt o Y e Rink 3-chloro-
4-n2ethoohdralineinb@ntof 5 nret)oxwetilne.added
4-fornylimdazole (0.78 g, 8.10 nmmol ), sodium

tri acet oxyborohydride (2.29 g, 10.8 mmol) and acetic
acid (0.06 m). The reactiExanplx286¢ e was stirred at 50

4 h The r iQn.m xtuyr s..then concentrated
(1D locta nro e B0 iR B Fr PRN g 20 T aah
ch=wmat ogr aphy (colum: [solute Flash-NH2 (Separtis);

Blent :  nmet hanol / di chl or onmet hane gradient) to yield a
whilte solid (160 ng, 16%; Ms (ISP):
NH

F
Cl

The title compound, MS (ISP): 228.1 (*’Cl [M+H]"), 226.1 (*’Cl [M+H] "), was obtained
in comparable yield analogous to the procedure described for Example 63 using 3-chloro-

4-fluoro-aniline instead of 2-methoxyaniline.

Example 287
(3,4-Difluoro-phenyl)-(1H-imidazol-4-ylmethyl)-methyl-amine

—N
HN_ ~

N/

<

L
The title compound, MS (ISP): 224.4 ([M+H] "), was obtained analogous to the
procedure described for Example 186 using 3,4-difluoro-aniline instead of m-anisidine in
step a).

Example 288
(3,4-Dichloro-phenyl)-(1H-imidazol-4-ylmethyl)-methyl-amine
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192.2 ((MrH)+' ). b) Ethyl- (4-fluoro-phenyl) -(I
H i m dazol -4-yl nethyl) -amne 25 To a sol ution of

W@ 260Blow0sD- phenyl ) - (1H i mi dazol - 4-yl met hyl ) - anPCEEPDO2050666

g, 1.05 mol) in 1,2-dichlor hane (6 M) were added
acet al dehyde (0.30 m, 5.23 sodi um WO

2008/ 046757 PCT/ EP2007/ 060666 - 134

t i Aacet oxyborohydride (0.67 g, 3.14 mmol) and acetic
acld (0.06 m). The reaction mxture was stirred at
40 @ for 16 h. The reaction m xture was then

co trated in vacuo and the residue was purified
usi flash chromat ography (col umm: 1Isolute Flash- NH2
(Sedartis); eluent: methanol/ethyl acetate/heptane
graﬁlent) to yield a white_solid 5 (131 , 579
Th&R)le capound, (MaHHFRS: 260.0 éx@lnhMeHiBO)ZZSZ 91?%18?@ Mﬂeﬁiyn) 256.1

i\l_‘(tllh[WIJBHi w'a% 4328 anﬁoél(lurg% i Broce%ﬁk%?escnbed i ]Lf!!gfnple 186
(sin B8 dnbelpbenyiiling ibbteadrazolisiding imsehy). ) - am ne The
title conpound, MsS (ISP): 254.0 ([81Br M+H +' ), 252.1

([79Br M+tH] +'), was obtained in conparable yield
anal ogous to the procedurdbdeﬁﬁei&kd for Exanple 63

' 4: b I et h I 15
e Bl F 5 ARG o L
-grlne The title conpound Ms (ISP): 282.1 ([81PBr

+'), 280.0 ([79Br M+H +' ), was obtai ned anal ogous
tolthe procedure described for Exanple 301 step b).

Exarpl e 303 20
(3 Di chl or o- phenyl ) -ethyl - (1H i m dazol -4-yl nethyl)-a
INHN N C \ Cl The title conmpound, Ms (1SP):

274 0 ([37C1L M+H +'), 272.1 ([37C1l35C1 MtH + ), 270.2
([3§t1 MtH] +*), was obtai ned anal ogous to the
Phededusmapaart; MDESP ) 006. ExampHeE )30 4s obtained analogous to the

procedure described for Example 186 using 4-fluoro-aniline instead of m-anisidine in
step a).
Example 290
(4-Bromo-phenyl)-(1H-imidazol-4-ylmethyl)-methyl-amine
=N
HN_
C

N

D

Br
The title compound, MS (ISP): 268.0 (*'Br [M+H] "), 266.1 ("’Br [M+H]"), was obtained
analogous to the procedure described for Example 186 using 4-bromo-aniline instead of
m-anisidine in step a).

Example 291
(3,5-Dichloro-phenyl)-(1H-imidazol-4-ylmethyl)-methyl-amine
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using 3,5-dichloro-aniline instead of 4-fluoroaniline
in step a). 25 Exanple 304 (3-Chloro-phenyl)

WO eaolphe761H- i m dazol - 4-yl met hyl ) - am ne V\D 2008POBEPHF7/060666

PCT/ EP2007/ 060666 - 135- ~N Hﬁ QV The title
conpound MB (ISP): 238.0 ([37C MH—|]+ ) 236.1 ([35CL
+*), was obtained analogous to the procedure
che arlbed for Exanple 301 using 3, 5-dichloro-aniline
instead of 4-fluoroaniline in step a). 5 Exanple 305
Br ono- 3- f | uor o- phenyl ) -ethyl -
i dazol - 4- ylnethyl) -amne NHN~ N _\ \ F Br

s tle conpound, M5 (ISP): 300.0 ([g"Br MH] +'),
598.1 {[79Br M+H] +*), was obtai ned anal ogous to the
mheaedwlﬁp@iﬁ&bMSo(eﬁp)f 059.E(<3é@1pﬂ1\e+ﬁq3*1) p58.0¢'C1°°Cl | M+H] ), 256.1

fl uor.o- ank e 10 instead ,of 4-flu [

(P CURERIR : v ! spoeets i pordRts dinarpryor Biasgte 186
ilh'gBmdi&‘ZlOﬂo- dnifhardbtayd Of madhiigidine frrstepNa) N F F The
title conpound, M5 (ISP): 238.1 ([ MtH +'), was
obt ai ned anal ogous to the 15 procedure descri bed for
Exanmpl e 301 using 3, 5-di f IB@rple@rdd i ne instead of 4-

f l u t? agrlol I;hrze%y )r}llglti%dggol—&%)ir%g&lyﬁ—n%gtﬁyl—amine

HN%

N/

F/©\F

The title compound, MS (ISP): 224.4 ([M+H] "), was obtained analogous to the

procedure described for Example 186 using 3,5-difluoro-aniline instead of m-anisidine in

step a).
Example 293
(2,2-Difluoro-benzo[1,3]dioxol-5-yl)-(1H-imidazol-4-ylmethyl)-methyl-amine
/:N
HN _~
N

0
07LF
P
The title compound, MS (ISP): 268.1 ([M+H] "), was obtained analogous to the
procedure described for Example 186 using 2,2-difluoro-5-amino-benzodioxole instead
of m-anisidine in step a).
Example 294
(3-Chloro-4-fluoro-phenyl)-(1H-imidazol-4-ylmethyl)-methyl-amine
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(4-Cnhl oro- 3-fl uoro-phenyl) -ethyl -
(I Himdazol-4-ylnmethyl) -amine f--NHN N\ \ F C

wOD0R0OBSD46757 PCT/ EP2007/ 060666 - 136 The tPCT/@P2007/060666

conmpound, M5 (ISP): 256.0 ([37 M+H] +' ), 254.1 ([35C1
NHFU +*), was obtai ned analog us to the procedure
rlbed for Exanple 302 using

oro-3-fluoro-aniline instead of 4-bronpaniline
n step a). Exanple 308 5

|
(3- or o- 5-fl uor o- phenyl ) - et hyl - (1H i m dazol - 4-yl nmet h
yl)-amne /NHNN", CF The title conpound, M
(1$P)™ 256.0 ([37C1 MkH +'), 253.9 ([35C1 M+H +'),

"glned anal ogous to the procedure described for

bl e~'302 using 3-chl oro-5-fluoro-aniline instead

of 4-bronpaniline in step a). 10 Exanpl e 309

(Be Brloommdedd)doIpPeMd (ISPeRe2 ¢ [P0l M+H] "), 240 1 ([35c1 M+H]"),

daz
s]vﬁ%gl]ft cial&aﬁﬂ%odjanﬁ(a H}é’@%o%eﬁggz) fesg&&dglo{%%ang}le f\/ﬁ-q-ﬂlsimg f chloro-4-
R288rolar(iiGiBsteddrdd]l mAanjsidinam it @i ned anal ogous to the
procedure described for Exanple 301 using
3-brono-4-fluoro-aniline 15 instead of 4-fluoroaniline
in step a). Exanple 310 (2ZEx&niplé I%or 0- benzo

E3 CEJO(% %Xf(l)uorg [%lenyl? li;n(lc}azo L7 yﬁj yl) mé/t maérpl nle) am ne

/:N
HN__~

N/
F f Cl

The title compound, MS (ISP): MS (ISP): 242.2 ([”’Cl M+H] ™), 240.1 ([’Cl M+H] "),
was obtained analogous to the procedure described for Example 186 using 3-chloro-5-

fluoro-aniline instead of m-anisidine in step a).

Example 296
(4-Bromo-phenyl)-(1H-imidazol-4-ylmethyl)-isopropyl-amine
/:N
HN_ _~

PN

Br

The title compound, MS (ISP): 296.1 ([*'Br M+H]| "), 294.0 ([”’Br M+H] "), was

obtained in comparable yield analogous to the procedure described for Example 67 using

4-bromo-aniline instead of 4-trifluoromethoxyaniline in step a).

Example 297
(3,4-Dibromo-phenyl)-(1H-imidazol-4-ylmethyl)-isopropyl-amine



10

15

20

f-- NH\ NO OF F The title conpound, M (ISP):
282.0 ([ M+H +*), was obtai ned anal ogous to the 20

w@e@smdIse descri bed for Exanpl e 302 using PCT/EP2007/060666

2, 2-di fl uor o- 5- am no- benzodlo e instead of
4-bromoaniline in step a). l'e 311
(2r2h[]fluoro benzo [ 1, 3]

NOXnI 5-yl)-(1Him dazol - 4-yl net hyl ) -i sopropyl - am ne
WD P008/ 046757 PCT/ EP2007/ 060666 - 137 /=N HN~ N O

O _ F The title conmpound, M5 (ISP): 296.4

([ MtH] +-), was obtai ned in conparable yield anal ogous
to e procedure described for Exanple 67 using

2,2 Quor o- 5- am nobenzodi oxol e i nstead of

4-trilf| doromet hoxyaniline in step a). 5 Exanple 312
(3- Chl or o- 4- f | uor o- phenyl) -ethyl -

&) (- Birointa pldnyi)~ YiHEh ikl -4 elmedey]) -fmild HN ~

Th t | t | e 7' ax]
Tad8e romuuy bR 1Sey sl S RS O B 95“?9111 ), 3299
t (A8 r p-eEEdu vers dbsdiddia doinparabkeangdd end6gudsé thg procedure described
g’o_rqtj;](lar%&)% 1%ofu|s1lf'1%r3°4 S%romoamhne instead of 3,4-difluoroaniline.

b) (3,4-Dibromo-phenyl)-(1H-imidazol-4-ylmethyl)-isopropyl-amine

The title compound, MS (ISP): 376.1 ([*'Br M+H] "), 374.1 ([*'Br"’Br M+H] "), 372.0
([”Br M+H]"), was obtained analogous to the procedure described for Example 67 step
b).

