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AMINOMETHYL-4-IMIDAZOLES The present invention relates to

woamnpeadsds of formula | R4 ~NH R3 N'R '2 R 5 wherein Rrisiyelogensss
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lower alkyl, -(CR2).-OH, -(CH2).-aryl or f(CHZ),,-heteroaryI, which are
optionally substituted by halogen, lower alkoxy or lower alkyl substituted
by halogen, or is -(CR2),; cycloalkyl, optionally substituted by hydroxy, 10
-(CH2).-heterocyclyl, -(CH2), -NH-S(0)2CH3, or is -(CR2).O-lower alkyl
or lower alkyl substituted by halogen; R is hydrogen or lower alkyl, and
when two R-groups are present, they may 15 or may not be the same; R2
is 2,2-dioxo-2,3-dihydro-)H1papaaetibiaphenin@zGdikydro-5H-cyclop
entapyrimidin-2-yl, 2,2-difluoro-benzol[1,3]dioxol-5-yl, Z,2,
3,3-tetrafluoro-2,3-dihydro-benzo [ 1,4] dioxin-6-yl, or is 20 aryl or
heteroaryl, optionally substituted by one or more substituents, selected
from the group consisting of halogen, lower alkyl, cycloalkyl,
-(CH2)"-hydroxy, lower alkyl substituted by. halogen, tower alkoxy
s'(iiEPHEEﬁ%F& W?{ﬁ}Bﬁéﬂ?@(B)"é’-%Wélﬁ‘éﬁ&ﬁv,fo-‘(@ 2).-S(0)2-NH-lower alkyl,
-(CH2)"-O-lower alkyl, nitro, amino, cyano, 25 -NHC(O)-lower alkyl,
-C(O)NH-lower alkyl, or O-tetrahyldrg¢naphthalenyl, or are substituted by
A NH

R1

RN
R® |
wherein
R’ is hydrogen, lower alkyl, -(CR;),-OH,
-(CH, }p-aryl or -(CHj)y-heteroaryl, which are optionally substituted by
halogen, lower alkoxy or lower alkyl substituted by halogen, or is
-{CRy)n- cycloalkyl, optionally substituted by hydroxy,
-(CHy)p-heterocyclyl,
«(CHy)g-NH-S{(0):CHs, or is
-(CR;)nO-lower alkyl or
lower alkyl substituted by halogen;
R is hydrogen or lower alkyl, and when two R-groups are present, they may

or may not be the same;

R* s 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-vl,
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,
-{CH;)~5(0),-NH-lower alkyl, -(CH,),-O-lower alkyl, nitro, amino, cyano,

-NHC{Q)-lower alkyl, -C{O)NH-lower alkyl, or O-tetrabydro-naphthalenyl, or are

substituted by
-(CH;)p-aryl, optionally substituted by halogen, or by
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-(CH2)"-aryl, optionally substituted by halogen, or by WO 2008/046757
PCT/EP2007/060666 -2 -CH=CH-aryl, optionally substituted by halogen,

orbys#EhE2) "-O-aryl, optionally substituted by halogen, lowepatkeryo®fu60666
lower alkyl substituted by halogen, or by_-0-(CH2)"-aryl, optionally

substituted by halogen, or by 5 -(CH2).-heteroaryl, or by
'(gH2)&“@5(@{%{)8%%%%Eﬂ%qg&.fﬁf}@tﬁfiﬁﬁ%l n QR g"y SUbStitEt?d by
=0, or by - J-heterocyclyl, optio sybstituted by lower alkyl, or
oy & RAT RPN ST BRI bp e of owe
2-ox052PP‘i5W”ﬁﬂr\lYlh§ll‘?$§Ba igr H&}’drogen or lower alkyl; 15 R4 is hydrogen

or loweD-alkyl),ruis0, dp2idaidyantstathabphaiopacesiibally active salts,

with thecex gm@@g}ogfryﬁ-gp%pylaminomethyl-imidazol (GAS 32563-81-8),
20 ben E}H-i idazoi-z}-yl ethyl)-phenyl-amine (Beilstein BRN 20612),
(1H-irﬁ@( = -%ﬁ]i‘érﬁﬁf’f-(if-rﬁ’(ethoxy-phenyl)-amine (GAS 17049-89-7),

(3,4-dichidro-prRengtygir-rridardivsufisictrnd) bamRed®AS 87471-76-9),

(4-chlorarphenyb-tkHdmidazetidnimethyliraning (GAS 11§043-90-0),
(4-brog‘§pa-1;}),henyl)-(lH-imidazol-4-ylmethyl)-amine (GAS 87471-95-2), 25
(3,5-dichloro-phenyl)-(1H-imidazol-4-ylmeth),l)-amine (GAS 87471-74-7)
and (ZLHB0HERYI)-(IH-imidazol-4-yimethyl)-amine (GAS 87471-78-1).
The excliddd:eompounds of formula | are known compounds, described
for examplgin dhgybelow mentioned. references or are enclosed in public
librarigs, 30 Furthermore, the invention includes all racemic mixtures, all
their correspona?ﬁ e

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

n 1$0,1,2,30r4

and to their pharmaceutically active salts, with the exception of
4-phenylaminomethyl-imidazol (CAS 32563-81-8),
benzyl-(3H-imidazol-4-ylmethyl)-phenyl-amine {Beilstein BRN 20612),
(1H-imidazol-4-yimethyl)-(4-methoxy-phenyl)-amine (CAS 17049-89-7),
(3,4-dichloro-phenyl)-(1H-imidazol-4-ylmethyl)-amine (CAS 87471-76-9),
(4-chloro-phenyl}-( 1 H-imidazol-4-ylmethvl)-amine (CAS 17049-90-0),
(4-bromo-phenyl)-(1H-imidazol-4-yimethyl)-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 [ 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.



enantiomers and/or optical isomers. In addition, all tautomeric forms of
compounds of formula | are also encompassed by the present invention.
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compounds of formula | have a good affigity to the trace amine
associated receptors (TAARSs), especially for TAARL. The compounds

may berusadfen taaireatment @reeniessicToanyiatyiirorders bRt

éﬁotr%(ger a%'%ggtlos%ggﬂ |th %rrasc@;/ sorder Sf\Dg—er} Ai“;tﬁellss related 5
Isorders, psychotic 50 ssu as sdhl nia, neurological

&“@eagé@gucﬁsagapémgém ‘éhsé@génnmﬁdegematwm%omerdesach

apzheimels, diseassh &Hﬂﬁﬂﬁbﬁaeﬁﬂ@fﬁ@%%@f%@ﬂ) sihstaneged
2% 85 and m tabogc dl(%order%suc ating disorders, ‘f' %betes
e

e BN SBe et & A roRme THRe e st st such
corrsuIptorns éﬁdaasmnmﬁad%ﬁrﬁmmeiscaﬁdrmﬁh Retidrhofi®’ bdiyase,

tempsratwie hameostagis.disardriset slage amrﬁgﬁﬁglﬁrarwﬁmsaeﬂ
cardiovascular disgrders. Th%classmal biogenic ﬁmjne%%mb tonin,

RSP PIAHS S SHERRIE RE S EARET B it roles
aﬁsneimotoénscrm}tem}mnhmoemuélaamdukaegphémrdemmdsmygtemipm]of
Rybesin andhsieiags; aswvallasrinel degradation F-k%réﬂﬁ' tgliptake
afte release are tightly regulated An imbalance in the levels of blogenlc
SRTHEEHREWAD g*ﬁé responsible for the altered brain function under
many pathdlbgidadsicariditiens [@xbhed\ seoonuclasscpireptogengus:ahtine,
CRPpRANNDS;Hm B 1ca1ethirar e AMINE S (T ASLBIGNHGRBEY LY AR ¥4Il g

the classical biogenic amines regarding structure, metabolism and

RIS ST The THE MAMEE LARAAIIAGS @8 96!l as their degradation
phenyiathdaniineteyptaninehalyd geiopdnimepdndhtive yratte: preseof iiothaic
mARMAl ﬁHo&ﬁﬁ‘.ﬁ%&%@&%ﬁE{bf’é @?ﬁ%@i%%ﬁ%}mﬁ%@%y pathological

biogenic amlnes [6]. Their dysregulation has been linked to various

pSyditinht a.s?éra%égcmé LRI b P RFRACH AU EXDBAFA MY RS Gebfsk trace
aandﬁm@ﬁ%lsk&@tﬁcﬁmh/ debiditp Wﬁemmaﬁmu@mm@mmedgeaﬂa@ beyicture,

Parklgs n's dise ﬁtan eabu isorders,[8,9]. For
s St c:e’llfu ar loca za‘u Tarin
-specific recep ors éen'ty esized based

phenylethylamme, tryptamine and octopamme, and they are present in the mammalian
nervous systemn at generally lower levels than classical biogenic amines [6].

Their dysregulation has been linked to various psychiatric diseases like
schizophrenia and depression {7] and for other conditions like attention deficit
hyperactivity disorder, migraine headache, Parkinson’s disease, substance abuse and
eating disorders [8,9].

For a long time, TA-specific receptors had only been hypothesized based
on anatomically discrete high-affinity TA binding sites in the CNS of humans
and other mammuals [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 recej}tors (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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on anatomically discrete high-affinity TA binding sites in the CNS of

humans and other mammals [ 10,11 ]. Accordingly, the pharmacological
woftest® af3As were believed to be mediated through the welldanewmer/o60666
machinery of classical 30 biogenic amines, by either triggering their

release, inhibiting their reuptake or by "crossreactlng" with their receptor

%x&é%m[%&@ﬂ&%y 'ﬁﬂ(t@@ﬁﬁﬁ&ﬁq@'%ﬂ%ﬂi&ﬂ%iﬂ?&ﬁ%@% the
|dent|f| ation of sgeveral meinber fa novelgf h 65 CRs, the trace
anhive é%%%?ﬁf& FECBRtGr ??R SEPFITC é ROYDFAKEP dnes in
mmqlmmgtyﬁbwd@g@éb)@@n@gen@@iﬁlmgalse113511§4ncIudlng 1
QGH%)] ?Oéga%%sﬂ%é%@ﬂ@ﬂﬂ@éé%& V[‘éﬂ@ 1%?1% WQe
xcep con
Hl?BHS‘ef Esﬁfgii&ff ﬁ R R BB A T

sggmﬁntdm&@wwalﬁaﬁiaﬁ@ﬂahtmaﬁmamqeﬁtafe gendst ila Gas.
reem nt Wlt? n|n Rth GPCR rﬁ] rmacq(gpgég |mlla¥|‘>£iL comparlson

&reﬁu ation o A ds OWTl to C 10 ]fh
armaco oglca ala sug ese rece form ree 5

digﬁmswa@mﬁem[m mzb]chmAmtqstmn@eﬁ&ét@m@tﬂeﬁsﬁf@mw@enes
(daRiAthigh b’aﬁ@ﬁ%‘é‘%ﬁs@%‘é’\’%ﬁ@ Hmanandd %ﬁﬁtsdﬁ&ﬁé%gtwate

TAARI |a Gas, Dys tio Wass own ontrlbut
R R et R A A R eo et o M
Hypéramthifytlisofthersesubstance abuse, Parkinson's disease, migraine

headaghgRAHNY QiSRrErS.daMetablin disadesand @@@I@B@ﬁ&@mme
13% ands h 8ave a hli%h potential for the treatment of these diseases.

LTore eI a broad interest to increase the knowledge about trace
amine associated receptors. References used: 15 1. Deutch, A.Y. and
reR9ep 18HO) Neurotransmitters. In Fundamental Neuroscience (2a

adn) ([Bigrand., &Nhﬂd Bloom. E.B 9&@w&ar&@mﬁq&egtsn$m@mﬂﬁﬂuire,
emlg1 Pr

$20 icipio, J.
(2001(§\sj £e’)(s,)ffgr% nd tégﬁngnl apﬁro hes 5" g%s?l\eﬂzsusllorf .%%\?ts’ L, and
Neurostiiz; BR3-g51); P03 BatibsdwaderaicdIr{®001) Interactions between
monoaingsvdldameienaNd GABA Research and treatment approaches to

depression. Nat, Rev. Neurosci. 2, 343-351;

3 Carlsson, A. ef al. (2001} Interactions between monoamines, glutamate, and GABA
in schizophrenia: new evidence. Annu. Rev. Pharmacol. Toxicol. 41, 237-260;

4 Tuite, P. and Riss, J. (2003) Recent developments in the pharmacological treatment
of Parkinson's disease. Expert Opin. Investig. Drugs 12, 1335-1352,

5 Castellanos, F.X. and Tannock, R, (2002) Neuroscience of attention-
deficit/hyperactivity disorder: the search for endophenotypes. Nat. Rev. Neurosci. 3,
617-628;

6  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);

7 Lindemann, L. and Hoener, M. (2005} A renaissance in trace amines inspired by a
novel GPCR family. Trends in Pharmacol. Sci. 26, 274-281;

8 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;



in schizophrenia: new evidence. Annu. Rev. Pharma.col. Toxicol. 41,
237-260; 4 Tuite, P. and Riss, J. (2003) Recent developments in the
WOsMEMa&ogical treatment of Parkinson's disease. Expert HHERRIBH60666
Drugs 12, 1335-1352, 5 Castellanos, F.X..and Tannock, R. (2002)
Neuroscience of attention 25 deficit/hyperactivity disorder: the search for
SenddiserastyPds eNet (208) Rellowieg Bye 617683 GstysdinirEarPrSankitrAcad.
Merton; EdtarsPsyehoprarmacology Series, Vol. 1: Trace Amines and
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RpinDRtintaCtiig) Releast /a0 08MAERLRCERRANELO0E06irihd dices
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NatL Acad. Sci. U. S. A. 98, 9474-9475; 10 Mousseau

Buttér]ﬁéith, R -F. (1995) A high-affinity [3H] tryptamine binding site in

Ium@adiea) & P ragd BisiedRe .. X006, 5285 -2 0 et MeCAHeaa @6 ahifhehaline,

(198 i i izati f tryntamine hinding_sites in the.rat

and %%%r@gi nervé%}g tg%?tée%?y%%\l%ﬁ%%:l g, SZ%TBT’; %"2’8{}8&‘; EII_PE.kc and

(198RS h&aitgen5ae tfkee aATntR91RdR1 rat striatal slices

in thejpceeence land aab(saek D Thee rxgam@amﬁemw ?@&pm)bﬁﬁfn st @6kally and

44, 1149-1156;.13. Parker, E.M. and Cu u, L.X. (1988) Comparative . __
e e G B TP s oz 5,

effects or amphetamine, phenyle

dopatindBéfflux, dopamine uptake and mazindol binding. J. PharmacoL
Exp. Ther. 245, 199-210; 14 Lindemann, L. et aL (2005) Trace amine
associated receptors form structura%y and functionally distinct subfamilies

of novBPEBIImBBaHBEN e Cepsrd eeitarsise abompouns ! Gt heir
mmmm@m’wm@m exvepoveddompoudads-o ot nveisin and
their production as well as the use of compounds of formula I in the control or
prevention of illnesses such as depression, anxiety disorders, \:ﬁpoiar disorder, attention
deficit hyperactivity disorder, stress-related disorders, psychotic disorders such as
schizophrenia, neurological diseases such as Parkinson'’s disease, neurodegenerative
disorders such as Alzheimer’s disease, epilepsy, migraine, hypertension, substance abuse
and metabolic disorders such as eating disorders, diabetes, diabetic complications,
obesity, dyslipidernia, disorders of energy consumption 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 disclosure are
depression, psychosis, Parkinson’s disease, anxiety and attention deficit hyperactivity
disorder (ADHD).