Example 298
(1H-Imidazol-4-ylmethyl)-isopropyl-(2,2,3,3-tetrafluoro-2,3-dihydro-benzo[1,4]dioxin-
6—yl)—amine
HN y

bk

F F
The title compound, MS (ISP): 346.3 ([M+H] "), was obtained in comparable yield
analogous to the procedure described for Example 297 using 2,2,3,3-tetrafluoro-6-

aminobenzodioxene instead of 3,4-dibromoaniline in step a).

Example 299
(4-Chloro-3-fluoro-phenyl)-(1H-imidazol-4-ylmethyl)-isopropyl-amine

/=N
HN.__~
L

Cl
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i nstead of 4-bronpaniline in step a). Exanple 313
(3H- I m dazol - 4-yl net hyl ) -i sopr opyl -

w@ 2eosoud75uor omet hyl - pyridi n-2-yl)-am ne N_ NHEI/EP20B7/060666

15 The title conmpound, MS (|S_Fi§- 1285.0 ((MrH) +.) was
obtai ned in conparable yield %alogous to the

SEERREAL G AFFERL %L oy FROTIAE, T HSAE0. "0 1), st

#h ¢omnffaralde pietdraslogoid torte procedwerp degcrib&k fomixemBles7 1@y 4-chloro-

igphenyl 1.3- vyl - l, m.dazol - 4- vl met.hyl ) - ani\ne WO
SO ROt RYE st RGO BN B s The o1
compound, M5 (ISP): 250.1 ((MtH)+*) was obtained in
?onpg;ablﬁ yggld _anagogoH%%%&ﬂ%Qﬁ)Frpce?urg dsscribed
or ampl e usi ng 3-am nobi‘phenyl instead o
B3, 3rBishrli@nohethel- pberfgk)iaftpl -amidla 2ol-4-ylmethyl)-isopropyl-amine
(37;Lnjdazol-4-ylnethyl)- _
(4-prifluoronet hyl - bi phenyl -3-yl)-anine NH 6) NHF F
Theltitl e conpound, MS (ISP): 318.0 ((M+H) +*) was

obt ai in conparable yield analogous to the
procgdure described for Exanple 63 using
4k - { | sor onet hyl - bi phenyl - 10 3-yl am ne instead of

2-NethoxXyani |l i ne. Exanple 316
(3'~ chilfor o- bi phenyl - 3-yl ) - (3Hi i dazol - 4-yl net hyl ) - am
MRe titHcompound, MS (ISP): 352.5 ([M+H] "), was obtained in comparable yield

analogous to the procedure described for Example 297 using 3,5-

bis(trifluoromethyl)aniline instead of 3,4-dibromoaniline in step a).

Example 301
Ethyl-(4-fluoro-phenyl)-(1H-imidazol-4-ylmethyl)-amine
/:N
HN__~
NN

F

a) (4-Fluoro-phenvl)-(1H-imidazol-4-ylmethyl)-amine

To a solution of 4-fluoroaniline (0.60 g, 5.40 mmol) in 1,2-dichloroethane (5 ml) were
added 4-formylimidazole (0.78 g, 8.10 mmol), sodium triacetoxyborohydride (2.29 g,
10.8 mmol) and acetic acid (0.06 ml). The reaction mixture was stirred at 50 °C for 4 h.
The reaction mixture was then concentrated in vacuo and the residue was purified using
flash chromatography (column: Isolute” Flash-NH, (Separtis); eluent:
methanol/dichloromethane gradient) to yield a white solid (160 mg, 16%); MS (ISP):
192.2 (M+H)").

b) Ethyl-(4-fluoro-phenyl)-(1H-imidazol-4-ylmethyl)-amine

To a solution of (4-fluoro-phenyl)-(1H-imidazol-4-ylmethyl)-amine (0.20 g, 1.05 mmol)
in 1,2-dichloroethane (6 ml) were added acetaldehyde (0.30 ml, 5.23 mmol), sodium
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NH \ I \ Cl The title conpound, M5 (I1SP): 284.0
((MtH) +*) was obtained in conparable yield 15

w@raBogoss to the procedure described for ExanpCEEBB07/060666

usi ng 3'-ch|oro-biphenyl-3-qughqe i nstead of
2- met hoxyani | i ne. Exanple 317

H | i - - | opyl.z . :
Er%_(:f:tjro?%%gél?}gﬁétexgg_?%{;%I.Iié)mm Ioﬁ?éch%%et}% ?r(]:ldrl] éo.%nl). The reaction
ROQ8fO4G AETTePETAER2 00 16 B6TB6 feactidiBDixtfireNvdsithdn ddncdhtMted in
F yi-- F The title.c d I SP): 2863 . ®
g o o 08t RO TR amipt i Rl ol Pash-
Nod,t(Repapti) caaentemetbsooli diled af aatebeprape gradk@t)usiyiedd a white solid
I SQRLORY) aMm IS et hyl am ne in step a) and
EﬁﬁﬁP%E%ﬁiﬁk$ﬁy#ﬁd%ﬁgﬂégﬁvﬂ5)pyrinidine i nst ead of
2-chloro-4- 5 nethoxy-pyrimdine in step b). Exanple
318 (1H I m dazol -4-yl met hyl)-isgpropyl -
(2-trifluoronethyl -pyrini g?’/xﬁ‘!“z?-li/?‘;}- amine [=NHN/ N
M-Brdmé-pNeny)-&ihel-{ iH-limidaaolpoymikthWBamisP) : 286. 0
((MrH) +*) was obtained in conparable yield 1o

ogous to the procedure described for Exanple 210

using isopropylam ne instead of ethylamne in step a)

andd=¢hl oro-2-(trifluoronethyl)-pyrimdine instead of
2- oro-4- nethoxy-pyrimdine in step b).

Br
a) (4-Bromo-phenyl)-(1H-imidazol-4-ylmethyl)-amine

The title compound, MS (ISP): 254.0 ([*'Br M+H] "), 252.1 ([”’Br M+H] "), was

obtained in comparable yield analogous to the procedure described for Example 63 using

4-bromoaniline instead of 2-methoxyaniline.

b) (4-Bromo-phenyl)-ethyl-(1H-imidazol-4-ylmethyl)-amine
The title compound, MS (ISP): 282.1 ([*'Br M+H] "), 280.0 ([”’Br M+H] "), was
obtained analogous to the procedure described for Example 301 step b).

Example 303
(3,5-Dichloro-phenyl)-ethyl-(1H-imidazol-4-ylmethyl)-amine
/:N
HN_ _~
NN

Ne¥

The title compound, MS (ISP): 274.0 ([>’CI M+H]"), 272.1 ([*’CI”°Cl M+H] "), 270.2
([P>’CI M+H]"), was obtained analogous to the procedure described for Example 301

using 3,5-dichloro-aniline instead of 4-fluoroaniline in step a).

Example 304
(3-Chloro-phenyl)-ethyl-(1H-imidazol-4-ylmethyl)-amine
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Exanpl e 319 (1H 1 m dazol -4-yl nmethyl)-isopropyl -
(6-nmet hoxy-pyrimdin-4-yl)-amne ~NHN/ N 15 \o N~

wadb@soisd’se conpound, MS (ISP): 248.1 ((MH) +*) PGEEP2007/060666

obtained in conparable yield Z’Qal ogous to the

procedure described for Exanpl'e”210 using

|§anr opylam ne instead of ethylamne in step a) and
or o- 6- met hoxy- pyrim di ne instead of 2-chloro-4-

ms oxy-pyrimdine in step b). 20 Exanple 320

(1h~j+mdazol - 4-yl met hyl ) -i sopr opyl -

(6- phenyl -pyri mdi n-4-yl)-am ne WO 2008/ 046757

Pq@éOOWOGOGGG - 140 N N/ HIt" N The title

co d, M5 (ISP): 294.2 ((MrH) +.) was obtained in

conparabl e yield anal ogous to the rocedgsre descri bed

Ty tiscarpb e 1Rt 2P 50 i SpaH e 24trbtled Mt HI'), was obtained
AAMURT el SUER @bl dr IO ErRABIS-RABLHHIIR instead

I nst'ead | or o- 4- met hoxy- pyrimdine in step

bf 4-flEqepapiliae 3pgtep R H- | ni dazol - 4-yl met hyl ) - et hyl -
(2-trifluoronethyl-pyri mcﬁ% Ab ybgsamine HNIN yl~ N
F The title conmpound, NS P géO((l\/HrH)t) was
643Bmmeé—ﬂuorcoﬂnpaylérbtlyl-ylIéhmudazgl 4ybhehplkantioe t he
pracedure described for Exanple 210 using nethylam ne
H ead of ethylamne in step a) and
4-¢hloro-2-(trifluoronethyl)-pyrimdine instead of

2-chl or o- 4-
F

Br
The title compound, MS (ISP): 300.0 ([*'Br M+H] "), 298.1 (["’Br M+H] "), was obtained
analogous to the procedure described for Example 301 using 4-bromo-3-fluoro-aniline

instead of 4-fluoroaniline in step a).

Example 306
(3,5-Difluoro-phenyl)-ethyl-(1H-imidazol-4-ylmethyl)-amine
/:N
HN__~
NN

ol

The title compound, MS (ISP): 238.1 ([M+H] "), was obtained analogous to the
procedure described for Example 301 using 3,5-difluoro-aniline instead of 4-
fluoroaniline in step a).