manufacture, medicaments based on a compound in accordance with the
invention and their production as well as the use of compounds of formula
| in the control or prevention of illne88es such as depression, anxiety
disorders, bipolar disorder, attention deficit hyperactivity disorder,
stress-related disorders, psychotic disorders such as schizophrenia,
neurological diseases such as Parkinson's disease, neurodegenerative
disorders such as Alzheimer's disease, epilepsy, migraine, hypertension,
substance abuse and metabolic disorders such as eating disorders,
diabetes, diabetic complications, obesity, dyslipidemia, disorders of
energy. consumption and assimilation, disorders and malfunction of body
teFer SRR YbMEE 28Ry did Breiesesob b sleepoandiotifoadiar rhythm, and
cardiovascular disorders. The prefeged indications using the compounds
of the disclosure are depressio ychosis, Parkinson's disease, anxiety
and attention deficit hyperactivmrder (ADHD). 5a In a first aspect,
there is provided the use of a cohpound of formula | N~Ha NH Ft2 |
wherein R' is hydrogen, CF.& ~€R2)n-OH, -(CH2)z-aryl or
-(CH2)n-heteroaryl, which are optignally substituted by halogen,
C3.7-alkoxy or CF.7-alkyl substitufdd bythalogen, or is (CR2)n"
wigseincycloalkyl, optionally substituted by hydroxy, - -(CHz)n-heterocydyl,

RE(CHRR:MHS ZQF%%or' -(CR2),D- Q.7-alkyl or G.7-alkyl substituted
by hal %M&Vﬁo ﬁ{gxﬁ)ﬁgf?f*ksﬁ%émmmmmw&aw,
pres¥fitcirity Apsprelriubiontod Mycshiges, R? Selkory or C, y-alio
2,2-chiabsnits3dchinadiggk -Rernzof c)thiophenyl,
6,7-dilrelro-5H-ryd tapyrimidin-2-yl;
- %;'-r%yagﬁgyipgphonaﬂy sgbstituted by hydroxy,

~(CHz)p-heteracydly),

~(CHz)s-NH-$(0),CHs, or is

~(CR2)n0- C).7-alky] or

Cir-alkyl subs_tituted by halogen;

is hydrogen or Cy.;-alkyl, and when two R

-BToups are present, th
Or may not be the same; o

2 . .
R* i 2,2-dzaxo-2,3—djhydro-lH-benzo[ c)thiophenyl,
6,7-dihydro-wSH-cyclopentap}rrimidin-2 -yl
2,2-difluoro-benzo{1,3}dioxol -5y,
2,2,3,3«tetraﬂuoro-2,3-djhydro-benzo[ 1,4}dioxin-6-yl, or is
aryl or heteroaryl, optionally substituted b
; Y one or more substitu
from the group consisting of ems', reeced
hal -
halc:_»ge:n, Cralicyl, Cs.7-cycloalkys, -(CH2)y-hydroxy, Cir-alkyl substituted by
: ogen, Cyy-alkoxy substituted by halogen, -§(0),- Ci.ralkyl
-{CH2),~$(0),-NH- Cir-alkyl, -(CH,)p-0O- Ci.7-alkyl, nitro, aming, cyano

“NHC(0)- C,.r-alkyl, -C(O)NH- ¢
’ - Crr-alkyl, or O-tet :
substituted by . etrahydro-naphthalenyl, or are

~(CHa)s-aryl, optionally substituted by halogen, or by

AT it e e e+



2,2-difluoro-benzo[ 1,3)dioxol-5-yl,
2,2,3,3-tetrafluoro-2,3-dihydro-benzo[1,4)dioxin-6-y2, or is aryl or
heteroaryl, optionally substituted by one or more substituents, selected
from the group consisting of halogen,®i.7-alkyl, C3.7-cydoalkyl,
-(CH2)n hydroxy, Cl.7-alkyl substituted by halogen, C1.7-alkoxy

halogen,, -S( 7 -alky|, -(CHZ)n-S(0)2-NH- C1.7-alkyl,

yn‘g‘agj-ﬁifat aHYtP&s‘% t%ogﬁme )@j CF-7-alkyl, -C(O)NH-
Cj tCetw %raoltmnyaﬁamhmmdm hotcgen, SUbstitkoey dyC;.;-alkyl
-(Ght3)masibeptiRipallyssubstituted by halogen, or by 5b -CH=CH-aryl,

SSL@“@? ibgﬁ#‘tézmgg“’t‘ﬁ?tﬁg%}% LB e

etgrwrg lly substituted by halogen, or by
-(CHHnkhbeeromlybopsion( @i 2hibsCithetd byer corty

(Ctﬂzazm@eh@fetabﬂdsaptb@ﬂawm;ﬂtﬁ%@% @t 91 1, 07 by
O heterocyclyl, optionally substituted by C kyI or by -S-aryl,

-CH E)?“-_%ryl -C(CH3)2-aryl, -NR-aryl, or by 2-oxo- 2H -pyridin-l-yl; R3 is

’ -alkyl; R4 is hydrogen or C1.7-alkyl; nis0,1,2,30r4 and
the@(ﬂﬁérhm@tlcally active salts, racemic mixtures, enantiomers, optical
isomgr Q;ngtomeric forms thereof, and of

qg?x -imidazol-dihydrochloride
benzyl-( ?ﬁn#%% q “yImeth)l)-phenyl-amine
R®  is hydrogen or C,.,-alkyl;

R*  is hydrogen or C,r-alkyl;
n is0,1,2,30r4

and their.pharrnaceutically active salts, racemic mixtures, enantiomers, optical isomers
and tautomeric forms thereof,
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)-(1 H-imidazol-4-ylmethyl)-amine
(4-chloro-phenyl)-(1H-imidazol-4-yimethyl)-amine
(4-bromo-phenyl)-(1H-imidazol-4-yimethyl)-amine
(3,5-dichloro-phenyl)-(1H-imidazol-4-yimethyl)-amine and
(3-chloro-phenyl)-(1H-imidazo!l-4-ylmethyl)-amine

for the preparation of a medicament for the treatment of depression, anxiety disorders,
bipolar disorder, attention deficit hyperactivify 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,



(1H-imidazol-4-ylmethyl)-(4-methoxy-phenyl)-amine
(3,4-dich|oro-,phenyl)-(|H-imidazol-ééylmethyl)-amine (4-chloro-phenyl) (I
H-imidazol-4-ylmethyl)-amine
(4-bromo-phenyl)-(1H-imidazol-4-ylmethyl)-amine
(3,5-dichloro-phenyl)-(iH-imidazol-4-ylmethyl)-amine and
disof8ectaodonpibmalics pf-hndtdzuipdrsimethyinemingsichishaipepfalatpand a

circdiRdicament {ad tha diealinart eksigrgssion, anxiety disorders, bipolar
disorder, attention deficit hyperactivity disorder, stress-related disorders,

psychotic disorders, schizophrenia, neurological diseases, Parkinson's

diSeasENGHIRdRge %egl%wgcﬂé@e%gees%aé\&mms sdisamse epilepsy,

migraine, hypertension, substance abuse and metabolic disorders, eating
disorders, diabetes, diabetic complications, obesity, dyslipidemia,
disorders of energy consumptionggind assimilation, Sc disorders and
malfunction of body temper homeostasis, disorders of sleep and

circadian rhythm, and cardi r disorders. In a second aspect, there
is provided the use of a compdund of formula IA R4 Nwc NH 1 R N"R 2
R IA wherein R1 is hydroge; il‘l.:?alkyl, -(CHI),-aryl, optionally

substituted by halogen, C1.7-alkby or C .7-alkyl substituted by halogen,

or is -(CR2)D C,.rcycloalkyl, optionally!4ubstituted by hydroxy, or is
whefétiR2)0-OH, -(CH2)Dheterocydyl, -(CH2)m-NH-S(O)2CH3,
1 -(CR2)'O-C1.7zalkyl,or,C1 Zsalkyl substituted b logen;, R is;hydrogen
R or ity SR SRR A o
be faerwikesy or C;.r-alkyl substituted by halogen, or is
“{CR2)p- Cs.5-cycloalkyl, optionally substituted by hydraxy, or is
«(CR3)y~OH, «{CHa)p-heterocyclyl, «{ CH,),-NH-8{0),CH;,

-(CR;),,O-C;.}-aikyl or C,.r-alkyl substituted by halogen;

R is hydrogen or C,.7-alkyl, and when two R-groups are present, they may
or may not be the same ;

R is éryl or heteroaryl, optionally substituted by one or more substituents, selected
from the group consisting of halogen, C;.;-alkyl, C;.7-alkoxy, -(CH,),-hydroxy,
C,.7-alkyl substituted by halogen, C;.;-alkoxy substituted by halogen,
-5(0)2-Cy.r~alkyl, -(CH3)y-5{0);-NH- C; 7-alkyl, «(CHz)p-0-1 Cy.y-2lkyl, nitro,
amino, -NHC{O)}-C,.5-alkyl or ~-C(O)NH-C;y-alkyl, or ~(CH,),-aryl, optionally
substituted by halogen, or by aryioxy, optionally substituted by halogen,

Ci.7- alkoxy or Cy.r-alkyl substituted by halogen, or aryl or hetercary! are optionally
substituted by benzyloxy, -S-aryl, -CH(OH)~aryl, -C(CHj);-aryl, -NR-aryl,
2-oxo-2H-pyridin-1-y}, -(CH;)s-heterocyclyl, optionally substituted by =0, or by |
-(CH;)y-heteroaryl or -—(CH;).,—O«heteroaryl;

R® is hydrogen or C,.y-alkyl;

R*  is hydrogen or C;.,-alkyk;



R2 is aryl or heteroaryl, optionally substituted by one or more substituents,
selected from the group consisting of halogen, Ci.7-alkyl, Ci.ralkoxy,
-(CH2)Dhydroxy, C1.7-allryl substitegad by halogen, C1.7-alkoxy
substituted by halogen, -S(0)2-C1.7-alkyl, -(CH2)"-S(0O)2-NH- C1.7-allyl,
(ngﬁ\r -alkyl, nitro, amino, -NHC(O)-C1.7-alkyl or
B ) Igr aIkyI or -(CH2) -aryl, optionally substituted by halogen, or
aryloxy, optlonally substituted by halogen, C1.r alkoxy or Cl.ralkyl
'andéﬁb‘éﬂt DRERIASE USRS N saljt CRFrTRID ByraNE L SIBRRSIPSTHIRRHGb Hpess
andbemnytexic fddnar vheretif gaMdH@faryl, -C(CH3)2-aryl, -NR-aryl,
4 gegm,gggd?ygg ey daﬁgl"@gx Hﬁgg(;)p%gtg@ a_gﬁllorggly s#bc;stltuted by =0, or
oar eteroary is hydrogen or
bm@g ¢g:")7¥‘ 'é‘]\%é/%%‘g EE%% f 5d nis0,1,2,30r4 and their
for ﬁmrﬁaﬁémwfw aeilicasagny, fmdém@mtmmw@mmrnerwmdisordm,
bipébardéssrdan drtettivnaeide ysctacieatpad of dip berdsenaorasibdsii
&FBBX‘HQE%H&WW&QM @[ﬂ QQ@L&QI &r&ghen&s e for the

pr paratlon of At ort atmento EDYESSIOH anX|§ty

ne SRR Gt ERY PR AR af dREReF ension,
submassmwmm qisycleoticaisngdbsrdehiztipheenialiateurological

corSiHRaE6Es, BBEKiﬁ*?G?sﬁﬂ@ﬁﬁfae dibsdesrgenaiaive disengdath ﬂa@&mﬁfaim,

b b
dm%%%é% 'ﬁmﬁ R A e T

cirgliag FW@%F&;/ consumption and assimilation,

dlsorders and malfunctlon of body temperature horneostasis, disorders of

s‘ilee]gl Qd cwc&%;g% Xt ({nd anddcardlovascular disorders. In a third g
AL SRR O B S RSB SSRBHTHII B B1oFR Gpgpounds as defined above an

phavparpetady a&mt&:ﬁhkcbmbmtarﬁut q&mummcaﬂﬁmwmbmmpianﬁm,

bipdRk WSt aal NEaRE RIS ES HR-r-2AS Y HISGEE SRIROIRLAS QG ders,
ttentign deficit I“yoer@ctlwty disor Cairt—;'ss “related disorders, psychotlc
PeyCHQRF dHATTR e OHATBH e {ﬂf SUSEREES P APEOR S Hicdsie,

eurmsingriendive disivalcisohthsmkizhdinress codepse Fmgﬂﬂpsyhrpgtam@n,
subfi¥YRES m%d metabolic disorders, eating disorders, diabetes, diabetic
complications, obesity, dyslipidemia, disorders of energy consumption and assimilation,
disorders and maifunction of body temperarure homeostasis, disorders of sleep and
circadian rhythm, and cardiovascular disorders.

As used herein, the term "lower alkyl" derotes a saturated straight- or branched-
chain group contzining from 1 to 7 carbon atorns, 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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substance abuse and metabolic disorders, eating disorders, diabetes,
diabetic complications, obesity, dyslipidemia, disorders of energy

woanssgrmpiron and assimilation, disorders and malfunction offaolgr2007/060666

temperature homeostasis, disorders of sleep and circadian rhythm, and
cardiovascular disorders. As used herein, the term 'lower alkyr' denotes a
satura&equ%tf@i@)ei?,qabt@;\ﬂﬁhﬁﬂveelaai&@!}@é_a&@magfmgbmﬁae;n;mzlﬁwb@@idue is
ato r exam methyl, ethyl, propyl, isopropyl, n-butyl, i-butyl,

SO BT A HEIE A B SRL S e groups with 1 - 4

carbon atoms. WO 2008/046757 PCT/EP2007/060666 -6 As used herein,

the tefHh “6HRT SR HRRotEE W Ui ImEs dirrtHE akgrrReTBg S ORkIning 3
defmadbabavenantbwhish idcaitalohechviacatidhepgbmadtoraliks used herein,

the term "cycloalkyl" denotes a saturated carbon ring containing 3 to 7

carbon alemsefeexAMale cxsleptoRyls@tioneHanddhe tiken S ds YsGthred
herein, the term_ "l W%I’ alkyl substituted bﬁ:}halo%gn" d%notes a saturated

SFAIERE O BRASRAG SRR YIB R LSRRIy HOM { 18 TSRS SBREn one or
wirgrdindngeorinasetaydpbgedn lgternsg eren relolac & byaahkl 6F&M,. &16m,

forgxample G2 FeRCe,, EHRGESFG ERCHREGIChalh31fd12CH2CFS3,
CH2CF2CF3 and the like. As used herein, the term "lower alkoxy

substityted by haloggn™ t%?nr}@i%}?r Iower, 19, alkoxy %“h%’ as defined. - 1ower
above wherein one or more hydrogen atoms are rep }éceé)%y a ﬁa?ogen
abpvesRAnHETOEHzEe Dorsronrrors e bekpergiems are replaced by a
QRIbhERA6r I o0& RAHIEBICDOR 2L HE Darddhs derAguysed et ther,

tg&gﬁ/l&&gg{ a c%r&%rm’{igg or ring system, wherein at least one ring

is"aromaficin naturé,af%)r example phenyl, naphthyl, or indanyl. 15 As used
herein, the term heteroaryl is an aromatic ring or a ring system, wherein at
least onassbdghis d@norhatierin haitird and-cantainingiat leaghgees@ni\ i bein at

g AIRBYinsSlesinr.iiom ihe growp sansizing of guinaling, Bytaziav,
thiophenyl, pyrrolyl, imidazolyl, thiazolyl, pyrazolyl, pyridinyl, pyrimidinyl,

benzo!&%r@{%ﬂl. h??e%,qg’g‘é :13@191119 i%%l&'o? 1”19 %l,y £1glone'f‘t‘1sc L1JSr16dop grr%ilg’s%ﬁe}r%r%erem at
heterocyc_y IS a non-aromatic group, containing at Ilegst one tO, N or S
rlﬁﬁ%Bﬁ{‘%l-ééf@@Wﬁ%tb%ﬁ‘bdéﬁﬁé%‘fﬁ?@ 8F skt P PP

selected from the group consisting of quinolinyl, pyrazinyl, thiophenyl, pyrrolyl,
imidazolyi, thiazolyl, pyrazolyl, pyridinyl, pyrimidinyl, benzofuranyl, benzo!1.3]dioxolyl
or indolyl.