Example 307
(4-Chloro-3-fluoro-phenyl)-ethyl-(1H-imidazol-4-ylmethyl)-amine

/=N
HNf
N

N
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met hoxy-pyrimdine in step b). Exanple 322
(3- Chl or o- 4- net hoxy- phenyl ) -ethyl -

W@ badsiomi7dnzol - 4- yl et hyI ) -amine rN HN ~ N HECEEP2025060666

The title conmpound, M5 (ISP): §98 2 ([37C1L M+H +'),
266.1 ([35C1L MtH +*), was obt I'ned anal ogous to the

S .
ORS00 e PTG 400 1T s s
amalegoa tahe plﬁx@d‘pfeedew&eﬁ(for Example 302 using 4-chloro-3-fluoro-aniline

4-Chl ore-3-11 upr o-p )-(1Him dazol - 4-yl net hyl ) - nme
fs§e%18?n4£(r??é° ‘E)"sl/‘lc?g%fé? PCT/ EP2007/ 060666 - 141- N\

HN/J N\ FCI The tit|Exaogipsosnd, MS (1 SP): 242.1

LiGhlsgeus oo SusitHE bt 4o Rnig) &' 156
ugFNg 4-chloro-3-fluoro- aniline instead of

Y sidine in step a). 5 Exanple 324
(4-|Cnhl or o- 3- net hoxy- phenyl ) -ethyl -

(1 HFWhidazol -4-yl methyl) -amine f-- NHNLN \ | O
Cl Ine title conmpound, Ms (ISP): 268.2 ([37C1L MtH +'),
26([35C1 MiH +*). was obt ai ned

Cl F

The title compound, MS (ISP): 256.0 ([>’Cl M+H]"), 253.9 ([*>Cl M+H] "), was obtained
analogous to the procedure described for Example 302 using 3-chloro-5-fluoro-aniline
instead of 4-bromoaniline in step a).

Example 309
(3-Bromo-4-fluoro-phenyl)-ethyl-(1H-imidazol-4-ylmethyl)-amine

/=N
HNf
NN

X

L
The title compound, MS (ISP): 300.0 ([*'Br M+H] "), 298.1 ([”’Br M+H] "), was obtained
analogous to the procedure described for Example 301 using 3-bromo-4-fluoro-aniline
instead of 4-fluoroaniline in step a).

Example 310
(2,2-Difluoro-benzo|1,3]dioxol-5-yl)-ethyl-(1H-imidazol-4-ylmethyl)-amine

—N

=
HN\f
N

N

b

¢
The title compound, MS (ISP): 282.0 ([M+H] "), was obtained analogous to the
procedure described for Example 302 using 2,2-difluoro-5-amino-benzodioxole instead
of 4-bromoaniline in step a).

Example 311
(2,2-Difluoro-benzo[1,3]dioxol-5-yl)-(1H-imidazol-4-ylmethyl)-isopropyl-amine
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1o anal ogous to the procedure described for Exanple
302 using 4-chl oro-3-nethoxy-aniline instead of

wd2@son0ani line in step a). Exanple 325 PCT/EP2007/060666

(4- Brono- 3- chl or o- phenyl ) - 137,
(1Him dazol -4-ylmethyl)-amne”™f-- NHNNH \ C 15
BQ=Ihe title conpound, Ms (I1SP): 290.1 (81Br37C1
[ +'), 288.1 (81Br35C1 / 79Br37CL [MtH +'), 286.1
($SE£SCJ [MtH +'), was obtained in conparable yield
analhggous to the procedure described for Exanple 63
usi g 4- brono- 3-chl oro-aniline instead of 2-

{yani |l ine. 20 Exanpl e 326
(1H-Tmedazol - 4-yl et hyl ) -
( 4- t PTftfuor onet hoxy- phenyl ) - ami ne WO 2008/ 046757
PCT/ EP2007/ 060666 - 142 N HN NH OF XF The title
Tbﬂﬁﬂumglnpcb@c( ll\/SR)ISP)Z?%AB ( [(I\[IMHH')E]'W)iS obvaihed bxi a};jrﬂ@dal:bl yig,ld
conpar a yi e ana s to the procedyr escri be
FoTORA et eure SR bl hogs S Lafieiio-
hingtobanzodioxdtaiabibakyenirifl uvombthbxwimiine i32iép a).
(3-Chloro-4-trifluoromethoxy-phenyl) -

(1Him dazol -4-ylmethyl)-amine f-- NH\~ NH OFY
I F Example 312

(3-Chloro-4-fluoro-phenyl)-ethyl-(1H-imidazol-4-ylmethyl)-amine

/=N
HNf
NN

X,

.
The title compound, MS (ISP): 256.1 ([>’Cl M+H]"), 253.9 ([*>Cl M+H] "), was obtained
analogous to the procedure described for Example 302 using 3-chloro-4-fluoro-aniline

instead of 4-bromoaniline in step a).

Example 313
(3H-Imidazol-4-ylmethyl)-isopropyl-(6-trifluoromethyl-pyridin-2-yl)-amine
N\
o NH

)\N
N\
| F
X F
F

The title compound, MS (ISP): 285.0 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 67 using 2-amino-6-trifluoromethyl-

pyridine instead of 4-trifluormethoxyaniline in step a).

Example 314
Biphenyl-3-yl-(3H-imidazol-4-ylmethyl)-amine
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F The title conpound, M5 (ISP): 294.0 (37C1 [M+H +"),
292.1 (35C1 [M+H +*), was obtained in conparable

wQ 2@Ba4@nal ogous to the procedure descri bed foPCEER2UPT/E60666

63 using 3-chloro- 1o 4- (trlflgoronethyoxy) ani line
i nstead of 2-nethoxyaniline nple 328

( | m dazol -4-yl net hyl )- [4-

(g\ 2-trifluoro-ethoxy)-phenyl] -amne ~N HN NNH O

F~ IF 15 The title conpound, Ms (ISP): 272.1
([ Eﬂ , was obtained in conparable yield anal ogous
to tlhe procedure descri bed for Exanple 63 using

,2-trifluoro-ethoxy)- phenylam ne instead of

2- RE #«ani | i ne. Exanple 329 20

ol -4-ylmethyl)-[3-(1,1, 2, 2-tetrafl uoro-ethox
_ani ne WO 2008/ 046757 PCT/ EP2007/ 060666

e AN R TR
ynadgbus amtlleqgoced uteadeshribegfockadmrpge Gksgng badihariphenyl instead of

> sing 3-(1,1,2,2- tetrafl uoroet hoxy)
gﬁﬁ%ﬁ%@’ﬁﬁ%?ead of 2-nethoxyaniline. 5 Exanple 330

Et hyl - (1Him dazol - 4-yl nelixayiple 315
g3ﬁ—qr%gga%§¥4—eprg%lyl)):(%[Qrﬂﬁmrcl)\lmethyl—biphenyl—3—yl)—amine
N\
gENH
NH
oV,

JF

The title compound, MS (ISP): 318.0 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 63 using 4’-trifluoromethyl-biphenyl-
3-ylamine instead of 2-methoxyaniline.

Example 316
(3'-Chloro-biphenyl-3-yl)-(3H-imidazol-4-ylmethyl)-amine

N\
gENH

NH
IC.

The title compound, MS (ISP): 284.0 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 63 using 3’-chloro-biphenyl-3-ylamine
instead of 2-methoxyaniline.

Example 317
(1H-Imidazol-4-ylmethyl)-isopropyl-(4-trifluoromethyl-pyrimidin-2-yl)-amine
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HN ~ N _"~ /I /O The title conmpound, M (ISP): 232.1
([ MtH] +*), was obt ai ned anal ogous to the 1o procedure

walewsiudiet for Exanpl e 302 using 4-met hoxy- ani PCTEP2007/060666

i nstead of 4-bronoaniline |n]§5ep a). Exanple 331
(4- Brono- 3- chl or o- phenyl ) -
(17§h-inidazol-4-ylnethyl)-lsopropyl-anine N HN C
The title conpound, MS (ISP): 332.1 (81Br37Cl
+'), 330.0 (81Br35C1 / 79Br37CL [MrH +'), 328.1
(79Br 3 [MtH +'), was obtained in conparable yield
anal ogous to the procedure described for Exanple 67
br omo- 3-chl oro-aniline instead of 4-
i £l ugr omet hoxyaniline in step a). Exanple 332 20
Ethyl =(1Hi m dazol -4-yl nmethyl )-(4-trifl uoromet hoxy- phe
nyf ) - am ne WO 2008/ 046757 PCT/ EP2007/ 060666 - 144
t )
WCOTﬁOU was {’gll))ng%lég aI 0go odg%ﬁédﬁgrcggﬁg%b% yield
didegoiuy @dtlfeqxro@darqde@crﬂﬁg ansExaglple 210 using isopropylamine instead of

Iét}%(/l h{nllé“ﬂ)s?éiga) Egé}ﬁ cﬁ@dljg égfatnlﬂﬂgfo%?&hﬁ pé}nm%ﬂgr%{éhh of'$-chloro-4-

G@ﬂﬁhquanndmrmﬁﬁm@bbnethoxy phenyl) -ethyl -
(I Him dazol - 4-yl met hyl) 'Eﬁﬂﬂﬁk3lg" N
/:N

(1H-Imidazol-4-ylmethyl)-isopropyl-(2-trifluoromethyl-pyrimidin-4-yl)-amine
HN.__z

PN

N

F
The title compound, MS (ISP): 286.0 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 210 using isopropylamine instead of
ethylamine in step a) and 4-chloro-2-(trifluoromethyl)-pyrimidine instead of 2-chloro-4-
methoxy-pyrimidine in step b).

Example 319
(1H-Imidazol-4-ylmethyl)-isopropyl-(6-methoxy-pyrimidin-4-yl)-amine

ka

N
The title compound, MS (ISP): 248.1 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 210 using isopropylamine instead of
ethylamine in step a) and 4-chloro-6-methoxy-pyrimidine instead of 2-chloro-4-
methoxy-pyrimidine in step b).
Example 320
(1H-Imidazol-4-ylmethyl)-isopropyl-(6-phenyl-pyrimidin-4-yl)-amine
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HN( C O~ F F The title conpound, M5 (I1SP): 322.2
([37C1 M+H] +'), 320.1 ([35C1L M+H] +'), was obtai ned

W@r@Bogoss to the procedure described for ExanpCBEBDA7/060666

using 3-chloro-4- lo trifluo[qgﬁghoxy-aniline i nst ead
of 4-bronpaniline in step a). anpl e 334
(1H Lpi dazol -4-yl et hyl ) -i sopropyl - [ 4-

(24, 2-trifluoro-ethoxy)-phenyl] -amine N HN~ N/I
O F~- F 15 The title conpound, M5 (ISP): 314.0
([ M+ , was obtained in conparable yield anal ogous

\procedure described for Exanple 67 using

, 4-trifluoro-ethoxy)- phenylam ne instead of
Yuor omet hoxyaniline in step a). Exanple 335 20

r ono- 4-f | uor o- phen ) (1FL|n1dazoI 4-yl met hyl ) - nEt

m ne 008 757 PCT/ EP2007/ 06Q66 - 145-
B igomaoignd N @?‘Hé@%ﬁ%uw objn @rﬁfmn%able yield
fhabYous Z@ﬁ}egjréi 5fe d@i’hﬂbetﬂ for Exa@l&2 (( Js%ﬁgwé\ﬁh‘bﬂ)y'iaﬂnne instead of

s obtalne Iog s to the procedure descr]
e DgE RN ithg 4ahiprgrisphenyt-p g insiea of %gflga%r‘ld@ethoxy-
Wt@fﬁicﬁhéjm%@epllﬂ. step a). 5

Example 321
(1H-Imidazol-4-ylmethyl)-methyl-(2-trifluoromethyl-pyrimidin-4-yl)-amine
—N
HN/_/
7~

The title compound, MS (ISP): 258.0 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 210 using methylamine instead of
ethylamine in step a) and 4-chloro-2-(trifluoromethyl)-pyrimidine instead of 2-chloro-4-
methoxy-pyrimidine in step b).

Example 322
(3-Chloro-4-methoxy-phenyl)-ethyl-(1H-imidazol-4-ylmethyl)-amine

=N

=
HN\f
N

N

X

_o
The title compound, MS (ISP): 268.2 ([>’Cl M+H]"), 266.1 ([*>Cl M+H] "), was obtained
analogous to the procedure described for Example 302 using 3-chloro-4-methoxy-aniline
instead of 4-bromoaniline in step a).

Example 323
(4-Chloro-3-fluoro-phenyl)-(1H-imidazol-4-ylmethyl)-methyl-amine
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Exanpl e 336 Ethyl- (1Him dazol -4-ylnmethyl)- [3-
(1,1,2,2-tetrafl uoro-ethoxy)-phenyl] -amne /-- N HN

wWOR008446756,0 Ft F F F to The title conpoundpPCIVEP2007/060666

(1SP): 318.0 ([ M+rH +*), was qu?[ned anal ogous to the
procedure described for Exanpl'e 302 using 3-
(}IJ,Z,Z-tetrafluoroethoxy) aniline instead of
dxbponmoaniline in step a). Exanple 337

(61Chl oro-pyrimdin-4-yl)-

(1M mi dazol - 4-yl met hyl ) -i sopropyl -anine i=NHN/ N ~
N Cl N The title conpound, M (ISP):

25 (MrH) +.) was obtained in conparable yield
analipgous to the procedure described for Exanple 210
usi ng i sopropyl am ne inst of ethylam in step a)
A le eaperbbpy S PRPa e ot el opadT P M 1P W5

8btaiHe@hAal8gSRD MY/ proRddulr fH i ied for E&ﬁﬁﬁ)m 86 ainEXRARIE-3-fluoro-
338 (1H—In1dazoL-4-yInethgl)-lsopropy -

pailipetngiepd QHMRYHHESIHE IBSER 3L ani ne WO 2008/ 046757

PCT/ EP2007/ 060666 - 146 N HN N J"' N The title

compound, Ms (ISP): 220.4 ([ MtH +-), was obtained in

conpar abl e yield anal ogo ample procedure descri bed

{RChRF 8P SB Ly -PLRY)- ST 1121 hidIBS I R RAR L Brine
/: N
HN\f
N

N

O/

Cl
The title compound, MS (ISP): 268.2 ([>’Cl M+H]"), 266.2 ([*>Cl M+H] "), was obtained
analogous to the procedure described for Example 302 using 4-chloro-3-methoxy-aniline

instead of 4-bromoaniline in step a).

Example 325
(4-Bromo-3-chloro-phenyl)-(1H-imidazol-4-ylmethyl)-amine

=N

=
HNf

NH

2,

Br
The title compound, MS (ISP): 290.1 (*'Br’’Cl [M+H]"), 288.1 (*'Br’’Cl / ”Br’’Cl
[M+H]"), 286.1 (Br’>Cl [M+H]|"), was obtained in comparable yield analogous to the
procedure described for Example 63 using 4-bromo-3-chloro-aniline instead of 2-
methoxyaniline.
Example 326
(1H-Imidazol-4-ylmethyl)-(4-trifluoromethoxy-phenyl)-amine
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instead of 4-trifluoronethoxyaniline in step a). 5
Exanpl e 339 (1H I m dazol -4-yl nethyl)-i sopropyl -

W@ 200pl0eqT1yt - 1H pyrazol - 3-yl ) -am ne N HN It" PCTRR2007/060666

title conpound, M5 (ISP): 282. % ([I\/H—|]+* , was
obtai ned in conparable yield 8 anal ogous to the
pr/__o@edure descri bed for Exanple 67 using

de phenyl - 1H pyrazol - 3- yl am ne instead of
4-frifluoronmethoxyaniline in step a). Exanple 340

Et hywhH- (1Hi m dazol - 4-yl net hyl ) -

(2-pwt hyl - 2H pyrazol -3-yl)-amine [-- NHN N 15 N
Th tl e conpound, MS (ISP): 206.1 ([M:H +*), was
obt §i ned anal ogous to the procedure described for
Exa e 302 using 5-am no-I-nethyl pyrazol e inst ead of
4- broffpaniline in step a). Exanple 341 20 Ethyl -

HE g N uspbenls bbb arsesals ot o

kiNdogos to thelrddedutd deseibed fpokimad)plds (4GP} -(trifB®r@methoxy)-aniline

i ned anal ogous to the procedure
d—%ﬁéﬁ%gzﬁneﬁﬁ‘@w lg}r}gl e 302 using

1- phenyl - 1H pyr azol - 3- yl anixaewpledd7ead of 4-

Por ehR am4| trﬂl%olr(pmetilogy p?leny"i_)) m %1d%zcﬁ—4gylmethyl) -amine

/_
HN\f

The title compound, MS (ISP): 294.0 (*’Cl [M+H]"), 292.1 (*’Cl [M+H] "), was obtained
in comparable yield analogous to the procedure described for Example 63 using 3-chloro-

4-(trifluoromethyoxy)aniline instead of 2-methoxyaniline.

Example 328
(1H-Imidazol-4-ylmethyl)-[4-(2,2,2-trifluoro-ethoxy)-phenyl]-amine

—N

The title compound, MS (ISP): 272.1 ([M+H] "), was obtained in comparable yield
analogous to the procedure described for Example 63 using 4-(2,2,2-trifluoro-ethoxy)-

phenylamine instead of 2-methoxyaniline.

Example 329
(1H-Imidazol-4-ylmethyl)-[3-(1,1,2,2-tetrafluoro-ethoxy)-phenyl|-amine
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(1H 1 m dazol - 4-yl met hyl ) -
(4-trifluoronethyl-thiazol-2-yl)-amne f--NHN/ NH

W®EXNsB46757 F The title conpound, M5 (ISP): 249.RBCT/EP2007/060666

([ MtH] +*), was obtai ned in coqagxable yi el d anal ogous
to the procedure described for anpl e 63 using
4-(trifluoronethyl)-1,3- 1o thiazol-2-amne instead of
ANt hoxyani | i ne. Exanpl e 343

(14 I m dazol - 4-yl met hyl ) - (2-met hoxy-pyrimdin-4-yl) -
(2,2,2-trifluoro-ethyl) -amne [=NHNF N ,xI FF
N 1 15 The title conpound, Ms (ISP): 288.1

(( o+*) was obtained in conparable yield anal ogous
to thﬁ;brocedure descri bed for Exanple 229 using
2,2,2twifluoroethylamne instead of ethylamne in
?

2
h‘s@ ﬂé‘%jp;ﬁg& gﬁ{;@@e(&j%ggﬁﬁhﬁ e)%g% %&B%H%é’o%ﬁ‘ﬁ%e yield

awy td therpaodederd chzscsﬂed fi Eva@IE&hnphg3 344,280
%‘?&ﬁﬁ&%@&l}l{)ﬁﬂ{ngpﬁ? o‘?éqﬁéﬁoxyanﬁfh% (I K

(2,2,2-trifluoro-ethyl)-(4-trifluoromethyl-pyrimdin-2
-yl)- amne /=N HN Example 330

Ethyl-(1H-imidazol-4-ylmethyl)- (4-methoxy-phenyl)-amine

=N

=
HNf
N

/O
The title compound, MS (ISP): 232.1 ([M+H] "), was obtained analogous to the
procedure described for Example 302 using 4-methoxy-aniline instead of 4-bromoaniline
in step a).
Example 331
(4-Bromo-3-chloro-phenyl)-(1#H!-imidazol-4-ylmethyl)-isopropyl-amine

—N
HN__~

|01

X,

Br

The title compound, MS (ISP): 332.1 (*'Br’’Cl [M+H]"), 330.0 (*'Br’’Cl / ”Br’’Cl
[M+H]"), 328.1 (Br’>Cl [M+H]"), was obtained in comparable yield analogous to the
procedure described for Example 67 using 4-bromo-3-chloro-aniline instead of 4-
trifluoromethoxyaniline in step a).

Example 332
Ethyl-(1H-imidazol-4-ylmethyl)- (4-trifluoromethoxy-phenyl)-amine



F N,xI FF NKINFF The title conpound, M5 (| SP)
326.3 ((M+H) +.) was obtained in conparable yield 5
wW@raBogoss to the procedure described for ExanpCEERDO7/060666
usi ng 2,2,2-trif|uoroethylan[qg _instead of ethylam ne
in step a) and 2-chloro-4-(tri ﬁuoronethyl)-pyrinidine
i nstead of 2-chloro-4-nethoxy-pyrimdine in step b).
le 345 to
(6{Cnhl oro-pyrazi n-2-yl)-(3Himdazol - 4-yl met hyl ) - am ne
N=WNH HN (LN IN" C The title conpound, M5
(IS 209.8; 211.8 ((M+H)+.) was obtained in
conpar abl e yield analogous to the procedure described
for anpl e 63 using 2-am no-6-chl oropyrazi ne instead
of 2~get hoxyaniline. 15 Exanple 346
(6- CHI 6r o- pyrazi n-2-yl)-(3Hi nmidazol -4-yl met hyl ) -i sopr
. ' o N T it
PR 7 &Ry N s e Pttt fAEokishil A QORANRS e
porpdrraldesripedfod Exampled§d wsing d-trifleopmoghoyr anibiesios ek df 4-
r [ si ng 2-am no-6-chl oropyrazine 20
Fﬁg?gﬁgﬁgﬂgiggﬁwfluornethoxyaniline in step a). WO
5 2008/ 046757 PCT/ EP2007/ 06066&6ple 333

(3-Chloro-4-trifluoromethoxy-phenyl)-ethyl-(1H-imidazol-4-ylmethyl)-amine

—N
HN__ _~

Vg
O%F
F

The title compound, MS (ISP): 322.2 ([>’Cl M+H]"), 320.1 ([*°’CI M+H] "), was
obtained analogous to the procedure described for Example 302 using 3-chloro-4-

10 trifluoromethoxy-aniline instead of 4-bromoaniline in step a).