As used herein, the term heterocyclyl is a non-aromatic group, containing at least
one O, N or S ring atom, selected from the group consisting of morpholinyl, pyrrolidinyl,

{1.3]dioxalanyl, tetrahydrofuranyl, tetrahydropyranyl, piperidinyl, or oxetanyl.

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



[1.31dioxalanyl, tetrahydrofuranyl, tetrahydropyranyl, piperidinyl, or
oxetanyl. The term "halogen" denotes chlorine, iodine, fluorine and

wbrarmines7Ehe term "pharmaceutically acceptable acid additiopesattsion /060666
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embraces salts with 25 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-toluen onic acid and the like. One
embodiment of the present invefgtionyare compounds of formula WO
2008/046757 PCT/EP2007/060666 -7 R4 N ~NH R3 N'R I1Z IA wherein
R' is hydrogen, lower alkyl, -(CH . optionally substituted by
halogen, lower alkoxy or lowet alkylisubstituted by halogen, or is 5
(CR2) cycloalkyl, optionally substitlfted bwhydroxy, or is -(CR2),,-OH,
‘(\% -heterocyclyl, -(CH2)"-NH-S(0)2CH3, -(CR2)" O-lower alkyl or
low er a kyl substituted by halogen; R is hydrogen or lower alkyl, and when
t%?vo R-ghduigEosre. pruss Atk the |Gy 8 neitisoe Be shs g bYhrosen,
aryl or I{tﬁberqawkymu@waﬁlmmbswi&deb%plﬂ@i@gemamzwbstltuents

selecte the SIS wer alleyl, Io r alkoxy,
H2)r?(§)§%$16 vclgv&\ﬁéﬁa Onag%tltu St(ﬁ?gﬁ%l %W}él’ al ?{ I %ﬂzi
substnuﬁ&%wgr@g@ﬁd}é(dfékidvvé%ﬁgﬂ))z@ﬂzfc@gb)@ por atkyl,
-(CH2) thré@WEﬂ@ﬂﬁélmﬂﬁﬂié@ mﬁﬂ@ge]ﬁ -NHC(O)-lower alkyl or
g(O)NH r%gg}lk li(?v(r 1% f thgp%m?n?% SUbStméltel%s% t tllg sy O
by aryloxyyopt?ona y su Jé halogen, erpalﬁ or lower al yY
substitureay not be the same ;
R*  is aryl or heteroaryl, optionally substituted by one or more substituents, selected
from the group consisting of
halogen, lower alkyl, lower alkoxy, -(CH,),-hydroxy, lower alkyl substituted by
halogen, lower alkoxy substituted by halogen, -S(O);-lower alkyl,
-{CH2)n-S(0)2-NH-lower alkyl, -{CH,),-O-lower alkyl, nitro, amino,
-NHC(O)-lower alkyl or -C{O)NH-lower alkyl, or
~(CH_)q-aryl, optionally substituted by halogen, or by
arvloxy, optionally substituted by halogen, lower alkoxy or lower alkyl substituted
by halogen,

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

-C(CHs);-aryl, -NR-aryl, 2-ox0-2H-pyridin-1-vl, -(CH,),-heterocyclyl, optionally
substituted by =0, or by -(CH;),-heteroaryl or -(CH;),-O-heteroaryl;

R®  is hydrogen or lower alkyl;

R*  is hydrogen or lower alkyl;

n 50,1,2,30r4

and their pharmaceutically active salts, with the exception of

4-phenylaminomethyl-imidazol-dihydrochloride and
benzyl-{3H-imidazol-4-ylmethyl)-phenyl-amine.



by halogen, or aryl or heteroaryl are optionally substituted by benzyloxy,
-S-aryl, -CH(OH)- 20 aryl, -C(CH3)2-aryl, -NR-aryl, 2-oxo-2H-pyridin-1-yl,

wdtGki2)asheterocyclyl, optionally substituted by =0, or by  pCT/EP2007/060666
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-(CH2)0-heteroaryl or -(CH2), O-heteroaryl; R3 is hydrogen or lower alkyl;
R' is hydrogen or lower alkyl; 25 nis0,1.,2,3or4 and their

pharmaﬁeLﬂ“&%%&?@?&ﬁ}ﬁ?@sr&g?‘o%@u@;ﬁﬁfg@%&;wgereml R 1s|_ljower alkyl.
enylami azol-dihydrochlor enzy im

ST ARG SRRV ARG 4 SBERI 6 TE B Cra D betted
-8 Préfe redpbnipoioiidy o formplarhdye those, wherein R' is lower alkyl.
'%amcdﬁ\ﬂkylgf%a%ﬁ@ 9{&1&91? FHRHR afgigOMPouNnds, wherein R2 is

(12; Jggﬁigﬁ @‘%éeﬂﬂé%?f&ﬂ%gggollowmg compounds: ethyl-

riethydb:(@ bimidazditdayideethyd)ypietydbaminky{3yhine
L@ﬁ QrBEnYh A dimidazal: )YJH‘%W'M}E&W' amine
I -(3H-imjdazol-4- ylmet [) -m-tolyl-amine
(Qﬁ 61 Aty 1@8&8& %ﬁ@ﬁﬂ‘%’rﬂﬁwe
(3 athiano-phemyl)-(BH-imidadl44viimetyiyreditydramine 10
%4%%%%@9}1& (FH-igorel M‘x‘i@&!{l ymeivizamine
chloro-phen rgs%L%H |m|dazol ethyl)- |sopropyl amine

(§35da]‘&‘fﬂd’r}6%ﬂ f@ﬂdﬁﬁ‘i’&é‘zw DE ARy RBBIBH-amine
(31—5+ﬂ1tdﬁzﬂ—ﬁhyhpleth§/ﬂj isddnropii{@meilibxisphepylaramene
giﬁ'rﬂk‘i’&é% ~4-YRRGHIY ) ISARIARY M IAMITNG, I 2 mine

imidazol-4-yl.methyl)-isop rop yl-(3-triflucromethyl-phenyl)-amine
(&3511@?61%%@13”(‘3'@ TR SRAL I TSP ropyl-amine
(43ehlntata-drifluonarsthibghepyl) @tiHidazaldyhhethyrisapropyl-ami
"G (RirSIERlRRBRY RSz kv| ety VrisREgPyl-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-yimethvl)-isopropyl-amine
(4-chloro-phenyl)-ethyl-(3H-imidazol-4-ylmethyl)-amine
(3,4-difluoro-phenyl)-ethyl-(3H-imidazol-4-ylmethyl)-amine
(4-fivoro-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine
(3H-tmidazol-4-ylmethyl)-isopropyl-{4-trifluoromethoxy-phenyl)-amine
(3H-inudazol-4-ylmethyl)-isopropyl-naphthalen-2-yl-amine
(3H-imidazol-4-vlmethvl)-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-phenvi)-(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
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(3-chloro-4-trifluoromethoxy-phenyl) -(3H-imidazol-4-ylmethyl)
-isopropyl-amine 20 (4-chloro-phenyl) -ethyl -(3H-imidazol-4-ylmethyl)

weamism4(3s4-difluoro-ph enyl) -ethyl- (3H-imi dazol-4-ylmethy#rarrn® 7660666

(4-fluoro-phenyl) -(3H-imidazol-4-ylmethy])-isopropyl-anine
(3H-imidazol-4-ylmethyl) -isopropyl-(4-trifluoromethoxy-phenyl) -amine
({631{11131{;@;%4; yflm@mw)) {ﬂﬁﬂi}?fw(ﬂ&ﬁhmﬁ'@ﬂe@hﬁkﬁ@m&ﬁﬁ amine

d hyl)-ind
@_‘Hr:rglro aéo e% Xblﬂéggﬁ%%léﬁgr %yn%%ﬁyﬁ |sa5?)lfloepyl -amine
(@&fﬁﬂwmrpﬁéﬁmﬂ@mMdﬁz@nwgﬂﬁhétﬁ%mﬁnﬁ}amramﬂn@nme
(@‘F{hiﬁ{ﬁﬁtﬂ@m@ﬂyjk&%hﬁ 1@%@'1@%%@3’9@@ é'?i?}] -amine

fI h 3 th 30 ethyl-
%—ﬁmlaoazorfyﬁoyﬂfpe}}%n i] @tpgfh&g IElnilyl gg g#ﬁ?fﬁéq‘g eensl) y(3
H3ithidiazshy- Phﬂerﬁyt)tbl}édpiépyhéamhé (’Bmedinfﬂammiﬁemethoxy phenyl)
@ Bl?lll %%M éhyémeﬁax% 1b§@ﬁ993f1c@t&§f@~ yimeth f1> 1sopr0py|1 amine (3

0 midazo ro e
(S TR G msec e squop e (0

iﬂ@m@hehyby(wmldad@%%hemwmwlamme WO
%991%96163 57 @ﬁﬂﬁﬁ%ﬂ%@@@ﬂ)&@#dmﬁdﬁ%é yimethyl)

ro |quor tho Y- enyl)
GH 3&%1? 5[2& FRBRYSHEY R ahFRRg -amine
Wdl%@ﬂ@ﬂ&h@@@hh@kﬂ%@ﬂhmmejmemmmpropyl -amine

(B m@%mré ylﬂtf(;hy&r;; 9%&3@ L23-ttiafluerethoryeheny!
ne 5 (3-chloro-4-meth en i—@ -imidazol-4-ylméthyl)- |sopropyl
gﬂ?ﬁ%‘“&% RTGERYE gmém AV 413%8%13%%

(43Benzydaexgy-3-ghietbypherit)d(1 Hiiinitazobheplytiethyibeisopropyl- amine
[Bseigr Qs df-COIN0r %GWKY&}%WH@@W%&WM%O' -4-ylmethyl)

-amine_(3-benzyl-phenyl)-(3H-imidazol Imethyl)-isopropyl-amine 10
bﬁiﬁwéﬁi}ﬁgrweépi iR BT ISBRFBBYIRiTe |
3R 4dithloronphibooxyhephieAipH -i{BH«amidhzbkddyiinethytytisoprepyl-ami ne
NAHeEimisazpkdsyimaipvisNnienyihanzengrd1diamioe
(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-yhmethyl}-isopropyl-amine
[3-(3-chloro-phenoxy)-phenyl|-{3H-imidazol-4-ylmethvl}-isopropyl-amine
(3H-imidazol-4-ylmethyl)-isopropvl-(3-phenoxymethyl-phenyl)-amine
(4-fluoro-3-phenoxy-phenyl)-(3H-imidazol-4-ylmethyl)-isopropvl-amine
(3-bromo-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine
(3,4-dichloro-phenvl)-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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14- [2-(4-chloro-phenyl) -ethyl] -phenyl]-ethyl-(1
H-imidazol-4-ylmethyl)-amine (3-bromo-4-fl

waotaphenyt)-(3H-imidazol-4-ylmethyl)-isopropyl-amine 15 pcrmp2007/060666

(3H-imidazol-4-ylmethyl) -methyl -(3- phepé)xy phenyl)-amine (3
H-imidazol-4-ylmethyl) - (3-methoxy-phenyl) methyl amine ethyl-

(@i‘;‘jb?@ig E%ijﬁthw Q%z@h%@@?ﬁé‘tﬁ F}‘FIXB | thealr;nne .
ifly.orome pheny imidazo yme yl), -methyl-amine
(§3 SERATERY: ?a%'h{} (3! it SSARGORYI-AFRIRE 20
(G‘ildﬁnzydbpdyephlémﬂl)}éfﬁﬁ (Bilimibazotttilyhethyieamine
ertml &%Hré%‘%ﬁéﬂlrﬂ e@haﬁl)u(ﬁd&%ﬁh@%paﬁw(mm@e ethyl-(4-f
met nyl 3H imidazol-4-ylmethyl)-amine
158r8 {%053(%’ %H’]l’ﬁﬁﬂﬁggﬂ"ﬁlmﬁmthyl) -amine
(ﬂédbﬂmw&rﬁemmg}mhéhyi%(BHﬁmmwyheﬁnwaimmpyl amine 25
[33@ GO ANRAOKYS eﬁmﬁm—%&d@ 2akdnymetyhsisopropyl-amine

dazol-4-ylmethyl) -isopr pheno methyl -phenyl) -amine
(i‘i FT?'ﬁsé éﬂeﬁw SHBRHY ﬁ%@f&ﬂ%ﬁ@ﬁw NiaBprSpyl-amine
(B bridmo-pHamd)-(Bidnihiddrdl<4HimethyhHsopropliaminie
%%ﬁ%olioﬂ%%%ﬁe%hz/ e@fvﬁwrpfqﬂﬁ%ﬂigg&%m&%%o

%bromo phenyl)-ethyl’-(3H-imidazo met amine

SHEHS: @éﬁwu&%ﬂ@rm@ﬁﬁwrﬁ thyARies
zwrfhmro _pheeyi)=¢Hdnyldazond- wmmma;ememmeamimmme

Aﬂa&a%ogocm?@sgﬁegﬂymgmqaaqu%ﬂm afga g m eor

5-dichloro-phenyl)-(1"H-imidazol-4 metgﬁy
(é*sdahfﬂﬁb%otﬁﬂ%ﬂsﬂm%mrﬁw& oRikid ywxc%ﬁ@ ?Hﬁ?ﬂ‘iﬁ%ﬂ)\i@nme
2008/046757 PCT/EP2007/060666 -10

(4-bromo-p f)l im l aerpel{lll 1 rogen.
(3,4- dlbromb?gg%ﬁg? IEK‘lﬁglﬁrﬁ%azf())f il rf%gt ﬂ%ﬁls%%&)}b yl-amin Shyd

(Esgﬁﬁl,ﬁbf@ ﬁ%dgfﬁw thlﬁgfﬁ}t}a«’f&siglyﬁﬁ@ eaeipia R is opuonany substituted
(3555 d’tﬁfﬂmpllaenyr)ymhyhglcblmwd@ael -4-ylmethyl)-amine 5
i‘a‘c&‘lpor SRIEDYIL tﬁ%l a‘%'of' /It 'E.’ yamine

romo uoro% H- |m|dazof y?met el) -amine

3-{ethyl- (3H imidazol- 4 -y methvl) amino|-2,6-difluoro-phenvl}-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-yimethyl)-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.