Example 334
(1H-Imidazol-4-ylmethyl)-isopropyl-[4-(2,2,2-trifluoro-ethoxy)-phenyl]-amine

/=N
HN_ 7
L

s

pl

¢
15 The title compound, MS (ISP): 314.0 ([M+H] "), was obtained in comparable yield
analogous to the procedure described for Example 67 using 4-(2,2,2-trifluoro-ethoxy)-

phenylamine instead of 4-trifluoromethoxyaniline in step a).

Example 335
20 (3-Bromo-4-fluoro-phenyl)-(1H-imidazol-4-ylmethyl)-methyl-amine
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- 149 Cainms 5 1. A conpound of formula R4 N ~NH R3
NR2 R 1 wherein R is hydrogen, |ower alkyl,

WO Q@ORAYGT1SOH, - (CH2) n-aryl or - (CH2) n- het er oar yPCT/®P20011060666

are optionally substituted by 14%9 hal ogen, | ower
al koxy or |ower al kyl substituted by hal ogen, or is
- (/K_ZBZ) n- cycl oal kyl, optionally substituted by
hyﬁ:/foxy, - (CH2) n-heterocyclyl, -(CH2)n-NH S(O) 2CH3i
oriIs -(CR2)nOlower alkyl or 15 | ower al kyl

{+tuted by halogen; R is hydrogen or |ower alkyl,
en two R-groups are present, they may or may
@ the sane; R2 is
0x%0- 2, 3-di hydr o- 1H benzo[ c] t hi ophenyl, 6,
ydro- 5H-cycl opentapyrimdin-2-yl, 20
2, 2-di fl uoro- benzoggl, %}Ii oxol - 5-yl, . " .
Fhetide gampeynsh MivloR)2 M by a2 blemz 31 HY')483.9 (I”Br M+H] "),
b OXbRin8d Xhalo@fus kS 1R b r N ELE5IRATYE Ex AL PERhiNe 3-bromo-4-
substituted by one or nore substituents, select ed
flpeneramlenegngiep! elonsingidinginofterhal ogen, | ower al kyl ,
cycl oal kyl, -(CH2)n-hydroxy, |ower al kyl substituted
by 25 hal ogen, |ower al koxy substituted by hal ogen,
-S(O) 2-1 ower al kyl, -(CH2)n-S(0)2-NH1|ower alkyl,
-(CH2) n- O | ower al kyl, nit 130, cyano, -NHC(O
-l ower al kyl, -C(O NHI O\A/e]%%ngag?g,boor
Ethyb{( YRtipddagehdqyhnéthiyle§1(1,1352- wtmflugtbethpxut @kniph)-amine
- (/_gll—|2) n-aryl, optionally substituted by hal ogen, or by
HN__~

su
and
not

Niga N

Q,
F——F
F:tF
The title compound, MS (ISP): 318.0 ([M+H] "), was obtained analogous to the
procedure described for Example 302 using 3-(1,1,2,2-tetrafluoroethoxy)aniline instead
of 4-bromoaniline in step a).

Example 337
(6-Chloro-pyrimidin-4-yl)-(1H-imidazol-4-ylmethyl)-isopropyl-amine

The title compound, MS (ISP): 252.1((M+H) ") was obtained in comparable yield
analogous to the procedure described for Example 210 using isopropylamine instead of
ethylamine in step a) and 4,6-dichloropyrimidine instead of 2-chloro-4-methoxy-
pyrimidine in step b).

Example 338
(1H-Imidazol-4-ylmethyl)-isopropyl-(1-methyl-1H-pyrazol-3-yl)-amine
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30 -CH=CHaryl, optionally substituted by hal ogen, or
-(CH2)n-Oaryl, optionally substituted by hal ogen,

wo emsio4ebkoxy or | ower al kyl WO 2008/ 046757  PCT/EP2007/060666

PCT/ EP2007/ 060666 - 150 subs_tli4 uted by hal ogen, or by

-O(CH2) "-aryl, optionally substituted by hal ogen, or
N(CHZ)"-heteroaryI or by -(CH2)"-0O heteroaryl or

m,(,/_ES -(CH2)"-heter ocycl yl, optionally substituted by

or by -(CH2)"-O heterocyclyl, optionally

Ltyted by | ower alkyl, or by -S-aryl,

-aryl, -C(CH3) 2- aryl, 10 -NR-aryl, or by

o H- pyri din- | -yl; R3 is hydrogen or |ower

;N’ R4 is hydrogen or lower alkyl; nis 0, 1, 2,

3 or 4‘15 and their pharmaceutically active salts,

TRE Gk Gorﬂié&&ﬂdf &8s (1 ﬁlﬁ‘)aﬂﬁ(b @F[WI?H OPLhLEGbtainkd W?Jrﬁpﬁ%e yield

t aut omer forms h'the excepti on of

anhpgowy Itcathermﬁ@dngﬂ depmhfdi@n E@mgl@%@mgahaaéno Beanethylpyrazole

| -am ne 20
f@ﬁa?%%?ﬁ%orﬁnﬁékﬁ?ﬂmﬁe mm&ﬁ%&jhoxy phenyl ) - ami ne
(3 4-di chl or o- phenyl) - (1 Himdazol - 4-yl met hyl)

-am ne (4-chloro-phenyl) Exaﬁﬂplé’kidﬁ dazol - 4-yl et hyl )
-am ne
Miﬂmdmomrefhwt)v/]() dsapiropydd k- phenylyltpy ragoly 3-ahianeine

di chl or o- phenyl ) - (1H i m dazol - 4-yl net hyl ) - am ne

\EY o- phenyl)-(1H i m dazol - 4-yl net hyl ) -am ne. 2.
c nrJgund of formula according toclaiml R4 N

I
N

Ra

The title compound, MS (ISP): 282.1 ([M+H] "), was obtained in comparable yield
analogous to the procedure described for Example 67 using 1-phenyl-1H-pyrazol-3-

ylamine instead of 4-trifluoromethoxyaniline in step a).

Example 340
Ethyl-(1H-imidazol-4-ylmethyl)-(2-methyl-2H-pyrazol-3-yl)-amine
=N

HN__~

NN

/
—N

The title compound, MS (ISP): 206.1 ([M+H] "), was obtained analogous to the
procedure described for Example 302 using 5-amino-1-methylpyrazole instead of 4-
bromoaniline in step a).

Example 341
Ethyl-(1H-imidazol-4-ylmethyl)-(1-phenyl-1H-pyrazol-3-yl)-amine
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NH R3 NR RIA 30 wherein WO 2008/ 046757
PCT/ EP2007/ 060666 - 151 Rl is hydrogen, |ower alkyl,

WO ¢@BAY675aryl , optionally substituted by hal oge®/EP2007/060666

| ower al koxy or | ower al kyl gqg?gituted by hal ogen, or
is -(CR2)"- cycloal kyl, optionally substituted by

hyd¢ oxy, or is -(CR2)"-OH, -(CH2)"-heterocyclyl,

H )"-NHS(O 2CH3, -(CR2)" Ol ower alkyl or 5 | ower
al kyl substituted by hal ogen; R is hydrogen or | ower
al Ky and when two R-groups are present, they may or
ma t be the sane ; R2 is aryl or heteroaryl,
optV-gnal | y substituted by one or nore substituents,

sel ec fromthe group consisting of 10 hal ogen,

| ower kyl, I ower al koxy, -(CH2)"-hydroxy, |ower

kyl substit h n, . lower al koxy
Bhis i et MiioHea08s & | oves ofin tnalogous to he
pdt)re d&{cBibed PrExomple 38b kiging 1= IH @k 0L B-y@drkiyk instead of 4-
itro, .am.no, -NHC(O -lower alkyl or -C(O NH I ower
Jomganilgie in @p8Y-_ aryl . optional |y substituted by
hal ogen, or by 15 aryl oxy,ExQpiplosg | y substituted by
hal ogen, | ower al koxy .or |lower al kyl subpstituted by
it SgeAto bt YRro Py e Tuprome b bt F g
S ituted by benzyl oxy, -S-aryl, -CH(OH)- aryl,
H )2-aryl, -NR-aryl, 2-oxo-2H pyridin-1-yl,
- ( )"-heterocyclyl, optionally 20 substituted by
=0, r by -(CH2)"-heteroaryl or -(CH2)"-O heteroaryl;
R3 i g hydrogen or |lower alkyl; R4 is hydrogen or
Iow§§§glkyl; nis 0, 1, 2, 3 or 4 and their

phanpgceutically active salts, racem c m xtures,
enant i rs, optical isomers 25 and tautoneric forns

therebf 'msM th the exception of
The title compound, MS (ISP): 249.1 ([M+H] "), was obtained in comparable yield
analogous to the procedure described for Example 63 using 4-(trifluoromethyl)-1,3-

thiazol-2-amine instead of 2-methoxyaniline.

Example 343
(1H-Imidazol-4-ylmethyl)-(2-methoxy-pyrimidin-4-yl)-(2,2,2-trifluoro-ethyl)-amine

—N

e
HN_ 2

F
N/Y
F

The title compound, MS (ISP): 288.1 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 229 using 2,2,2-trifluoroethylamine
instead of ethylamine in step a) and sodium methoxide in 1,2-dimethoxyethane instead

of sodium hydride / phenol in dimethylformamide in step b).

Example 344
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4- phenyl am nonet hyl -i m dazol - di hydrochl ori de and
benzyl - (3H i m dazol -4-yl nethyl) -phenyl-am ne. 30 3.

wo@smposnd of forrmula | according to clai m1, PRUTEPIOTIO60666

RL is |lower alkyl. WO 2008/ 04617 7 PCT/ EP2007/ 060666 -

152 4. A conpound of formula | ccordlng to claim 3,
L 1, ubst
1 n—rl)r(r)lllj%a (F)%?—yfrgérltﬂ )—35,?, a%lcfg 010 e{h Strlﬂuo}{o‘tnet\l?ml pc)ﬁ'lmldln 2-yl)-

gaimeounds are 5 ethyl - (3H—|n1dazol 4-yl met hyl)

- phenyl -am ne net hyl - (3H-im dazol - 4-yl met hyl)

-phenyl -am ne (3 -fl uoro-phenyl) -

F inidazol-4-y|nethy|) -met hyl -am ne et hyl -

(3 daeol -4-ylnmethyl) -mtolyl-am ne

(3H gragzol 4-yl met hyl) -isopropyl-phenyl-am ne 10
(3- @ro phenyl ) - (3H i m dazol - 4-yl net hyl ) - net hyl -am n
e 4-chlforo- phenyl) - (3Him dazol -4-yl nethyl)

-met iyl Yanmi ne  (3-chl oro- phenyl) -

(3H i mfdazol - 4-yl met hyl ) -isopropyl-am ne (3,

%hé‘hﬁ@k&ﬁ?o@ﬂﬁ RYd ()I%%)H %'3 k(’NIQﬁ% y’(fg ﬂﬁ cg%l arable )(1eld

-1 sopr opy m dazo propy

(3 ogar mshemﬁ@miuye degeritied forlBrangtk 21 l@am 2.2- -tylﬂneltomh‘/)amme
isR9f BP&K}dam&%e?i{nr tep aa'jnaﬂg Z(C%E(k F[ﬂpﬁgﬁg{) _eXWEQrYﬁﬂdme instead of

-1 sopropyl - | Gor omret

g4hlod-droetbloanyy)imidigg i dter bi)azol -4-yl net hyl)

-i sopropyl-am ne (4-chloro-3-trifluoronethyl-phenyl)
- (3Himdazol -4-yl methyl) -isopropyl-am ne

(3, 4-di chl oro- phenyl) - ( 3ampla3dbol - 4- yl met hyl)

(SRR Y A2 B GOt imicrels T 1% 1 i dazol - 4-yi
meth#7 ) - i sopropyl - ami ne (4 chloro phenyl) -ethyl -
(3l mHdazol -4-yl nmethyl) -am ne (3, 4-difluoro-phenyl)
-eth?l- (3H i m dazol -4-yl methyl ) -am ne
(Agf1 uoro-phenyl) - (3Him dazol -4-yl et hyl)
-1 fopropyl -am ne (3Him dazol -4-yl methyl) -isopropyl -
$4§T i f1 uoronet hoxy-phenyl) -am ne 25

3 m dazol - 4-yl net hyl)
- i Soprbpyl - napht hal en- 2-yl - anmi ne

frﬁbhﬂm&ﬁg&hrdﬁlm (T8 ¥69. 8 -zllm@qwiﬂw* ) WaoBb Rl Irﬁfﬂrﬁ‘g‘arable yield

(3 chl or o- 5-f | uar o- pheny -(3Himdazol -4-yl neth

anadegaus i f amqu:éure( sqphg:idffp Iﬁ‘h@h%“}‘g 2-aniino-6-chloropyrazine
{r3tadl BT SlagQhodadiiet hyl ) -isopropyl -am ne

Example 346
(6-Chloro-pyrazin-2-yl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine

)\N%_(NH

S
N\%C,
The title compound, MS (ISP): 252.3; 254.3 ((M+H)") was obtained in comparable yield

analogous to the procedure described for Example 67 using 2-amino-6-chloropyrazine

instead of 4-trifluormethoxyaniline in step a).
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(5-chl oro-2-fluoro-phenyl) -(3Himdazol-4-yl methyl)
-i sopropyl -am ne 30 (3-chl oro-2-fluoro-phenyl) -ethyl-

w@ 3id8iomi7dnzol - 4-yl methyl ) -am ne ethyl - PCT/EP2007/060666

(3H i m dazol - 4-yl met hyl ) -naphlt al en-2-yl -am ne (3,
5-di fluoro-phenyl) - (3Him daz I'- 4-yl met hyl)

-| sopropyl -am ne (2, 4-difluoro-3-nethoxy-phenyl) -

(3H i m dazol -4-yl methyl ) -isopropyl-amn ne

(4-fl uoro-3-nethyl -phenyl ) -Clai3t i m dazol - 4-yl net hyl)

-1 sopropyl -am ne 35

(3Hi m dazol -4-yl met hyl ) - (3-i sopropoxy- phenyl)-i soprop

yl -am ne WD 2008/ 046757 PCT/ EP2007/ 060666 - 153

(3-penz Cy) poymg gpc%l - (3Himdazol -4-yl met hyl )

-1 sopr opiﬂ am ne i m dazol - 4-yl methyl) -isopropyl -
(3-trifluoronethoxy-phenyl) r4am ne

(3H-im dazol - 4-yl met hyl ) N=ssopr opyl -

(3- phenoxy- phenyl) -amn

- (3Himdazol -4-yl methyl )Y'-i sopropyl -am ne 5

(3Himdazol -4-yl methyl ), [ sop'opyl - [3- (1,1
,2,2-tetrafl uoro- ethox;B - phenyl | -am ne

(3 chl or o- 4- net hyl - phenyl ) Iil-l m dazol - 4-yl met hyl)

-isopropyl -am ne (3, 4-di nethyl -phenyl) -ethyl- (1

Whemwidazol - 4-yl met hyl ) -am ne

4; 2162“ lo}_(g%_,jpcmzﬁlﬂ? ?Eﬁgyg%p -am ne [3-chloro-4-

( 4- chl(@mD) POShexYLH; Rhestatbdryt, @dhﬁd‘ﬂ are Optionally substituted by

(3 beRBgrem ey ot e T A PRDPES B opy - a

m ne (bjmneawloaacyylopubaﬂw stbstagel t4-hytrayhyl )

-1 sop g m ne (4-chl oro-phenoxy) -phenyl] -
(3H—| etﬁroﬂ thyl) -isopropyl-amne N (1

H- i m dazo) ~¥tyb@Layl,)oridN - phenyl - benzene- 1, 4-di am ne

h oro yl) -ethyl] -phenyll -ethyl- (1
Hlmg(g%(%%o;"/‘ie ﬂ)ﬂ -amine 15
(3- brmrélkﬁlsuegtguﬁﬁwyﬂa JogéH i m dazol - 4-yl met hyl) -i so

gogﬁ SPBBH 8?1[7;1"‘5“ & az o W4§‘¥I—“’Y‘h]l&c%%2‘ﬂs agg ; ‘iréﬁelé]& HEY may

( 3- mebhesy @mmlg);amaet hyI am ne et hyl -
(3Him dazol 4-yl methyl) - (3-phenoxy- phenyl) -am ne

Rg disf2l ydfo@ﬂ&tﬁldﬂhydﬂhEHydehzo c[tBidphaiydazol - 4-yl met hyl )

(3- bg%z%/ﬁ‘/ %&i%y?%e? BYFTHLRE S - 4- yI et hyl ) - et hyl -
m ne2, @Bilﬂummybeoxey 1 phdioyol)S-yet hyl -

3H L yet I
g 3H It T3§?§egtjlaﬂ§or¥> ke dtﬁ}?)}dgm b%?%rﬂh (ﬁ%g(l}{_é'ﬂ lf) -am ne
et hytyl uhetqraery Qﬁmgl]y@;@?&tﬁwéﬁpy pne or more subst1tuents, selected

(3H BB Qhouh-aohEBkAYdY) - am ne
halogen, lower alkyl, cycloalkyl, -(CH,),-hydroxy, lower alkyl substituted by

-di f | uor onet hoxy- phenyl )

halogen, lower alkoxy substituted by halogen, -S(O),-lower alkyl,
-(CH2)n-S(O),-NH-lower alkyl, -(CH,),-O-lower alkyl, nitro, amino, cyano,

-NHC(O)-lower alkyl, -C(O)NH-lower alkyl, or O-tetrahydro-naphthalenyl, or are

substituted by

-(CH_,)n-aryl, optionally substituted by halogen, or by
-CH=CH?-aryl, optionally substituted by halogen, or by
-(CH,)n-O-aryl, optionally substituted by halogen, lower alkoxy or lower alkyl
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W@ 2008l0k@5D- 3- net hoxy- phenyl ) - (3H i m dazol

(3-ddi fl uor onet hoxy- phenyl) -ethyl -
(3Himdazol -4-yl nmethyl) -am ne 25

sopropyl -am ne [3- (3-chloro- ?@enoxy) - phenyl ] -
(3Him dazol -4-yl methyl) -i sopropyl - am ne
(3H— met h -i sopropyl -
%uerg rﬁg@l%errel%yélh%{o ryl?)) -am ne
(4 f+@uﬁ€b1231 np&qm;ﬂheuigslti)utedbyshalbgﬁrmzby-4-y| met hyl )
- | SORCER yl h&@%@@l drdybromo-phenyl ) -
(3Him azoI I>1/yl ) -isopropyl-am ne 30
(3, 4=(GiFem-© rlbatﬁﬁfewypl)by ethyl - (1
H | m(dmzzlpJ h&eﬁbkf@?}ﬂm’ﬂﬁ)ona ub@um&&ﬂiammorm?/enyl )

- et hy i m daz
(5 oS RS ﬂt%ﬂ?rﬁﬁfa%ﬁt&t@%im gy, or by
rretlf&fhﬁybm ne (3, 4-difluoro-phenyl) -(I
Him | met hyl ) -nethyl -am ne
(3 4 (géiﬂ% prhenyl ) -(I Himdazol-4-yl methyl)
Hy(IC ei-mreel, 35
(3 5 @R%wlo&q)yphenyl )-(1H i m dazol - 4-yl net hyl ) - met hyl -
ami ne WO 2008/.046757 PCT/ EP2007/ 060666 - 154 (3,
5- di $1°88r2bIBREARI Y YL (1 H i i dazol - 4- yI met hyl )
-nmet hyl -am ne (4-brono-phenyl) - (I
RE i msdadaged oylowet bikyl) -i sopropyl - ani ne
(3, 4-di bronmo-phenyl) - (I Himdazol-4-ylnethyl)
nso - anj br ono- phenyl) -ethyl- (1
Bélg qgeﬁmﬁ%e{%&?’]) -amne 5 (3,5 -dichloro-phenyl)
et hy}so q12 o1 dazol - 4-yl net hyl ) -ami ne
3-chlor o- pﬁenyl) -ethyl- (1 Himdazol-4-yl methyl)
-am ne (4-brono-3- quoro phenyl) -ethyl- (1

bhd Al e e s R hiv el el RS e BRI
(samchsl apdda@ofretio fqrnphbﬂybﬁ wathhip¢ excapiameidazol - 4- yl net h