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



(3,5 -difluoro-phenyl) -ethyl- (I H-imidazol-4-ylmethyl) -amine
(4-chloro-3-fluoro-phenyl)-ethyl-(1H-imidazol-4-ylmethyl)-amine
w(B200e+57fluoro-phenyl) -ethyl- (I H-imidazol-4-ylmethyl) -apgifg:d8o7/060666
(3-bromo-4-f|uoro-phenyl)-ethyl-(lH-imig?%ql-4-ylmethyl)-amine
(3-chloro-4-fluoro-phenyl)-ethyl-(1H-imidazol-4-ylmethyl)-amine
(Ps@ﬂ@%ﬁ;%ﬁl@ﬁ%&ﬁpbﬁ%%&&%ﬂ=ﬁ1yﬁﬁiéﬂiijngﬁf¥ﬂﬁ%m{9e'§fnine

A A T ABE oo

15 Preferred compounds of formula | are those, wherein R' is hydrogen.
Especially §referred from this group are compounds, wherein R' is

optionally SubStReREE ARSI ekl B REWAG BeRd Ghdemula L, wherein

5 (B:dhiroesdiyorbsstiereyli-fLimidagotidlylpreifyddmmehB@roup are
Jeotapadr@Hanidazar4-yimetnl)-wminal1 Gadiflagrocphsnyilensibang
(3-brom%2flg:-fluoro-phenyl) -(3H-imida_zo_l-4-y|methyl)-amine [ _
ngzgl-%%ﬁloro-phenoxy) -phenyl] - (3 H-imidazol-4-ylmethyl)-amine
E&L@%%%&mnoh | eel(m y&e&%ﬁﬁéfhﬂ?d@&@éﬁbﬂ@%ﬂgﬁyﬁmﬁ%e

-brgmo-phenyl.) - -imidazal-4-ylme -amin :

SRS B rarm SR LSS h e (3

10 Hdirehdzreobehgithhé o o(a-eprbpyliphenyhzaninen@hyl) -amine or
Sselihiore-ghenybHdtmidazekdadmeti -aningnine,
(3,4-dibromo-phenyl)-(1H-imidazol-4-ylmethyl)-amine
(3-chloro-4-fluoro-phenyl)-(1 H-imidazol-4-ylmethyl)-amine 30
(4-br0m@t§r1§£11 %@fﬁ@@ﬂ/&ﬁﬂ&fﬁ@ﬁ%@@l&@%@y@ ram @ﬁf@fcylogikyl and R? is
(3- hllg)r -4-thl[%o¥g(§naettl1%¥£(hen p-(l H-|mldazol-4-)_/lmethyl)-amlne.
Ifjﬁ)rﬁoer p?@‘]ersreg are 1(:yo’mpourz'?a1 of formula I, wherein R' is lower alkyl

15 q%dc}ﬁ%ﬂ§zj@9§§ﬂﬂ&é&é&@ﬁﬂﬁé’dﬁwgﬁaﬁﬂﬁﬁo@@%kﬁﬁﬂ?—E%If%\é’mg
compoun . :
(eI BBy ISRty sl s iR wo
2008/046757 PCTIEP2007/060666 -11
(6-bromg- pyridin-an)« 3khimidaza it YURE i)k SOR A RM I L, cptable salts
can be prepared by methods known in the art, for example, by processes described below,

20 which process comprises

a) reacting an amine of formula

with a compound of formula

25 to a compound of formula



ethyl-(I H -imidazol-4 -ylmethyl) -(6-trifluoromethyl-pyridin-2-yl) -amine. A
further embodiment of the invention are compounds or formula 1, wherein
wb Roigoaptionally substituted CH2-aryl. Especially preferred fperipiserosies
are compounds, wherein R2 is optionqlly substituted and, for example the

following compounds: (2-chloro-benzyl)-(3-chloro-phenyl)-(l
H-imidazol-4-ylmethyl)-amine (3-ch|oro-fgenzyl)- (3-chloro-phenyl) -(1
H-imidazol-4-ylmethyl) -amine i0 N=
(4-chIoro-benzyl)-(3-chIoro-phenyl)ﬁmdazol-mylmethyl)-amine or
benzyl-(3-chloro-phenyl)-(1 H-imidazdf-4-ylmethyl)-amine. Further
preferred compounds are those, wherkin RRis CRH-cyloalkyl and R2 is
optionally substituted aryl, for exaﬁmle 1
(3-chIoro-phenyl)-cyclopropylmethyl-(3I—Bimidazol-4-ylmethyl)-amine or
(3-chloro-phenyl)-(I-cyclopropylethyl)-(3H-imidazol-4-ylmethyl)-anmine.
TheRIgseNkEampaunds:f formad Addhgir pharmaceutically
acceptable salts can be prepared by methods known in the art, for
examBge,rQ% gﬁg%eggesoqggif{};g&)dl? low, 20 which process comprises a)
reacting an amma of formuia R °D Il with a compound of formula R
HNN O R3 Il 25 to a compound of formula WO 2008/046757
PCT/EP2007/060666 -12 R4 N NHNE_S;(WR

X
3

R NH
Fi{z i-1
5 with a compound of formula R'-CHO
to a compound of formula
4
N=A
2 NH
R3& [?! ~—~R"
R’ -2

wherein R! is lower atkyl, -{CHj)n.1-aryl or -{CH;}p.1-heteroaryl, which are optionally
substituted by lower alkoxy, lower alkyl substituted by halogen or halogen, or is

10 -(CRy)p1- cycloalkyl, optionally substituted by hydroxy, or is -(CR)n1-OH,
-(CHa)ni-heterocyclyl, -(CHz)p.-NH-S(0)2CHas, -(CR;)5.O-lower alkyl and the other

definitions are as described above, or

c) reacting a compound of formula



R I 2 wherein R', R2, R3, and R4 are as defined above, or b) reacting a

compound of formula R4 N ~NH R3 NH 12

R I-1 5 with a compound of

wiormostadis>CHO to a compound of formula R4 N ~N H R3 NtRei2oR/dedbes
wherein R' is lower alkyl, -(CH2)"_r-aryl P -(CH2)"_1-heteroaiyl, which are
optionally substituted by lower alkoxy, lower alkyl substituted by halogen
or halogen, or is 10 -(CR2)n_r- cycloalkyl, oFQﬁionally substituted by
hydroay, or is -(CR2)n_i-OH, -(CH2)"_N19ﬁterocyclyl,

glkyl and the other definitions

are as described above, or c) reacting a gompound of formula WO

-(CH2)"_i-NH-S(0)2CH3, -(CRz)"_lo-E\fq
2008/046757 PCT/EP2007/060666 - 13R4

R

with

SEY
to a compound of formula
4
N

X
R’ r~|,|—<

2

. R

wherein the substituents are as defined above, or

N=NH R3NH 12 R Il
NH

2
i-1

[-3

d) removing a protecting group of compounds of formulas

VA
bel
R*7N-R'
|
R'PG VIor
to a compound of formula
R4
N=A

10



with O1 V to a compound of formula R4 N~NH R3 1IN -<sR21-3
wherein the substituents are as defined above, or d) removing a protecting

woraug@teampounds of formulas R4 R4 NN ~NH ~N-PG RaMNeR:dBoco666

10

15

N-R' 1212 RPG Vlor R x to a compoypd of formula R4 N NH R3 N-R'
12 10 R 1 WO 2008/046757 PCT/EP2007/060666 - 14 wherein the

substiyenis;areAsdefinedahovedanideasired, converting the
compounds obtained into pharmaceutically acceptable acid addition salts.

The Cgrgg?rlégd&)g{,g @%}5 A 5RA %%dri'n%wg%% AN .txglwacceptable

process variants as 5 descr ove and with the following schemes 1
Acifriddntiiglthaterials are either

The compounds of formula I may be prepared in accordance with the process variants as
described above and with the following schemes 1 - 4. The starting materials are either

commercially available, 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*
;Iq1 HN/AKN NaCNBH, 1?1 HN=R\
N
e N + 0 . ZnCl, 2N \
I ® 11 J |
R or NaBH(OAc), R
AcOMH

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

formula I and a corresponding imidazole-4-carbaldehyde/ketone of formula I11,

Method 2
Scheme 2



commercially available, are otherwise known in the chemical literature, or
may be prepared in accordance with methods well known in the art.

wiethooib-Bcheme 1 10 R4 R4 R HN'~ NaCNBH3 R' HN'7 Rzrhizhd@Dosss

10

15

ZnCl2 Rz~NN Y, llI R or NaBH(OAc)BRSACO H Compounds of formula |
maybe prepared by reductive amination using an amine of formula Il and
a corresponding imidazole-4- carbaldehyde/ketone of formula 111. 15
Method 2 Scheme 2 WO 2008/J&6757 PCT/EP2007/060666 -1 ﬁ4
(/

HN"- R2~NH2 + H N NaBH4N N3 RI{RR4 R4 HN Naﬁ:N
HNEYR22NY N + R CHQ‘MN N -1V R2% 5.2 R3mr N )3,
a AcCOHR ™ Ls i R’

R R

NaCNBH R

H N ZnCl
/N\(§/ + R™CHO - N
] = v T R ' 2
R

or NaBH(CAc), LE
AcOH

4
R NaBH(OAC), Y HN’/<
\)\é C g T AN
PN OMe

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

or

derivatisation to obtain compounds of formulas 1-2 or 1-3.

RY is lower alkyl, -(CH,)p. i-aryl or -(CHa )y -heteroaryl, which are optionally substituted
by lower alkoxy, lower alkyl substituted by halogen or halogen, or is

-(CRa)n-i- cycloalkyl, optionally substituted by hydroxy, or is -(CRy)5.-OH,
-(CHz)n1-heterocyelyl, -(CH;)a-NH-5(0),CHs, -(CR;),.O-lower alkyl and the other

definitions are as described above.

Method 3
Scheme 3
1 R? @ R’

R HN R HN

] ’AN 1 X

N S 2N S
PG. RZ/ e R

R’ Vi R® E

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

the Hterature.



15

or R4 NaBH(OAC)3 Y HN HN'+ CF3000H ZEN, N 1.3 Rz,IN_IOMe R R
?3~vYIV R Compounds of formula I-1 maybe prepared by reductive

waningtigsyfollowed by N- derivatisation to obtain compoundspeffeimiiessssss
1-2 or 1-3. R'is lower alkyl, -(CHz)"_,-aryl.or -(CHz)"_,-heteroaryl, which
are optionally substituted 5 by lower alkoxy, lower alkyl substituted by
halegsa or halogen, or is -(CR2)n_,- cycloalkyl, optionally substituted by
hydroxy, or is -(CR2)1-,-OH, -(CHz)"_i-heterocyclyl,
-(CH2)n_1-NH-S(0)3CH3, -(CR2)" 15+ alkyl and the other
definitions are as described above. to Method 3 Scheme 3 R4 R4 R HN"~
R HN-% PG'NN RR:N RZ33R VLRZil Compoundsipf formula | may
be prepared from protec ,ﬂpouné&iﬁﬁtMmula Vi Ry 154 val of
thie-pmgcting gtoup. The pr ting-greups-aresknown! rou@is ascribed
in the literature. WQ,26 6757 PCT/EP2007/0606 16 ¥ethod 4
Schemé 4 reductive PG\ R4 P@\N R4 amination R1 N-% R1-NHZ'+ 1IN H
N ~~,N

PG
R1 \N Ré R1 PG\N R4
2.~ Y + ] N A | /%N
R HN Ay — BEINGAN
1% .t
Vil
PG R hydrogenation or PG\ o
\ nucleophilic 3
R" N o R N
optional step: | /%N substituion | \/K'/)/&N
X1 X-2
PG 4 .
\ _R , R
1 R
FI{ N/%N deprotect i H N/%N
Rz/N\)\/ B—— N SN
X

-4

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 V1II 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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30

11-2 OHC V VIl VIIPGAR4PGAR4 yRNRN"% R 27 + HN~\JN
RziNJVN IX X-1 VIII PG 4 hydrogenation or PG 4 R1 ~N R nucleophilic

wB2dBsINs¥6optional step: N substituion | 1~ N R2~N \ 30 Rredt/eb%s¥ /660666

X-2 PG4 R4 RN -Adeprotect | HN R2,,,N N R2~N~N x 1-4 5 The
processes described in scheme 4 are preferred for compounds, wherein
ReblsristbatitbieriQrlensiplityag pyngine-4-yl, pyridine-2-yl,
pyri.midni-4-yl or pyrimidine- 2-yl. The corresponding heteroaryl

comppungs aliformulacty spav WW@Q&&%&%&S@%&% &!15%&993%[1 can

referred for pyri

substitute d
u‘fﬁsr ; fge? 3&‘%@?% fﬁ%uﬁ%%‘fﬁ%’%?é’&%&ré’Hf’r%Pﬁ@fWhPﬁFﬂ%%l%%ﬁs’ for
t@mﬁmm aNatiea.affois ipotecred bertipouidsoh fdrmmulatog fablowddbiayer

dépoatentipnpto;, aiiokd sempeundsogtiprm) @&ﬂaﬁt@@ﬂﬂﬂ@“ﬁﬁtﬂﬁpl essure liquid
5&&8%%%}4?3}4%99 %%Hgmn '(Eﬁge's% rg% (%u?‘ensc fl:l(le OStI“:%UOI}S of suitable

€) can be transforme

chlorosubstituted pyridine or pyrimidin

&%@f&ﬂ?gﬁﬂgﬁfﬁ%ﬁmﬁ HSEAOe R AhRY Fdftemed Grthe preparations and
aikmyéﬁjﬁmmmédkpyﬁdm@mrpwhm dineydefosepdepiotentionldioa suitablacs
reAQU0 B UG @2y BEOGRANAR AR R RHEIRAINIHG FUBAIBIARS of formula I can be
(ESIPA%&%E‘%% go&g}% I?;fﬁﬂﬂf’ or chlorosubstituent in R2 by

Salts of compounds of formula |

The compounds of formula I are basic and may be converted to a
corresponding acid addition salt. The conversion is accomplished by treatment with at
least a stoichiometric amount of an appropriate acid, such as hydrochloric acid,
hydrobromic acid, sulfuric acid, nitric acid, phosphoric acid and the like, and organic
acids such as acetic acid, propionic acid, glycolic acid, pyruvic acid, oxalic acid, malic
acid, malonic acid, succinic acid, maleic acid, fumaric acid, tartaric acid, ¢itric acid,
benzoic acid, cinnamic acid, mandelic acid, methanesulfonic acid, ethanesulfonic acid, p-
toluenesulfonic acid, salicylic acid and the like. Typically, the free base is dissolved in an
inert arganic 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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hydrogen or alkoxy). WO 2008/046757 PCT/EP2007/060666 - 17
Isolation and purification of the compounds Isolation and purification of the

woampauids and intermediates described herein can be effestegifo07/060666

desired, by any suitable separation or Qulréfi_cation procedure such as, for
example, filtration, extraction, crystallization, column chromatography,
thin-layer 5 chromatography, thick-layer chromatography, preparative low
or high-pressure liquid chromatography or a combination of these
procedures. Specific illustrations of suitable separation and isolation
procedures can be had byl¥eteratkcentb Nwehpréparations and. examples
herein below. However, other equivalent separation or isolation
procedures cauld, of course, also be used. Racemic mixtures of chiral
SRR S DA S E PES Yo Piads e ABRIEOIC 1eSlts of
compounds of formula | The compounds of formula | are basic and may

%F%V&{ﬁ@gdaienwr&ﬁp&@@&?9@&%9&%@9511&@%@&99&@{%%',Sm and

accomplished by treatment with at least a stoichiometric amount of an
APProphad bt ERRAS F HrSEROMTeid N s SsdBhomdescided biruric
doidjemitsimacial, phiosphoHepaciditait téelike PARSosrganRabidlDiadabsass) was
AREHCAR . PROARIC el AREIS R YIA el Rl AER TR O
acid, malonic acid, succinic acid, maleic acid, fumaric acid, tartaric acid,
GiPRIAEHECIBBRIaEsY) SHAuHE Beiths G e htia mBtianesuIBRig products
acite aihdmesiifonibapit FpntoleresulfiniClaaid;lsatidylicl aciddinsthe, and

ke YR e is dissal ' O;inert organic.saolvent

su ﬁggés% (ﬁ?t%ﬁ%ﬁ%%% (Sa%) y %ﬁ%ﬁ%‘? élfﬁgfrégﬁi} r?ﬁ?og%ﬁcgirﬁ% 169rcr%11@t ariol and

the like, and the acid added in a similar solvent. The temperature is
rriEipedeiweer O ard 50:«Cee tharasliting sall RERRRIIEBL indemann et

I luti ith | .
?a?l% &g‘%ﬁgﬁ%iﬁ%ﬁg?ﬁé%?ﬁ% %%E%% 9&18{@5{%5‘ t'&li‘p’"&% %lg%g%pg%\%r‘ggé/ rg%sfected

compounds ot Torm ype

Qb ehe I RES hs Gh e EhrrEep dnHimich senb B R et dR s AtinrISear RIS a
Slatshidmeitiovequivhlbpbai-aslitaljechase sugh pssogiuy wrtpetassitfons of

roxi ass| rbonate, sodium_bicarbonate, ammonia, an
:;%g%ﬁgl?fﬂ&%e§ a%%]zo E}frs oslﬁﬁans 5(%5' lah

; h
\ on the culture me “ﬂ“ Was B%a;getm%med
€ compoun ormuia | an elr armaceutica Yy usa

with 1 mg/ml G418 (Sigma, Buchs, Switzerland). After a culture period of about 10 d

clones were isolated, expanded and tested for responsiveness to trace amines (all
compounds purchased from Sigma) with the cAMP Biotrak Enzyme immunoassay (EIA)
System (Amersham) following the non-acetylation EIA procedure provided by the
manufacturer. Monoclonal celi lines which displayed a stable ECs for a culture period of

15 passages were used for all subsequent studies.