AR MR EROR ey iaugiophony! ) -ethyl - (1

m ne

b«trrzahb%ﬂramidamloé- plveatiyil)-phetyhpming 1

! B PR T L A Mgy amipg
3 4-dticthéor o’rphéﬁin)ﬂb-r(rbltlhyndazohﬂnyheethyl) amine
E]éf' f@Bl n{;ﬁen%rl)nﬁtfp%?ﬁapaqn%h)etkﬁ;l)h%lmn(elH" m dazol - 4-yl met

(%bmh@?ﬂh[ld{mnphedyél -ylnfethyl)-mingizez ol - 4- y| met hyl ) -i so
LRS- S mbiweleg tmetyh et g -

[—$ tinto e plodnyh)- (i Hvehidyzol - 4r¢imeﬂeyl) ﬁmmﬁ conpound of

formula | according to claim1, wherein R is

hydrogen. 7. A conpound of fornmula | according to

cl & h®mpehedei forRRild scoplingtoaldiy 1 20 substituted

aryl .

wherein

- 4- y| PET/BRL0D7/060666
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8. A compound of fornmula I according to claim?7, which
conpounds are

WO 3008l0k5D- 5- f | uor o- phenyl ) - (1H i m dazol - 4- y| neCTEPI00 060666

ine {3- [ethyl- (3Himdazol - %-lyl met hyl ) -am no]
-2,6-di fluoro-phenyl| -net hanoll 25

kS br §Madieth 1908 BAETYCLC {3k AhIRARY scbohiBd (oA

ne I"or o-
( 3H i liwdazlibxyenibwet ikl substitatad by halogen, or is

(4-fl os 3- phenoxy- ph [ im dazol - 4- )
o na Ol R RGIGEHRATIN gt IGRRD s YRR
- am nd CH 3 heterwoydbylt +( CHL e BrEI yCH p heERA) JO-Jdower alkyl or
(3Him dazel -4y vl nethyl); - am ne 30

(3Hi ﬁw 5%1§V1-Sﬂb§furlr§fil%lh§al-o(g§@’i sopropyl - phenyl ) -am ne
R3, bGisdhyfltagen or phvenylkyl ¢ddwhen dazRigrdupslanepieydny -theg mey
(2m4n(gr| r%}gggﬂpehtggggllr)le;- (1 Himdazol-4-yl net hyl)

Iﬁﬁ 'e ciy NSt ﬂé{el’o%%;lp 6&[&%@%& gu'b(s&{mécfﬂ)fd%eodr'réér)élsHEsttRé{én)ts', U cted

( 4- birompthg gedvipaoosiptingsfl ) - (1H-i mi dazol - 4- yl net hyl ) - ami

ne ORaldeen, | Ikyl, 1 lkoxy, -(CH,),-hydroxy, 1 alkyl substituted b
(5- optae lover sl omer aky (Chlenyslonyfower allg sybsgtatyd by

or onet hoxy- phenyl)

e R A T AR PR ALK A
\%ﬁ A- (OIS OSKm}J)foHfl@WéI}-dll@flJ—(@HQ)Q{@IM&&E(}/Q Inatircsnaalnno,s

erel S _Ooptlona st tut eteroaryl.
100 A DR B SRR G (o ol oo
whi cHGEbipayhdstiamadly sGéstButedd bhhelogerpyr byri di n- 2-yI )
-eth i Yy NP1 .
(6 by ol Sy R S SR o vy atghypged
pyl - byhalegads ethyl -~ (1 Hinidazol -4-ylnmethyl) -
(6- t b} hyHornabiyl ar@)bbﬁgﬂlzﬂly%pwti)tufeé'ﬁ}r BenzyldkyL5-arfl, -CH(OH)-
compound of formiula | according to claim'l, "wherein R
is optronally substituted CH2-aryl and R2 is

opt i C(r(ajﬂsyz-snybsNthled-oawa-p%ﬂdinﬁl -¢lo TG hekrdepd ivbionally
| accqrding,to ai\m i COoMpo

(2 oo R0 L T ARG CEE B heteroarys

H-i mi dazol - 4-yl net h Ij?t -am ne 15

R3- cislhydwgbe nrlower @%Y hl or o- phenyl ) - (1Hi mi dazol - 4-yl m

et hyl ) -am ne

(k4- cRIGARPEBZMWer GiRyichl or 0- phenyl) - (1H-i m dazol - 4-yl m
ethyl)-amne or benzyl- (3-chloro-phenyl) - (1

Him dazaol -4-yl methyl) -amne. 13. A conpound of

Por nﬁ;%ai iaé’éér ding to claim1, wherein R is 20

CRH-cycl oal kyl and R2 is optionally substituted aryl.

4dd thairghrpoardticily faotiveshias, kacasiomditmgs,tepanti@nens,Idptical isomers

W GOSRIRIGAAS A&

with the exception of
4-phenylaminomethyl-imidazol-dihydrochloride and
benzyl-(3H-imidazol-4-ylmethyl)-phenyl-amine.

3. A compound of formula I according to claim 1, wherein R is lower alkyl.
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(3-chl oro- phenyl ) - cycl opr opyl net hyl - (3Hi m dazol - 4-yl m
ethyl)-am ne or (3-chloro-phenyl) -

W@ 20089ed76pr opyl et hyl ) - (3H i m dazol - 4- yl met hyPQT/EP2007/060666

-amne. 25 15 . A process fo[]§ eparati on of conpounds
Cc

of forn?l? I, rhich process rises a) reacting an
' INH. I | 0w : d of :
For i S toB0k Rty R ens B bs i R RHRE g subsitueed

HNaxyl. OR3 111 to a conpound of fornula R& N NH R3
NR 2 RI1 wherein RR2, R3, and R4 are as defined in
claiml1l, or 5 b) reacting.a conpound of formula R4 N
NH °- RForpnqung of fqumula | aC\ﬁP‘%FPgatoé%ﬁ%d‘u HHIHfcopopflgare

eRtlilgfl%%—imidazol—4—ylmethyl) -phenyl-amine
methyl-(3H-imidazol-4-ylmethyl)-phenyl-amine
(3-fluoro-phenyl)-(3H-imidazol-4-ylmethyl)-methyl-amine
ethyl-(3H-imidazol-4-ylmethyl)-m-tolyl-amine
(3H-imidazol-4-ylmethyl)-isopropyl-phenyl-amine
(3-chloro-phenyl)-(3H-imidazol-4-ylmethyl)-methyl-amine
(4-chloro-phenyl)-(3H-imidazol-4-ylmethyl)-methyl-amine
(3-chloro-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine
(3,5-dichloro-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine
(3H-imidazol-4-ylmethyl)-isopropyl-(3-methoxy-phenyl)-amine
(3H-imidazol-4-ylmethyl)-isopropyl-m-tolyl-amine
(3H-imidazol-4-ylmethyl)-isopropyl-(3-trifluoromethyl-phenyl)-amine
(4-chloro-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine
(4-chloro-3-trifluoromethyl-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine
(3,4-dichloro-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine
(3-chloro-4-trifluoromethoxy-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine
(4-chloro-phenyl)-ethyl-(3H-imidazol-4-ylmethyl)-amine
(3,4-difluoro-phenyl)-ethyl-(3H-imidazol-4-ylmethyl)-amine
(4-fluoro-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine
(3H-imidazol-4-ylmethyl)-isopropyl-(4-trifluoromethoxy-phenyl)-amine
(3H-imidazol-4-ylmethyl)-isopropyl-naphthalen-2-yl-amine
(3H-imidazol-4-ylmethyl)-indan-5-yl-isopropyl-amine
(3-chloro-5-fluoro-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine
(3,4-difluoro-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine
(5-chloro-2-fluoro-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine
(3-chloro-2-fluoro-phenyl)-ethyl-(3H-imidazol-4-ylmethyl)-amine
ethyl-(3H-imidazol-4-ylmethyl)-naphthalen-2-yl-amine
(3,5-difluoro-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine
(2,4-difluoro-3-methoxy-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine
(4-fluoro-3-methyl-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine
(3H-imidazol-4-ylmethyl)-(3-isopropoxy-phenyl)-isopropyl-amine
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to a conmpound of formula R4 N N~ NH R3 N.01- R 12
R 1-2 to wherein R" is lower alkyl, -(CH2)" i-aryl or

WO 2@8iAY6757 - het eroaryl, which are optionally  PCT/EP2007/060666

substituted by | ower al koxy, _Il% er al kyl substituted
by hal ogen or hal ogen, or is \(QECRZ) " _1- cycl oal kyI

Ry R E G Tl SR e 'lso%a@ﬂﬁ a2 " - O
-(6EEHﬁ*)1daZ|01 hafﬂmetrhgzl})ﬂkqplrop}‘l((@ﬂﬂ)lthHO{Nt-h(ﬁ(yQIﬁt@yB+_am1ne
LE e DL SR St opdPEs bSh R B Em ST | 010 202
f(6FdlﬂhaoR¢thdﬂbehenNH(3H3rrﬁl:letilol—iaflrﬁetﬂ§yll) 1§oprop}ﬂhtrrﬁhe \Y}