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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(TAARS), especially TAARI.. The comp_oHp_ds were investigated in
accordance with the test given hereinafter. WO 20081046757

E’&Jdﬁéﬁ&@@?ﬂ@@%ﬁﬁ@@@mi&% ﬁﬂdMﬁthpd%&ﬁﬁﬁﬁgﬁqtiMIBﬁﬁﬁmﬁer

expression plasmids and transf d cell e construction
6;82 %Sf’\om%%lrézsfir%swt %alb 01‘1&%886 Cl‘é)s ﬁ?@%;}r}%ﬁé %‘mgb%% W&S’[ en

Xpressio S the ¢ |ng seqUen

?Mﬂfqgvméﬁrﬁ@ﬂiﬁ@@frmr@ abfric BNAhssuistiathpsrs ésthibttnphbuffer A,
lindepans:stak (dl a%ﬁ#@ﬂ@@@@b%@ﬁrﬁﬂﬂ%%E’Qﬁr&éﬁ{%@%ﬁ%n was

S s S e e

inenttiCtignisab B PrariafdétoreraPCR, pr@@mwen@&mmmmhew pH
pﬂBE@nﬁ%\mg@E B@&lgrm@@aeglgﬁﬁ%&g@f%m@a%%@mm ) at 200

\Iﬁ\ectors werﬁ e verified hefore in rodﬁctlon in cell lines. 15
ERO8T (s ﬁg@@#t&’ﬁfﬁfg WeE'ehitifed essentially as described

Llndemann et al. (2005). For the generation of stably transfected cell lines

aggmgﬁ%%ﬁﬂggg@dmm e PIRERRe0Z SxPIeasion RiasMidston

E%]btefaég %ﬂ%ﬁ%%ﬁé dlng iences (describe ’fgghﬂfaove ) wit

SR T A ORBR L >
mamiaﬁathemamm hm@@stmaansfe@@ndhbemalmﬂetnddd; waluwag60 nM to give

Syp&h%@ entesliaQ wits, L medm G %&§e@‘&ﬂ?ﬁ1g%¥&'€§n§‘ﬁ’!%ﬁﬂﬁ”§?d é@&&ﬁac

t re period of about 10 d clones were isolated, expanded and tested

BOHERBIRBEESES &%ﬁ%}ﬁ@ée&éﬁ%oﬁ?pémfdéepmeh‘agéaiﬁ»ow specific
Sugma);wnh dhineAMPhBiotraknEnf e immuticassay (B Syistemphthyl)-2

(AMEENATD SNMING I AanAGER aéf%’?o%l’“ﬁf%@ﬁﬁ%ﬂ@dﬂfga‘ﬂﬁ@ d%fﬁ‘e

manufacturer. Monoclonal cell lines which displayed a stable EC50 for'a

TR pasibararoyers tsisd iy advidsranaseef W&%{%@@aéw%d@w ). The
Mienhbdiarehpreppiraticl endsadioligandiinding Celidatadnflience were

ringediwith ingeold @J&B%%{B%%‘BHF%‘E%&%H%&H'IH%Hg%?e* ﬁ'ﬂ%c%%Mgm were

2+ con?alnlng 10 MM EDTA and pelleted by centrifugation at 1000 rpm for

Sermse by R &éﬁwa&*%@&ﬂ%ﬁwﬁgﬁ%@ftﬁﬁcgi feskesil prisaprate
hoskerech salintghasl filedt GRIGpmasdibafoimnediatélynyoinrmelsioniite 0.3%,

"%H%B%C’Q?ﬂ‘t%ét%e@eﬂ rﬂ-ﬂr‘t’é&e@(]ﬁ@kard [nstrument Company). The tubes and
filters were then washed 3 times with 1 ml aliquots of cold buffer B. Filters were not dried
and soaked in Ultima gold (45 pl/well, Packard Instrument Company) and bound
radioactivity was counted by a TopCount Microplate Scintillation Counter (Packard

Instrument Company).

The preferred compounds show a Ki value (UM) in mouse on TAARI in the range
of 0.0009 — 0.01 as shown in the table below.

Example | Ki{(uM) | Example | Ki{(pM) | Example | Ki(uM) | Example | Ki (uM)
mouse motse maose mouse

1 0.0061 67 0.0067 170 $.0025 251 0.009

2 0.0081 70 {.0082 175 0.0036 275 0.001




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,
wineenaticsy) at 10,000 rpm 35 for 1.0 s. The homogenate wascagngsiugeshsss

at 48,000xg for 30 min at 4 C and the peﬂ?t WO 2008/046757

PCT/EP2007/060666 -19 resuspended in 20 ml HEPES-NaOH (20 mM),
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of 0.0009 - 0.01 as shown in the table below. Example Ki (M) Example Ki
(pM) Example Ki (gm) Example Ki (MM) mouse mouse mouse mouse 1

w0.0861L46750.0067 170 0.0025 251 0.009 2 0.0081 70 0.00824¥ 20860666

275 0.001 WO 2008/046757 PCT/EP20Q7/060666 -20 4 0.0029 73
0.0055 179 0.0026 277 0.006 6 0.0018 76 0.0011 181 0.0098 279 0.004

7 0.0046 77 0.005311830.0051 281 0:0049-0.0013 78 0:0052186
0.0089 284H886% 10 0'6845|8 8636 188% 0024 8% 0.007338 0.00890!
1

2-4.90-O0-OORRQ- 290 _N.NND--1 0000727 101 NO2.1.00.0-0N01.4.-2)

QO. 00N
OZ U.UVU1Z 109 V/UVUDO 200U PUZ1TI U UUTT TULUOT U0 LTIV U OULTSH I

0.002 20 0¥ 102 0l6de 1920DB1 29223007 29-660078 1@@30.00:1:(2-00I

193.0.008 296.0.004-23.0.0012 110.0.0067.194.0.0048 297 0.001_24

CA-AS EA~ER~ A~ =TI

0.001 113 0.0024 195 0.0042 302 0.003 25.0.0055 114 0.0041 200
0.0028 303 0.001 26 0.0034 115 0.009 202 Q.0084 304 0.001 27 0.002_3
19 60FeRDend 903 9es tdobe Prapitysy tilyroasalopl b ts gsewpounds

QOR2m31a0.6045: 12&IQALN231 201010 Q2; 38 416: 002 32 (h90d2 43R 0 HRBBrations.

8 0,0 08.0, 3.0.0028 133 0,007.7. 225 0.001 309 0.00 ;51 et
OB s B e S RS Gt S boBe eisblers
Irattloecsadyagdes rag oderd hineopnseis, Gabaposy aolriang gosuspen-
(10882 B4 20083132 6:0Q02h\Wikv2RQBOB6 ¢Eé RE T/ERROL E/AFAREG rlof

suppositories, parenterally, e.g. in the form of injection solutions.

The compounds of formula I can be processed with pharmaceutically inert,
inorganic or organic carriers for the production of pharmaceutical preparations. Lactose,
corn starch or derivatives thereof, talc, stearic acids or its salts and the like can be used,
for example, as such carriers for tablets, coated tablets, dragées and hard gelatine capsules.
Suitable carriers for soft gelatine capsules are, for example, vegetable oils, waxes, fats,
semi-solid and liquid polyols and the like. Depending on the nature of the active
substance no carriers are however usually required in the case of soft gelatine capsules.
Suitable carriers for the production of solutions and syrups are, for example, water,
polyols, glycerol, vegetable oil and the like. Suitable carriers for suppositories are, for

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.



58 0.0014 155 0.0094 244 0.004 331 0.001 62 0.0081 16:1::J3:0.00 72
247 0.001 333 0.001 The compounds of formula | and the

wphasgnaceutically acceptable salts of the compounds - of formugla/keanagoscs
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used as medicaments, e.g. in the form of pharmaceutical preparations.
The pharmaceutical preparations can be administered orally, e.g. in the

form aflahlsispr-coriechpligtndragessinid ailt sof-efiatine caRsUaShose,
S Iutki%()).ns emglsioé:gs or syspen- ﬁions. The administration , however,
Ij{

a
S DE e TSR, BTN E ToIA P St S oHE, ,’%égéﬁ’i%i’r%{ﬂ??* o
@rgvintine fdpshobpljeotiondsplations. Pheitompoandsof forhidihdioen pdisease.
processed with pharmaceutically inert, inorganic or organic carriers for

the prokudtionofphaimadcest eatpiepas atidnsilattosese, I eorn istatghsed to
?ﬁé‘?ﬁ%ﬂ‘\/ﬁ?éﬁ%ﬁeﬁﬁeE%‘é%mé}g%&'%ﬁn%‘%dszzﬁ%#@éé'&s : éjcﬁﬁgé%&ﬁ%%%%ﬁ% fon the
or example, as’such carriers for tab ets, coated ta lets, dragees and ar(?

GemtinEor aplitesn SUKAME cRMERTH b geritind (hpuLnss dineo fgrcompound
ofgeplal kegerinlleqilshyaxessfaigingemicsolict engHiguicpelyels ang e salt

like. Depending on the nature of the active substance no.cafriers,aye .
A e e A e OO S T e
asehiepa fraHBISIJHTEGR dbebrtssedsAdvByRUbdsardovaddr dnimeicaeder,
polyols, glycerol, vegetable oil and the like. Suitable carriers for

suppositories are, for @xalaplermataraof\Wardenedlgisnivaxes, fats,
semi-liquid or liquid polyols and the like. The pharmaceutical preparations
Qe MrRAuSscontain preservatives, gplybiizers, stabilizers, wetting

agents, emulsifiers, sweeteners, colorants, fIavor%mts,G saltﬁ §8r varyin%ogo
the osmotic pressure, buffers, maskingD (%%nts orantiexidan s.%ey can "8
also contain still other therapeutically valuable substances. Medicaments
dontafrfigre Eehiidarawt formula | or & pharmaceutically at®eptable 84t
thereaf-andearthierapeistically inert carger are alspan object ebthe present
igyenté?&&sl' @ process for their prodéjction, Whi%h compris%s bringing0

one or more 25 compounds of formula | and/or pharmaceutically

deceptalsie drrrAuditoH Wars and, if #ésired, onélr more oifler 150
therapaugicalynatsakbie: substances intp a galenical administiation formi
together,with one or more therapeutically inert cagrers. WO,20051046/57
PCT{E té\foo7/060666 22 The most g?ilferred in%%gations inlég:)cordanﬁc%Sq

with the present invention are those,
Manufacturing Procedure

[

Mix items 1, 2, 3 and 4 and granulate with purified water.

2. Dry the granules at 50°C.
3. Pass the granules through suitable milling equipment.
4,  Add item 5 and mix for three minutes; compress on a suitable press.

Capsule Formulation
Item Ingredients mg/capsule

Smg 25 mg 100 mg 500 mg

1.  Compound of formulal 5 25 100 560
2. Hydrous Lactose 159 123 148 ---

3, Corn Starch 25 35 40 70



which include disorders of the central nervous system, for example the
treatment or prevention of schizophrenia, depression, cognitive
withpagmentyand Alzheimer's disease. The dosage can vary withif:wisle iososes

limits and will, of course, have to be adjusted to 5 the individual
requirements in each particular case. In the case of oral administration the
dosage,fer adults can vary from about §.01 mg tojgbout 100¢ymg per day
of a compound of general formula | or of the corresponding amount of a
pharm 'g%ﬁb‘éfﬁxﬁé%é%ﬁtable salt therdof. The daily dosage may be >
administeted as single dose or in divi@éd doses Zifd, in addiiibn, the 600
upper limit can also be exceeded when this is found to be indicated. 10
Tableir onswiatioreMet Granulation) Item Ingredients mg/tablet 5 mg 25
mg 100 mg 500 mg 1. Compound of formula 1 5 25 100 500 2. Lactose

5 ANhy RS LG, 525 49330 4R IS it R3o1RH0, 6.6 6 30 4.
Microcrystalline Cellulose 30 30 30 150 5. Magnesium Stearate 1111
Total £67 1EPSIEPEP13 AR LA G BFdcedure 20 1. Mix items 1, 2, 3
ahd 4 Eldngeanuladbluittypdeified water. 2. Dry the granules at 50C. 3.
Pass the granules through suitable milling equipment. 4. Add item 5 and
mix for three minutes; compress on a suitable press. Capsule
Formulation 25 Item Ingredients mg/capsule 5 mg 25 mg 100 mg 500 mg
1. Compound of formula 1 5 25 100 500 2. Hydrous Lactose 159 123 148
--- 3. Corn Starch 25 35 40 70 WO 2008/046757 PCT/EP2007/060666
-23 4. Talc 10 15 10 25
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25

5. Magnesium Stearate 1 2 25 Total 200 200 300 600 Manufacturing
Procedure 5 1. Mix items 1, 2 and 3 in a suitable mixer for 30 minutes. 2.

whddiemss4 and 5 and mix for 3 minutes. 3. Fill into a suitable-gapsiste esos66

WO 2008/046757 PCT/EP2007/060666 ..-24 Experimental The following
examples illustrate the invention but are ot intended to limit its scope.
Example 1 5 Ethyll-(3H-imidazoI-w@ﬁ}@k enyl-amine ZDNH | NA To
a solution of N-ethylaniline (0.145 g, 1.2 mmol) in 1,2-dichloroethane (5
mi)afeltevardedmidte dlial sietesip2gnéprebo urriipandeadedrin/limidas otepe.
(0.3 g, 3.12 mmol). After stirring thezgaisipieerfor 5 min at room
temperature sodium triacetoxyborohydride (1.02 10 g, 4.8 mmol) and
acetic acid (5 drops) were added. The reaction mixture was stirred at
rbdmt-téiperatere-dvadmight! Feranpkkoprethyl acetate (50 ml) and 1M
sodi bicarbonate solution (30 ml) were added and the mixture was
shaken.iifhe organic layer was separated, dried over magnesium sulfate
and eyaporated. The residue was purified using flash chromatography
(column“l/sblutea Flash-NH2 (Separtis); eluent: ethyl 15 acetate/methanol
= 95:5@/ield a white solid (122 mg, 51%); MS (ISP): 202.0 ((M+H)+.).
Exam Methyl-(3H-imidazol-4-ylmethyl)-phenyl-amine HN 20 The

;. 4 SRR SRRt e (0 14 10 edeely BT3RS SURBSERE 5D were
added molecular sieves {2g, size 0.4 nM) and 4-formylimidazoie (0.3 g, 3.12 mmol). After
stirring the mixture for 5 min at room temperature sodium triacetoxyborohydride (1.02
g, 4.8 mmol) and acetic acid (5 drops) were added. The reaction mixture was stirred at
room temperature overnight. For workup ethyl acetate (50 ml) and 1M sodium
bicarbonate solution (30 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 (column: Isolute” Flash-NH, (Separtis); eluent: ethyl
acetate/methanol = 95:5) to yield a white solid (122 mg, 51%); MS (ISP}: 202.0
(M+H)™),

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

H

B0

The title compound, MS.([SP): 188.1 ({M+H)™) was obtained in comparable yield
analogous to the procedure described for Example 1 using N-methy]anﬂine instead of N-
ethylaniline. |

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



analogous to the procedure described for Example 1 using
N-methylaniline instead of N- ethylaniline. Example 3 25

w(220hlogerpyridin-4-yl)-ethyl-(3H-imidazol-4-ylmethyl)-amine YW@Er2007/060666

(9}
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2008/046757 PCT/EP2007/060666 -25- NH N5 i NCla)
5-Ethylaminomethyl-imidazole-I-sulfonic acid dimethylamide To a
saturatee-solution of ethylamine in methanol (40 ml) was added 4-formyl 5
imidazote-1:sulfonic acid dimethylamide (2.5 g, 12.3 mmol) and the
mixtdr\gj/;ls stirred overnight. Sodium borohydride (0.70 g, 18.5 mmol)
was added and the mixture was stirred at room temperature for 3 h.
Wate@:ﬁadded and the solution was extracted three times with ethyl
aceta e combined organic layers were dried over magnesium sulfate
and evaporated. The residue was purified by flash chromatography (Si02:

10 dichloromethane/methanol| = 9:1) to yield a Ilght yellow oil (0.785 g,
- fonic acid dimethylam

(Iﬂémqagdiebﬁuﬂqﬂjeéﬁdw@ﬂﬂmmm&qlmwh)*ammhiéki isduralof
SaRiAviaminemerymidazeie raukienicac ‘i‘ﬁ'ﬂﬁﬂ&ﬂﬂ&%é%ﬂ:@ \%gs stirred

15 mmol) and 2-chloro-4-fluoropyridine (O. 12[‘;]?P 0.91 mmol) was heated

LLERBY vaedBIThbor bt &;éﬁ%arréﬁl ¥4t A58 2PAGReARGITe Was
cooliaga soelutiem pélaydrochid hc Wit waethhidl (oiNthE sl)nikaswaddadacted

RGN ML NYas Silied "%Bé’ Q&n%‘(ﬁé@ QJ%J 10 WATKMP AGHRANE: magnesium

ammonia solution was added to basic p |xture was extracte
tAPLa i HEL AR iR Ehﬁfgf&lufh‘é&&@%f ﬁé&)?bf@é}ﬁ FOFRFOHAPEHEE2:
wlehlm@@msam@&mmte ant evagdraligtt ek vesideramg putifieRiPyISP):
Eﬁrﬂ%a ‘raphy (Si02; ethyl acetate/methanol = 8:2) to yield a white
solld 13 g, 64 %); MS (ISP): 239.0 ((M +H)+-). Example 4
(3-Fluoro-phenyl)-(3H-hnidazol-4-ylmethyl)-methyl-amine 1~DNH
b) {2-Chioro-pyridin-4-yl) -ethyl-{3H-imidazol-4-ylmethyl)-amine

A mixture of 5-ethylaminomethyl-imidazole-1-sulfonic acid dimethvlamide (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, I 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 (SiOy; ethyl
acetate/methanol = 8:2) to vield a white solid, {0.13 g, 64 %); MS (ISP): 239.0 ((M+H) ™).

Example 4
(3-Fluoro-phenyl)-(3H-imidazol-4-ylmethyl)-methyl-amine
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N 25 F L WO 2008/046757 PCT/EP2007/060666 26 The title compound,
MS (El): 205.1 (M') was obtained in comparable yield. analogous to the

wornoedwesdescribed for Example 1 using N-methyl- 3 -flu orpamitineoo7/060666

instead of N- ethylaniline. 5 Example 5_¢3H-Imidazol-4-yhnethyl)
-methyl-o-tolyl-amine N~\~NH N The title compound, MS (ISP): 202.1

(kalmeadm@baamdm CIUSI@Q[‘abb&wﬂfbﬁﬁ@é@g@US&@)&P@EVQ@M{ﬁogouS to

scribed for sin eth toI
%Feﬁ‘uoam i gggaﬂr%e é ﬁ9 ( IHSln”ﬁda F\%l Imet yI arlﬁ gyinesi{%aiﬁé)fN_
ZWHHFINE?{IUG compound, MS (ISP): 216.2 ((M+H)") was obtained in
comparable yield 15 analogous to the procedure described for Example 1
using N-ethyl-m-tolylamine instead %‘ N- elthglanlllne Example 7
(3H-Imidazol-4-ylmethyl)-isopropyl-p enﬁ -amine N ~NH N 20 The title
démgoudazals (isrh2reetighie iyl wadngbtained in comparable yield
anal s to the procedure described for Example 1 using

isopagopyik-phenyl-amine instead of N-ethylaniline. WO 2008/046757
PCT/EP2007/060666 -27

N/

>l

The title compound, MS (ISP): 202.1 ((M+H)") was obtained in comparable vield
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

CE\
2 NH
<

N

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

L
O

The title compound, MS (1SP): 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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Example 8 (2-Chloro-phenyl)-(3H-imidazol-4-ylmethyl)-methyl-amine
~NH N CI The title compound, MS (ISP): 221.9 (M+H) ") was obtained in

woomparable yield 5 analogous to the procedure described fopExamwle hsosss

using 2-(chlorophenyl)-methyl- amine insfead of N-ethylaniline. Example 9
(3-Chloro-phenyl)-(3H-imidazol-4-ylmethyl)-methyl-amine \VVNH Sc' 10 The
titte compound, MS (ISP): 221.9 ((I\/jbf}!;ll)n yg%s obtained in comparable

y nalogous to the p ce ure descriped for Example | using
’ob(&ﬁ‘g B‘bﬁgf’& n@fhf/]lm ehirineLhy, !Sf N yase. Example 10

(4-Chte=~rlo-phenyl)-(3H- |m|dazol 4-ylmethyl)-methyl-amine \'NH N 15 CI
The COompound, MS (ISP): 221.9 ((M+H)") was obtained in
compatable yield analogous to the procedure described for Example 1
using 4-(€hlorophenyl)-methyl- amine instead of N-ethylaniline. Example
11 20 eyslptiexyl-(3H-imidazol-4-ylmethyl)-phenyl-amine WO
2008/046757 PCT/E P2007/060666 -28- NN N The title compound, MS

(ISP): 256.0 ((M+H)") was obtained in comparable yield
The title compound, MS (ISP): 221.9 ((M-+H)* ?was obtained in comparable vield

analogous to the procedure described for Example 1 using 2-(chlorophenyl)-methyl-
amine instead of N-ethylaniline.

Example 9
(3-Chloro-phenyl)-(3H-imidazol-4-ylmethyl)-methyl-amine

&ZE‘\
P
~

N

Q.

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-1midazol-4-ylmethyl)-methyl-amine

(E\
A, ANH
~

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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i5

analogous to the procedure described for Example 1 using
cyclohexyl-phenyl-amine instead of N-ethylaniline. 5 Example 12 2 [
w(Bkbdsnmidazol-4-ylmethyl)-phenyl-amino] -ethanol Z7NH NOHThertiter/ss06s6
compound, MS (ISP): 218.0 ((M+H)") wasg, obtained in comparable yield
analogous to the procedure described for Example 1 using
amino ethanol 10 instead of N-ethylaniline. Example 13

(3H < ¥V Inidazol-4-ylmethyl)-(2-methoxy-phenyl)-methyl-amine NH N
The title a und MS (ISP): 218.0 ((M+H)") was obtained in comparable

yield TSwdnatogous to the procedure described for Example 1 using

(2- met Q) Cy phenyl)-methyl- amine instead of N-ethylaniline. Example 14
(3- Ch -phenyl)-methyl-(2-methyl-3H-imidazol-4-yhnethyl)-amin e WO
2008/036/57 PCT/EP2007/060666 -29- N / C! The title compound, MS

(ﬁ@);t&%ﬂzﬁﬂ%ﬁ&*ﬁ@ﬂ&ﬁjmm%@@ mmpw@QLem'ﬁ&q @r@lﬂg%m@@

ro edure d Scr ibed for E loro mine
ins%%o U%Tﬁ iglrcﬁ rlwléean o(%r%%ﬁ%{ %?lmlégzgfe ms?éa%\{ olflﬁ grne
Wyﬁrﬁfdaz‘ﬁlé{ Eareple 15

(3 -Chloro- phenyl) methyl (5-methyli3himidazol-4-ylmethyl)-amine

ﬂ%arac Th memﬁ?ungn}l}fsrgmo? : anoi((M+H) ) was obtained in
&[NH
SO

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

{NE\
2, NH
-

N

GO\

The title compound; MS (ISP): 218.0 ((M-+H)™) was obtained in comparable vield
analogous to the procedure described for Example I using (2-methoxy-phenyl)-methyl-
amine instead of N-ethylaniline,

Example 14
{3-Chloro-phenyl)-methyl-(2-methyl-3H-imidazol-4-vlmethyl)-amine
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10 analogous to the procedure described for Example 1 using
3-(chlorophenyl)-methyl- amine instead of N-ethylaniline and

wa-fergnykamethylimidazole instead of 4- formyliridazole. Examoplerb6o7/060666

(3-Chloro-phenyl)-(IH-imidazol-4-ylmethyl-(2-trifluoromethyl-benzyl)-amin
e NHF F 15 ci b The title compound, (ISP): 366.0 ((iM+H)") was
obtained,in comparable yield analogous to the procedure described for
Exa 1 using (3-chloro-phenyl)-(3- trifluoromethyl-benzyl)-amine
insteatyof N- -ethylaniline. 20 Example 17 WO 2008/046757
PCT/ER2007/060666 -30 (3-Chloro-phenyl) - (1H-imidazol-4-ylmethyl)-

(3-methayxy-benzyl)-amine N-\LV'NH N\ o\ The title compound, MS
(ISP): 327.p ((M+H)+") was obtained in comparable yield analogous to the
proceduré described for Example | using (3-chloro-phenyl)-(3 5

ﬁﬁﬁﬂ’tﬁl@/ﬁbﬁﬁiﬂh@ﬁﬁﬁ& Isistezd. of Netiylaniie bkempled@parable yield
|
(%151:9 8(8 e é?oé@&%%ﬁ%@ c@&%sﬁ%%r %ﬂd{gl%ef? m%¥> T%%%ngm%ﬁ} He1-

éﬁﬂﬁiﬁé’éﬁiﬁﬁéé}%ﬁa‘?ﬁﬂgw {ee 2ad éréfgf@wé AL fhedagsrbealifor

Exanyiileidausing (2-chloro-benzyl)-(3-chloro- phenyl)-amine instead of
N-ethylaniline. Example 19 15

(3-Chloro-benzyl)-(3-chloro-phenyl)- f{fﬁl?mldazol 4-ylmethyl)-amine
(3-Chloro-phenyl)-methyl-{5-methyl-3H-imidazol-4-ylmethyl)-amine

i(
\ N
-~

N

QL

The title compound, MS (1SP); 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

ﬁ? '=
NP
F F

N

O

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

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

Example 17
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N NH CI CI The title compound, MS (ISP): 331.9; 334.0 ((vI+H)") was
obtained in comparable yield analogous to the procedure described for

wbxasple Eusing (3-chloro-benzyl)-(3-chloro- phenyl)-amine jastaad@fososes

N-ethylaniline. 20 Example 20 30
(4-Chloro-benzyl)-(3-chloro-phenyl)- (1H Jimidazol-4-ylmethyl)-amine WO

LB T 1 pound,
S ey s DA e s

apEtpogous to the procedure described for Example | using
(d>etiforo-benzyl)-(3-chloro- phenyl)-amine instead of N-ethylaniline. 5

Ex ’nzyl-(3-chloro-phenyl)-(1H-imidazol-4-ylmethyl)-amine
INH N (\ | / The title compound, MS (ISP): 298.1 ((M+H)') was
od in comparable yield 10 analogous to the procedure described for
Exaniple 1 using benzyl-(3- chloro -phenyl)- amine instead of

hhlet QQH}H o) rﬂiﬁ?lﬁ gwmﬁ%néyv)ag]bbtamed in comparable vield
me

H-imidazol-4- -amine
analogous to the procedure descnbed for Example I using {3-chloro-phenyl)-(3-

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

Example 18
{2-Chloro-benzyl)-(3-chloro-phenyl}-(1H-imidazol-4-ylmethyl)-amine

&?

S NH :

N’\é

Jo

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

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



/INH ly" Br 15 The tifle compound, MS (ISP): 341.9; 343.9 ((M+H)") was
obtained in comparable yield analogous to the procedure described for
wbBxamjplg7susing (3-bromo-benzyl)-phenyl- amine instead ofpCT/EP2007/060666
N-ethylaniline. Example 23

(3-Chloro-phenyl)-(3H-imidazol-4- yImeth;}l) isopropyl-amine WO

G%/046757 PCT/EP2007ro60666 -32- ~NH CI The title compound, MS
(1S£)i250.1 ((M+H)") was obtained in comparable yield analogous to the
p%edure described for Example 1 using (3-chloro-phenyl)-isopropyl-

amin f N-ethylaniline. 5 Example 24
Hfore-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine NH
Cl The title compound, MS (ISP): 283.9; 285.9 ((M+H)") was

tained in comp rable,]éﬁld analo ouz to the procedure described for
T e e e fadramnetaic i
Nrathytamitingie Examipie Bscribed for Example 1 using (4-chloro-benzyl)-(3-chioro-

?ﬂdwdﬁgqeqrxmgtgy&ylg&?@g%@ methoxy-phenyl)-amine ~NH 4 1\
5 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- pheny[Esasmisie stead of N-ethylaniline.