g\ﬂ—é?réllﬁ: ez thfly t?sr()glﬁl lpgfl Eﬁ él, g]%ﬂ' te?ra er’_[]ho i; -Phe Ilyl']o amine
B- clnlermmrm@hﬂ preayledt ngu@ztzroup—ydrhemmlmd}syl@frnme
Efﬁ—%rlngtﬁyl—phenyl) -ethyl-(1H-imidazol-4-ylmethyl)-amine
(4-benzyloxy-3-chloro-phenyl)-(1H-imidazol-4-ylmethyl)-isopropyl-amine
[3-chloro-4-(4-chloro-phenoxy)-phenyl]-ethyl-(1H-imidazol-4-ylmethyl)-amine
(3-benzyl-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine
biphenyl-3-yl-(3H-imidazol-4-ylmethyl)-isopropyl-amine
[3-(4-chloro-phenoxy)-phenyl]-(3H-imidazol-4-ylmethyl)-isopropyl-amine
N-(1H-imidazol-4-ylmethyl)-N'-phenyl-benzene-1,4-diamine
{4-[2-(4-chloro-phenyl)-ethyl]-phenyl}-ethyl-(1H-imidazol-4-ylmethyl)-amine
(3-bromo-4-fluoro-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine
(3H-imidazol-4-ylmethyl)-methyl-(3-phenoxy-phenyl)-amine
(3H-imidazol-4-ylmethyl)-(3-methoxy-phenyl)-methyl-amine
ethyl-(3H-imidazol-4-ylmethyl)-(3-phenoxy-phenyl)-amine
(3-difluoromethoxy-phenyl)-(3H-imidazol-4-ylmethyl)-methyl-amine
(3-benzyloxy-phenyl)-(3H-imidazol-4-ylmethyl)-methyl-amine
(3-benzyloxy-phenyl)-ethyl-(3H-imidazol-4-ylmethyl)-amine
ethyl-(3H-imidazol-4-ylmethyl)-(3-methoxy-phenyl)-amine
ethyl-(4-fluoro-3-methoxy-phenyl)-(3H-imidazol-4-ylmethyl)-amine
(3-ddifluoromethoxy-phenyl)-ethyl-(3H-imidazol-4-ylmethyl)-amine
(4-chloro-3-methoxy-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine
[3-(3-chloro-phenoxy)-phenyl]-(3H-imidazol-4-ylmethyl)-isopropyl-amine
(3H-imidazol-4-ylmethyl)-isopropyl-(3-phenoxymethyl-phenyl)-amine
(4-fluoro-3-phenoxy-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine
(3-bromo-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine
(3,4-dichloro-phenyl)-ethyl-(1H-imidazol-4-ylmethyl)-amine
(3-bromo-phenyl)-ethyl-(3H-imidazol-4-ylmethyl)-amine
(3-bromo-phenyl)-(3H-imidazol-4-ylmethyl)-methyl-amine
(3,4-difluoro-phenyl)-(1H-imidazol-4-ylmethyl)-methyl-amine
(3,4-dichloro-phenyl)-(1H-imidazol-4-ylmethyl)-methyl-amine
(3,5-dichloro-phenyl)-(1H-imidazol-4-ylmethyl)-methyl-amine
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RARA NN NNHNNPGRI NR RBRNR 212 R PGV
or Rx to a conpound of fornula WO 2008/ 046757

wEABBRZED7/ 060666 - 158 R4 N NH R3 N-R  RZI/EP2007/060666

wherein the substituents are as defined in claim1, or
if desired, converting the coa’ééunds obtained into

Its. 5
pLeRESHL Rl RSSERLSPL Smatl AR LR o2l 2. 6
bﬁyb@rm@hewi) élﬁmlnaiamldél y]mneth)l'lhusnpﬂ(ﬁ)ybamme an
ﬁ%%—léi\llb :)%hmg;gl) cz?H 1m1 )ﬁim(é‘%n‘gpgoprgf});laefrrﬁlng g one or
- bfwmgLI;)hmyh)eﬂthylhgfllH lumc‘dazleé! -yldietlyydy-emideor i de  benzyl -
h j 10
Gt P83 e %ﬂ PR TRR ) - ami ne
(deﬂlenb plndrnyt)eetbﬂe(rlyi Drmd(azblH—ylmedﬂt)eimmeyl met hyl )
romo 3(ff'uo(%(r)] Ip enyl?gt%r)Wh)H 1r§11dazolI m qune%l%/l) g{m){ | rethyl)
(3454d[fhrm<a1phem;§1] }th@r]l(—l—Hmmd?asz-zﬂchqydt]m;d} hwlige- am ne
g43 alﬁi u%g'(? pBenyrl]yet}lyl( (]1% 1m1dazao% ylme¥ lyrf)tagrrr]l}/le) am ne
(£eldbfc13501—u|bh&phér)yl)( dthiyl- (i thamiolazal-4¢yretty)-)mare ne. i n
d t I
B R S ST T
c3- alnlmoll-ﬂ‘lmro ‘phenyl r-edayInEin-iroidagis pr- ﬁﬁ&n}qrh), arainel ety
| Gt it
R RBPAE Tor Py Sar St Bt T ot i BBl v, <
pspetned-Bechtbrsgridayls, (IHahudazphnqhnarhy]nesUImbMJaﬁahe or
%—gﬁgrsoe—i—’trl ggriélmrl: oor;(ysph%}lygl?—aeﬁleyl—(1H—imidazol—4—ylmethyl)—amine.

6. A compound of formula I according to claim 1, wherein R is hydrogen.

7. A compound of formula I according to claim 6, wherein R is optionally

substituted aryl.

8. A compound of formula I according to claim 7, which compounds are
(3-chloro-5-fluoro-phenyl)-(1H-imidazol-4-ylmethyl)-amine
{3-[ethyl-(3H-imidazol-4-ylmethyl)-amino]-2,6-difluoro-phenyl}-methanol
(3-bromo-4-fluoro-phenyl)-(3H-imidazol-4-ylmethyl)-amine
[3-(3-chloro-phenoxy)-phenyl]-(3H-imidazol-4-ylmethyl)-amine
(4-fluoro-3-phenoxy-phenyl)-(3H-imidazol-4-ylmethyl)-amine
(3-bromo-phenyl)-(3H-imidazol-4-ylmethyl)-amine
(3-bromo-5-trifluoromethyl-phenyl)-(3H-imidazol-4-ylmethyl)-amine
(3H-imidazol-4-ylmethyl)-(3-isopropyl-phenyl)-amine
(3, 5-difluoro-phenyl)-(1H-imidazol-4-ylmethyl)-amine
(3,4-dibromo-phenyl)-(1H-imidazol-4-ylmethyl)-amine
(3-chloro-4-fluoro-phenyl)-(1H-imidazol-4-ylmethyl)-amine
(4-bromo-3-chloro-phenyl)-(1H-imidazol-4-ylmethyl)-amine or
(3-chloro-4-trifluoromethoxy-phenyl)-(1H-imidazol-4-ylmethyl)-amine.
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20 neurodegenerative disorders, Al zheiner's disease,
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The invention as herein before described.

14. A compound of formula [ according to claim 13, which compounds are
(3-chloro-phenyl)-cyclopropylmethyl-(3H-imidazol-4-ylmethyl)-amine or
(3-chloro-phenyl)-(1-cyclopropylethyl)-(3H-imidazol-4-ylmethyl)-amine.

15 . A process for preparation of compounds of formula I, which process
comprises

a) reacting an amine of formula

R'I

|
2 -NH
R 1T

with a compound of formula
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R I

to a compound of formula

wherein R', R%, R’, and R* are as defined in claim 1, or

5 b) reacting a compound of formula

with a compound of formula R"-CHO

to a compound of formula

N

%[NH
3 N/—RT

2

R

R
I-2
10 wherein R" is lower alkyl, -(CH,), 1-aryl or —(CH,),-heteroaryl, which are optionally

substituted by lower alkoxy, lower alkyl substituted by halogen or halogen, or is
-(CRy)n-1- cycloalkyl, optionally substituted by hydroxy, or is —(CR;),-1-OH,
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-(CH2)n-1-heterocyclyl, -(CH,)n-1-NH-S(0),CH3, -(CR;)q-10-lower alkyl and the other

definitions are as described in claim 1, or

¢) reacting a compound of formula

with

to a compound of formula

N

%[NH
R’ N—<
F|<2

10 wherein the substituents are as defined in claim 1, or

I-3

d) removing a protecting group of compounds of formulas

4

R
N=A N=A

%KNH %[N—PG
3 1 3 1

R lil—R
2
RPG VI or R X

to a compound of formula
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wherein the substituents are as defined in claim 1, or

if desired, converting the compounds obtained into pharmaceutically acceptable

acid addition salts.

16. A compound according to claim 1, whenever prepared by a process as claimed

in claim 15 or by an equivalent method.

17. A medicament containing one or more compounds of formula I and of
4-phenylaminomethyl-imidazol-dihydrochloride
benzyl-(3H-imidazol-4-ylmethyl)-phenyl-amine
(1H-imidazol-4-ylmethyl)-(4-methoxy-phenyl)-amine
(3,4-dichloro-phenyl)-(1H-imidazol-4-ylmethyl)-amine
(4-chloro-phenyl)-(1H-imidazol-4-ylmethyl)-amine
(4-bromo-phenyl)-(1H-imidazol-4-ylmethyl)-amine
(3,5-dichloro-phenyl)-(1H-imidazol-4-ylmethyl)-amine and
(3-chloro-phenyl)-(1H-imidazol-4-ylmethyl)-amine.

in accordance with claim 1 and pharmaceutically acceptable excipients.

18. A medicament as claimed in claim 17 for the treatment of depression, anxiety
disorders, bipolar disorder, attention deficit hyperactivity disorder, stress-related
disorders, psychotic disorders, schizophrenia, neurological diseases, Parkinson’s disease,
neurodegenerative disorders, Alzheimer’s disease, epilepsy, migraine, hypertension,
substance abuse and metabolic disorders, eating disorders, diabetes, diabetic
complications, obesity, dyslipidemia, disorders of energy consumption and assimilation,
disorders and malfunction of body temperature homeostasis, disorders of sleep and

circadian rhythm, and cardiovascular disorders.

19. A medicament according to claim 18 containing one or more compounds as
claimed in claim 1 for the treatment of depression, psychosis, Parkinson’s disease, anxiety

and attention deficit hyperactivity disorder (ADHD).
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20. The use of a compound of formula I and of
4-phenylaminomethyl-imidazol-dihydrochloride
benzyl-(3H-imidazol-4-ylmethyl)-phenyl-amine
(1H-imidazol-4-ylmethyl)-(4-methoxy-phenyl)-amine
(3,4-dichloro-phenyl)-(1H-imidazol-4-ylmethyl)-amine
(4-chloro-phenyl)-(1H-imidazol-4-ylmethyl)-amine
(4-bromo-phenyl)-(1H-imidazol-4-ylmethyl)-amine
(3,5-dichloro-phenyl)-(1H-imidazol-4-ylmethyl)-amine and
(3-chloro-phenyl)-(1H-imidazol-4-ylmethyl)-amine.

according to claim 1 for the preparation of a medicament for the treatment of depression,
anxiety disorders, bipolar disorder, attention deficit hyperactivity disorder, stress-related
disorders, psychotic disorders, schizophrenia, neurological diseases, Parkinson’s disease,
neurodegenerative disorders, Alzheimer’s disease, epilepsy, migraine, hypertension,
substance abuse and metabolic disorders, eating disorders, diabetes, diabetic
complications, obesity, dyslipidemia, disorders of energy consumption and assimilation,
disorders and malfunction of body temperature homeostasis, disorders of sleep and

circadian rhythm, and cardiovascular disorders.

21. The invention as herein before described.
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