EAmRE 28139 AR zel Ay Ime i saRTgRY: Ratolyi-amine

T

The title compound, MS (ISP): 298.1 ((M+H)") was obtained in comparable vield
analogous to the procedure described for Example I using benzyl-(3-chloro-phenyl)-

amine instead of N-ethvlaniline.
Example 22
(3-Bromo-benzyl)-(1H-imidazol-4-ylmethyl)-phenyl-amine

QZ\NH
5o
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



WO 2008/046757 PCT/EP2007/060666 -33- x ~NH N~ The title
compound, MS (ISP): 230.0 ((M+H)") was obtained in comparable yield

wonalsgassto the procedure described for Example 1 using pCT/EP2007/660666
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N-isopropyl-m-tolylamine instead of N- e#?ylanlllne 5 Example 27 (3
H-Imidazol-4-ylm ethyl) -isopropyl- (3 -trifluoromethyl-phenyl)-amin e /NH
FF —'l;he titte compound, MS (ISP): 284.0 ((M+H)") was obtained in
com le yield analogous to the procedure described for Example |
using N-isgpropyl-3 10 (trifluoromethyl) aniline instead of N-ethylaniline.
Exampley28 ~(4-Chloro-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine
\/NH ‘I N~ CI 15 The title compound, MS (ISP): 250.1 ((M+H)") was
obtaindd ip comparable yield analogous to the procedure described for

Exafple 1 using (4-chloro-phenyl)- |sopropyl amine instead of
ﬂl@ﬁ%gmm@%ﬁ@é@@ 250.1 ((M+H) "} was obtained in comparable yield

(Fthnidazohd-yphnethvl-iRepiepy A 1athnxy-pheRYR-amine WSy -isopropyl-
2008/04675 gof% Epgo 7/060666 -34- Z~N H N

amme instea tine,
Example 24
(3,5-Dichloro-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine

xp, ANH

A

Ci f Ct

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, o NH

A
be

The title compound, MS (ISP): 246.1 ((M+I)") was cbtained 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



/O The title compound, MS (ISP): 246.1 ((M+H)") was obtained in

comparable yield analogous to the procedure described for Example 1
wastaggisapsopyl-(4-methoxy- phenyl)-amine instead of N-ethybanilipenss/ososss

Example 30 (1 H-Imidazol-4-ylmethyl)-dighenyl-amine \/NH INN 6 ,'1 The

titte compound, MS (ISP): 250.1 ((M+H)~") was obtained in comparable

yield nalogous to the procedure described for Example 1 using

diph +a&mine instead of N- ethylanil,ine. Example 31

(4-Chl ro-3ttrifluoromethyl-phenyl)-(3H-imidazol-4-y|methyl)-isopropyl-ami

ne VN '~4 F q 15 a) (4-Chloro-3-trifluoromethyl-phen L -iso

ine 5-Aniino-2-chlorobenzotrifluoride (0.587 g, 3.0 mmol) was

methanol (30 ml). Then acetone (1.58 ml, 30 mmol) and zinc

coblediwigngnice hath( 16kenadding sadiimeyanabiacanydiice@566,81d

9a93}%‘cf2>%'% i %E%B‘é%%ﬂé‘%e%‘!%’@@f&? é%g}ﬁl%o&%g " i-%%t%ﬁg AlClolylamine

cooling, the reaction mixture was poure t0 ammonium Ide/ice’an
dRetseteef Wisietapilagetate (2 times 50 ml). The organic layer was dried
over magnesium sulfate and evapataiathld bg residue was purified using

fl ch t i02: WO 2008/046757 PCT/EP2007/060666 - 35
B L A

%) thatjivals.
W

A

ol

F

F
F

The title compound, MS (ISP): 284.0 ((M-+H)") was obtained in comparable yield
analogous to the procedure described for Example 1 using N-isopropyl-3-

10 (triﬂuqromethyl)aniiine instead of N-ethylaniline,

Example 28
(4-Chloro-phenyl)-(3H-imidazol-4-ylmethyl}-isopropyl-amine

&, NH

A

Cl

15 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~nlmidazoi—4—yimethyl)‘i50propyl—(4—methoxy~phenyl)namine



5

10

20

directly used for the next step; MS (El): 222.1 (M-CH3)+"); 237.1 (M+'). b)
(4-Chloro-3-trifluoromethyl-phenyl)-(3H-imidazol-4-, |~yl)-isopropyl-amine

WO 2008/046757 PCT/EP2087/060666

(4-ChIoro-3-trif|uoromethyl-phenyl)-(SH-_ig)li(jazol-4-ylmethyl)-isopropyl-ami
ne, MS (ISP): 318.1 ((M+H)+") was obtained in comparable yield

analog to the procedure described for Example 1 using

(4-chl «trifluoromethyl-phenyl)-isopropyl-amine instead of
N-ethylaniline. Example 32 10 (3,4-Di
chloro-phényl):(3H-imidazol-4-ylmethyl)-isopropyl-amine /N~H N / ClI
The title gdmpound, MS (ISP): 284.0 ((M+H)") was obtained in

compara ield analogous to the procedure described for Example 1
using (3,4-dichloro-phenyl)- isopropyl-amine instead of N-ethylaniline. 15
Example33 (3-Chloro-4-trifluoromethoxy-phenyl)-
(3Heintldazolpbyhch ety SBoErapY Iavhing " N Wis\oFtorEday comparable yield
@hgfllﬂym%45tfHHW(§Ha§MQHB§{WA}'%9Qy1'ﬁﬁﬁg%gﬂropyl—(4_—metboxy—
(3-Chf’ ro-4-trifluoromethoxy-phenyl) -isopropyl-amine was obtained in
cﬁlﬁﬁﬁﬁﬁéﬁf@nﬁi@ﬂeﬁaqé’léﬁb‘?é}i@m@"f)rocedure described for Example 31
step a) using 3-chloro-4- trifluoromethoxy-phenylamine instead of
5-amino-2-chlorobenzotrifluoride anglwas Usigd directly in the next step.
25@) (3-Chloro-4-trifluoromethoxy-phenyl)-(3H-imidazol-4- meth

1 idolsrésarckirastivlbd PEYRECTIEP2007/060666 -36

o
O

The title compound, MS (ISP): 250.1 ((M+H)™) was obtained in comparable vield

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

ethylaniline.
Example 31
{4-Chloro-3-trifluoromethyl-phenyl)-(3H-imidazol-4-vimethyl)-isopropyl-amine
C1
y
£

F
F g

a) (4-Chloro-3-trifluoromethyvl-phenvl)-isopropyl-amine

5-Anmino-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 ethyt acetate (2 times 50 ml). The organic layer was dried over magnesium

sulfate and evaporated. The residue was purified using flash chromatography (S10;;



The title compound, MS (ISP): 334.2 ((M+H)" ) was obtained in
comparable yield analogous to the procedure described for Example 1

wosieg/(@eckioro-4-trifluoromethoxy- phenyl)-isopropyl-amine inSteseb@i /060666

10

25

N-ethylaniline. 5 Example 34 _ 35
(3H-Imidazol-4-ylmethyl)-isopropyl-(3-methoxy-5-trifluoromethyl-phenyl)-a
rAline tNeptdNEletiyt abe@te=a)5:5) to yield a light yellow oil {0.530g, 74 %) that was

Isopropyl-(3-methoxv-5-triflugromethyl-phenyl)=amine T
R B B e @bidinea i

comparable 10 yield analogous to the procedure described for Example
3 stepradresingidupriReiwEitdAUoramethih-apilinel insteas Bbpropyl-amine

-amino-2-chlarobenzotrifluoride ang was used directly in the next step.
g o GO BEMT L hAgg < MUpRatip by s, s
| Ak pHERy])EFii® "1 5vThebtiieedomponiner s idbynapgony (Mt pioeasre
Qhtaimed incermpaiahleyieldi anrIRgaUSiIIR Jr6RERRE G HeseiRed ok mine
Example 1 using isopropyl-(3-methoxy-5- triflnoromethyl-phenyl)-amine
SR PN AR e. 20 Example 35
(3-Chloro-phenyl)-isopropyl-(2-mettidagilinditlazol-4-ylmethyl)-amine a
Thaliveingrmnatath MAHURRY. 2045 (M kyyas shaingd in
comparable yield analogous to the procedure described for Example 1-
using%ﬁIorophenyl)-isopropyl- 25 amine instead of N-ethylaniline and

0

4-form ethylimidazole instead of 4- formylimidazole. WO
2008/ PCT/EP2007/060666 -37 Example 36

Cyclop/r@-BH-imidazol-4-ylmethyl)-phenyl-amine

Gl

The title compound, MS (ISP): 284.0 ((M+H) ™) was obtained in comparable vield
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)-isepropyl-amine

2, N

AN

a) (3-Chloro-4-trifluoromethoxy-phenvl)-isopropvl-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-phenvl}-(3H-imidazol-4-vlmethyl) -isopropyl-amine
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N NH N The title compound, MS (ISP): 214.1 ((M+H)+) was obtained in
comparable yield 5 analogous to the procedure described for Example 1
wysinggkcyolopropyl-aniline instead of N-ethylaniline. Example BEpz067/660666
(3-ChIoro-4-methoxy-phenyl)-(3H-imida_z%-_4-yhnethyl)-isopropyl-amine
\NH CI/ /O 10 N-Isopropyl-3-chloro-4-methoxy-anlline (0.20 g, 1.0 mmol)
wae dissobseshbumpthancl (e neth Them4Hormylimidazaled0id88 spdQule vield
mm (! glglsdtglt@lc Cp|0l’| e (3.54 9, Aﬁ.o dmmozevrr(]ere addgghlandpgtle_ﬁeactlon .
IRS WA Hohae it TS A Ara PRI G g oro-4-trifluoromethoxy-
damaboisyepide0in8a e, ofhimdiytwlnixture was allowed to stir at
40C overnight. After cooling, the reaction mixture was poured onto
ammoniumchloride/ice 15 and extracted \Iith ethyl acetate (3 times 20 ml).
The organic layer was dried over r%é‘@ sulfate and evaporated..
TRE rosidaeivhsimetiiigtvsingfidd3-chetmetoBtaiflupr foitmhpisallieamine
Flashmuﬂz (Separtis); eluent: ethyl acetate/methanol = 95:5) to yield a
whitetsghd (136 mg, 49%); MS (ISP): 280.0 ((M+H)+"). 20 Example 38
(R)-2- [|(3HzImidazol-4-ylmethyl)-phenyl-amino] -propan- |I-ol Z NH OH N
WO 2008/046757 PCTIEP2007/060666 -38 The title compound, MS
(ISPF): ((M+H)") was obtained in comparable yield analogous to the
proc ribed for Example 37 using (R)-2-phenylamino-propan-
1-ol instead of N-isopropyl-3-chloro-4-methoxy-aniline. 5 Example 39

(8)1£hol(AH I ridaeal-4-vimathpenyhamnolmprepan-i-ol.
[sopropyl-(3-methoxy-5-trifluoromethyl-phenyl)-amine was obtained in comparable
yield analogous to the procedure described for Example 31 step a) using 3-methoxy-5-
(trifluoromethyl)-aniline instead of 5-amino-2-chlorobenzotrifluoride and was used

directly in the next step.

b) (3H-Imidazol-4-vimethvl)-isopropvl-{3-methoxy-5-trifluoromethvi-phenvl)-amine
The title compound, MS (ISP): 314.1 ((M+11)™) was obtained in comparable yield

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

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

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

&:[gH .
A

The title compound, MS (ISP): 264.1 ({M+H)") was obtained in comparable vield
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.



NH SOH N ,. The title compound, MS (ISP): 231.9 ((M+H)+') was obtained
in comparable yield analogous to the procedure described for Example
w8 2wsing 18)-2-phenylamino-propan- t0 1-01 instead of PCT/EP2007/060666
N-isopropyl-3-chloro-4-methoxy-aniline. £xample 40
(3H-Imidazol-4-ylmethyl)-(1-methoxymethyl-propyl)-phenyl-amine t'7NH p
15 The title compound, MS (ISP) 26041 MeH)~ ) was obtained in
arabl C alo ¢ prlo ure descrlbed for Example 37
I(iol?ﬁ[et%ox;%’e propy Sgy e m|ne Yfhstead of
N -is¢prypyl-3-chloro-4- methoxy anlllne 20 Example 41
(2,2-Bj#tlloro-ethyl)-(3H-imidazol-4-yImethyl)-phenyl-amine ~NH / N AY F
61;r- 08/046757 PCT/EP2007/060666 -39 The title compound,
MS (ISP): 237.9 ((M+H) ) was obtained in comparable yield analogous to
the pr re described for Example 37 using (2,2-difluoroethyi)-phenyl-
atnine ad of N-isopropyl-3-chloro-4-methoxy-aniline. 5 Example 42
iphenyl-4-yl-(3H-imidazol-4-ylmethyl)-isgpropyl-amine  NH The title
&ﬁﬁﬁéﬁﬁﬂ%@a@ PISaY X z?mmws@ obtah AP ES HRAraBRPIE el
5 analogousdaltbeprededudesddsstifbed famblamplie 3K usihgpbiphieaylide/instead

Iggﬁog{%qyllﬁmipe instead of N-isopropyl-3-chloro-4-methoxy-aniline.
Examplé 43 (1 H-Imidazol-4-ylmeth ) (2- metho)cy ethyl)-phenyl-amine O

i5 The title compound, MS (ISP): 2 ) was obtained in
qenapdseble yielbloxy-phenyl)-(3H- xmldaml 4 ylmethyl)-isopropyl—amine

. o NH

A

5

o

10 N-Isopropvl-3-chioro-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

15 and extracted with ethyl acetate {3 times 20 mi). 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/rhethanol = 95:5) to vield a
white solid (136 mg, 499); MS {ISP): 280.0 ((M+H)").

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

%



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

Wi 2esprepyl-3-chloro-4-methoxy-aniline. Example 44 20 PCT/EP2007/060666

1)

15

20

[1,3]Dioxolan-2-ylmethyl- (1H-imidazol-4zylmethyl)-phenyl-amine A\H 0 a)
[1,3]Dioxolan-2-ylmethyl-phenyl-amine WO 2008/046757

REJ (P 200 pM6Q666S (XPA Buspension of phemtborenis asid {A:5bw, Yeld
mmal), copper(ll)-acetate-|-hydra 041 21.m nd maqlecular
R S B, B R T e propan-
driflaasterboiifrispreepl Gnditsmataaihea-dipksane (0.211g, 2.05
mmol) was added and oxygen was bubbled through the mixture for 5 min.
5 The vessel was closed and shakeii{;i é)n\éegen%ﬂ at room temperature. For
workup ethyl acetate (50 ml) and 1M sodium bicarbonate solution (30 ml)
Weré-addbdnaidd atletriintarey ivabeshibkavind heropganiedhyer was
sepakated, dried over magnesium sulfate and evaporated. The residue
wa rifiedhusing flash chromatography (Si02; eluent: heptane/ethyl
acetate 3_6%:10) to yield a light yellow oil (105 mg, 14%); MS (El): 179.1

10 (M+)'bj41,31Dioxolan -2-ylmethyl-

(1H-imdazol-4-ylmethyl)-phenyl-amine The title compound, MS (ISP):
260.1 H)'-") was obtained in comparable yield analogous to the

procedure described for Example 37 using.[ 1,3] dioxolan-2-ylmethyl- 15
famm@%g%eé%so@ﬁﬁ‘s%ﬁz?f%f&%|c}ras~1af. deHd A nRE R sl

4B aldgbimid aze bdeydhethytsapthed b ( tetrahyltr o7 fusang- & )Atngtiayl}-aniinepropan-

H.9f %Qi.lfizﬁo?&kﬁ-ﬁeme nd M {18R)eBalyldMit]) ) 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-anitirenk 40

(3H-Imidazol-4-ylmethyl}-(1-methoxymethyl-propyl)-phenyl-amine
=y
N NH/gO
The title compound, MS (ISP): 260.0 ((M+H)"™) was obtained in comparable yield

analogous to the procedure described for Example 37 using (I-methoxymethyl-propyl)-

phenyl-amine instead of N-isopropyt-3-chloro-4-methoxy-aniline.

Example 41
(2,2-Difluoro-ethyl)-(3H-imidazol-4-ylmethyl)-phenyl-amine
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Example 46 WO 2008/046757 PCT/EP2007/060666 -41
(3-Chloro-phenyl)-(1H-imidazol-4-ylmethyl)-(2-methoxy-ethyl)-amine cb~

whl heditsstompound, MS (ISP): 266.2 ((M+H)") was obtained mmEP2007/060666

comparable yield analogous to the proceglure described for Example 37
using (3-chloro-phenyl)-(2- 5 methoxy-ethyl) -amine instead of
Nﬂs@ﬁr@whﬁo@ﬁl@ rmémmmgzy@mm ExampletdAlNd dRcdilparable y1eld

|dazol Imeth mino 1 -ethyl etha Ifonamid

g T R T s SN AT oo SRR e
@éﬁh%%é%lﬂ laﬁh‘l@@ﬂu%‘tblﬂﬁ@ ﬁr@@@ﬂlﬁf@@éh@ﬁbed for Example 1
using N-(2-anilinoethyl)- methansulfonamide instead of N-ethylaniline.
Example 48 15
(2-Butyl-3H-imidazol-4-ylmethyl)-(3- %%P&eﬁjﬁenyl) -isopropyl-amine iN H
NyipI@hY]-Fiyk (e woitpmdidcdy IM S RYo 80624 ({Mield)") was obtained in
comparahle yield analogous to the procedure described for Example 37
using Nxsepropyl-3-chloro-aniline instead of
N-isopropy!-3-chloro-4-methoxy-aniline and 2-butyl-4-formyl-imidazole 20
instead of 4-formylimidazole. Example 49
(3H-Imidazolk4-yhnethyl)-phenyl-(tetrahydro-pyran-4-yl)-amine WO
2008/046 PCT/EP2007/060666 -42-

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-yi-

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

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

The title compound, MS (ISP): 232.2 ((M+I—I)+") 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

o5

a) [1,31Dioxolan-2-yvlmethvi-phenvl-amine




N The title compound, MS (ISP): 257.9 ((M+H)+) was obtained in
comparable yield analogous to the procedure described for Example 1

wosing/phenyl-(tetrahydro-pyran-4- yl)-amine instead of N-ethylandirmo 5666666

10 W

15

20

Example 50 tert-Butyl-(3-chloro-phenyl);(3H-imidazol-4-ylmethyl)-amine
INN"HL N\ CI/The title compound, MS (ISP): 263.9; 266.0 ((M+H)+)
m@gﬁm@ﬁdsﬂpmmmﬁ@hie yiridoanalogeus i) theppacasiutedesciiyahie

PR L o by ool A s

mm%ﬁ@ﬁmmaépf@wﬁﬁétmsﬂd(@qu@ai”&m%&amnwmtﬁm&lmqiwcd:qne

/ (@)ﬁ(}ag:le@W@ngagy@mrwmwmﬁaﬁ@&%T@@w%? M@fture for 5 min,
oroani |ne ichloroethane

3[‘(}& \ sse olas ar Sglle%lge% lf’z?pg% OVeRig nt'\?g LT emperatlg }ggn) Worti(up ethyl

w@mmbﬁhm@c@r@ék@améwd@q@ togatteokmea 3R el stivicrigdhe ynikthsenixture

fwa§sﬁukleatTﬂ@mgﬁmpﬁséms%@%ﬂ@@edrtﬁ@@d%éb%@hyéiﬂqﬁ (BiA& 9ndS
mmol an%z etlc id (0. 6%%051& e added. Th ? ion, mixture

TAPTIEY DOTETR Y8 PePINnE CURRRRY. EBFTBHEa B! (o0s eluent
diehtoreteidtharsial® 0% Iboém@}iwdgdﬁﬁhmdﬂmzrbrbrﬁwe BElutin) (A0SmE): 179.1
gfejadded and the mixture was shaken. The organic layer was
separated, dried over magnesium sulfate and evaporated. The residue
was purlfled usmg flash chromatography (heptane/ethyl acetate 9:1) to

2 iethgl Vidm

ABIL61, R TBRGFIOR0SER A} (3 CHIarRRS el v

rooylmethyl-(3H-imidazol-4-vl. yl)-amin
analogous to the procedure descr1 ey}o Xampel‘e 37 using [1,3]dioxolan-2-ylmethyl-

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

Example 45
{(1H-Imidazol-4-ylmethyl)-phenyl-(tetrahydro-furan-2-yhnethyl)-amine

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

Example 46



[ 931

16

15

The title compound, MS (ISP): 261.9; 263.9 ((M+H)") was obtained in
comparable yield analogous to the procedure described for Example 1
wuastngg{B4ohtoro-phenyl) 5 cyclopropylmethyl-amine instead opcT/EP2007/060666
N-ethylaniline. Example 52
(3-Chloro-phenyl)-(1-cyclopropylethyl)- (Bﬂ-ll imidazol-4-ylmethyl)-amine
~(BlidNdrovpkehd o B (Bneiios-phrnyihyil-cysieprerylstiv-amine To a
solution of 3-chloroaniline (1.27 g, 10 mmol) in 1,2- chloroethane (20 ml)
were added molecular sieves (4g, size 0.4 nM) and cyclopropyl methyl
k&tone (0,8470,[1.0 mmol). After stirring the mixture for 5 min at room
Srature gojdlum triacetoxyborohydride (3.18 g, 15 mmol) and acetic
(0.6 © '. ) mmol) were added. 15 The reaction mixture was stirred at
room temperature overnight. For workup dichloromethane (1.00 ml) and
1M sodium bicarbonate solution (40 ml) were added and the mixture was

shkere Trarsrehid RSP WAs G2 pEYRIEY, dred dvemerhigressiumraifaield
adiﬁiega@m@taéi pidiedigeidue Mag perifiensing lash @k\f&n&éogﬁ@ﬁhy (2-

h / tate = 9 Id 0.083 g, 4.5%);
N 4000y CH R iy remony >

(1-cyclopropylethyl)-(3H -imidazol-4-vl.methyl)-amine The title compound,
MS (ISP): 276.0; 277 9 ((M+H)) wagxgmgqugi in comparable yield

?3@ O B e el L S Ree§hans 25

Example 53
(3 Aloro-4-fluoro-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine WO
04QZ§Z PCT/EP2007/060666 -44-~NHC1/ F

6"

The title compound, MS (ISP): 295.1 {{M+H) ™) 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

¥

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



The title compound, MS (ISP): 268.1 ((M+H)") was obtained analogous to
the procedure described for Example 1 using

w(B20marefluoro-phenyl)-isopropyl-amine instead of N-ethypanitisz@o®dr/oso666
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20

Example 54 trans-4- [ (3-Chloro-phenyl)-(3H-imidazol-4-yimethyl) -amino
]-cyclohexanol to" ON CI a) trans-[4-(tert-Butyl-dimethyl -silanyloxy)-c,
clo ] -(3-chloro-phenyl)-amine To a solution of 3-chloroaniline (1.27 g,
ot) i~1,2-dichloroethane (20 ml) were io added molecular sieves
(44, ize;@M) and 4-(tert-butyldimethylsilyloxy)- cyclohexanone (4.57
g, 20 ol). After stirring the mixture for 30 min at room temperature
sodiuprtacetoxyborohydride (8.48 g, 40 mmol) and acetic acid (1.2 g, 20
mmol e added. The reaction mixture was stirred at room temperature
overn| ht. For wor dichloromethane (100 ml) and IM sodium
b?éa hStEEBHRb M&G%ﬁh Khs 18 ed BRGAHE AL E R SRl
Thelogganio thyeraweduse dayatbed doictkavederhagine siin éulfatalgddo -pyran-4-

?{agg{g@gsgéqg 5e§%yggﬁlﬂynfled using flash chromatography
(heptane/ethyl acetate ="1:1) to yleld a colourless liquid (0.80 mg, 23.5%);

MS (El): 339.2; 341.3 (M1). 20 b) Example 50

transBaiK B¢ bldseepiiemyl-(3iH-mithazol-4-ylmethil)-a#ro 1-cyclohexanol
To a gglution of
[4-(t%;utyl-dimethyl-siIanyIoxy)-cyclohexyl]-(S-chIoro-phenyl)- amine
(0.68 g, 20 mmol) in 1,2-dichloroethane (10 ml) were added molecular
sieves . ~size 0.4 nM) and 4-formyl-imidazole (0.50 g, 5.2 nunol). After
stirring thig mixture for 30 min at room temperature sodium

triacet rohydride (1.70 g, 8 mmol) and acetic acid 25 (0.24 g, 4
mmal) wete added. The reaction mixture was stirred at room temperature

Wmightdﬁmw@ﬁk%@@@ﬁ%ﬂ@t@@a@ (B0rwH)) amdral%ﬁﬂﬁiﬂémm comparable vield
blcafo onat% ?Rlu“rgge Ure e cm ”e%%\wgvn% ég%}%% aF (%h ahormphenyi)—

e oFganlc ay rwas separate
POTYE PR T/060668Y 1485 18Ger magnesium sulfate and evaporated The
reS|due was purified using flash chma;gg@phy (heptane/ethyl acetate =

1 eld.a 0. a whit un wa ssolved in
drrofﬂlggrﬁ é%r%flo?eﬂ% Erfy a%%onlhnrlﬁd#go?n & "8l q(} a’(]fl{}leln
tetr?drofuran 2 ml) was added at OC, and the mixture was stirred at
o

M

Y
O

a) (3-chloro-phenyl)-cyclopropylmethyl-amine

To a solution of 3-chloreaniline (1.27 g, 10 mmol) in 1,2-dichloroethane (20 ml) were
added molecular sieves (4g, size 0.4 nM) and cyclopropanecarboxyaldehvde (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 témperature 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 vield a colourless liquid (1.09 g, 60%); MS (EI): 181.1 (M™).



10

15

20

5 room temperature overnight. The solvent was evaporated and the
residue was mixed with water and ethyl acetate. The organic layer was

weepasaterdsdried over magnesium sulfate and evaporated. Therresi@ugososss

was purified using flash chromatography gethyl acetate /methanol = 9:1)

to yield a white foam (0.14 mg, 65%); Mé1 (ISP): 306.2 (M+H)+). 10
Example 55

vlfa@ ﬁté%eqveww&aé%&?)(% hﬂ) Z'Fhérﬁ@ﬁdiélah@ﬁe obtalqadzz g)rsparable yield
mmRelsadeine shieritsd 40898 A mmolvere gdded and dbsnggetion

m|x ure waﬁ cqoled with.an '%:? Qﬁh Afﬁter ddlng sodium
%Va 16HOFS jr?‘(%Itrl e Iﬁ?lf@te d n? &' Hifkture was allowed to stir at
40C for 5 hours. After cooling, the reaction mixture was poured onto
ammonium chloride/ice and extracted.yyith.ehyl acetate (3 times 20 ml).
The gan Iay was o\ﬁ‘ed over m gnesmm sulfate and evaporated The
& Rhedrit AU DFr R ATGF A (R aHeRF
acet t’a— 95.5) to y|eId a light yellow liquid (108 mg, 29%); 1H-NMR
(CDC3)¥4.14 b, 1H (NH); 4.55 m, 3H (CHO, CHN); 5.00 t, 2H (CHO),
6.43 di ljs%l -H) and 7.15 d, 2H (aryl-H). b)
4 Chlort -phenyl)-(3H-inidazol-4-ylmethyl)-oxetan-3-vl-amine 25 The title
com MS (ISP): 264.1 ((M+H)") was obtained in comparable yield
an to the procedure described for Example 1 using
(ér@bleﬁ%mﬂmgxate@cfopybaméﬁa instead of N-ethylaniline. Example
ggb hIoro hen [1 (3H-imidazol-4-yl.)-ethyl meth){l amine WO

o % rﬁééggéj Ii)gnﬁoia: giilgpoethane (20 ml) were

added molecuiar sieves (4g, size 0.4 nM} and cyclopropyl methyl ketone (0.84 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 (0.083 g, 4.5%); MS (ISP): 196.3 (M+H)").

b) (3-Chloro-phenvl)-{1-cvclopropylethyl) - (3H-imidazol-4-vimethvl ) -amine
The title compound, MS (ISP): 276.0; 277.9 {(M+H) ") was obtained in comparable vield

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



10

25

ClI The title compound, MS (ISP): 236.1 ((M+H)") was obtained in
comparable yield analogous to the procedure described for Example 1

wosing/(3scktorophenyl)-methyl- amine instead of N-ethylanilineam@z007/060666

4-acetylimidazole instead of 4-formylimidgzole. 5 Example 57
(4-Chloro-phenyl)-ethyl-(3H-imidazol-4-ylmethyl)-amine NH NA CI The
title c ound, MS (ISP): 236.1; 238.1 ((M+H) ) was obtained in
comﬁ%ﬁ;ﬂ yield 10 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 15
The titlg pound, MS (ISP): 238.1 ((M+H)+) was obtained in
comparabte yield analogous to the procedure described for Example 1
using (3,4-difluorophenyl) -ethyl- amine instead of N-ethylaniline. 20
Exandptecbthianzh 15,8 Jrlice1 Gilrethyt @h-&lﬁﬂﬂrﬁ\z{c&ﬂﬁy{mﬁm%e

B N S e
apHap

edure described for Example | using (benzo [ 1,3]
dioxol 5- yl) ethyl- amine instead ofﬂﬂaﬁtﬁwamlllne 5 Example 60

(%"1 Iugrf)df) E%’i‘é?:'?) gnléln!y quﬁolml azo th%zl) -Ist%%?g%mo Irclygcl('}\flexanol

=\

%NH : LnOH
N

C]b

a) trans-[4-(tert-Butyl-dimethyl-silanvloxy)-cyclohexyl |-

To a solution of 3-chloroaniline (1.27 g, 10 mumol) 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 mi) and 1M sodiwm 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 yield a colourless liquid {0.80 mg, 23.5%); MS (EI): 339.2;
341.3 (M").

b) trans-4-1(3-Chloro-phenvl)-(3H-imidazol-4-vlmethvl}-amino]-cvclohexanol

To a solution of [4-{tert-butyl-dimethyl-silanyloxy)-cvclohexyl]-(3-chloro-phenyl}-
amine {0.68 g, 20 mmol) in [,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



NI~" F The title compound, MS (ISP): 234.1 ((M+H)was obtained in
comparable yield analogous to the procedure described for Example 1

wosing/(2efisorophenyl)-isopropyl- to amine instead of N-ethylagilime2007/060666

10

13

25

Example 61 (3-Fluoro-phenyl)-(3H-imidgzol-4-ylmethyl)-isopropyl-amine
~NH N)--' F/ The title compound, MS (ISP): 234.1 ((M+H)t") was obtained
iav@om@ﬂfada@rwaldu@aﬁas}@gm&m ’ﬂB@ rrpesdug geﬁﬁej@@@ﬁgrfﬁgiample

1.usin 3 fluor | nste n|I ine
R R T B R s A ia. o
WQ%@O%W@@WEP&ZG@W@@%@ 3481)1~NH3N‘41YFW1%@W fluoride

%@[HHQHmméiﬁﬁir&?&‘ﬁ&ri(ﬁﬂmh)@awaﬁ@@tﬁi0%‘ mx@@mﬁﬁﬁﬁbl% Yigldtirred at
analoqous to the rocedHrerge Sg]nbed for Exam

le.1u
(Borophenyl)S |sgerr%1 > amine instead of No& ﬁanf? %e%@(‘é‘fm“ﬁs rpiyed with
@H@mmmham@hW@mﬁewmmmmm @rZANHN Mg siam sulfate
%ﬁ%ﬁ@f&@@@é@%&@%& @nyd%mﬁasmdm%maﬂﬁhééwI()emsacemze
or mi | t
i o OCe 5 St Cel e ”%%5@35% i -
(0.28 g, 7.5 mmol) were added. The
Example 55

(4-Chloro-phenyl}-(3H-imidazol-4-ylmethyl}-oxetan-3-yl-amine

S L]

AT

Cl

a) (4-Chloro-phenvl)-oxetan-3-vl-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 nimol) 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 ethyi acetate {3
times 20 ml). The organic layer was dried over magnesium sulfate and evaporated. The
residue was purified using flash chromatography (heptane/ethvl acetate = 95:5) to yield a
light yellow liquid (108 mg, 29%); "H-NMR (CDCl;): 4.14 b, 1H (NH); 4.55 m, 3H
(CHO, CHN}; 5.00 t, 2H {CHO), 6.43 d, 2H {aryl-H) and 7.15 d, 2H (aryl-H).

b) (4-Chloro-phenvl)-(3H-imidazol-4-vimethvl)-oxetan-3-vi-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



reaction mixture was stirred at room temperature for 4 hours. Then water
was added and the mixture was extracted with ethyl acetate. The organic

wiayenswasseparated, washed with water, dried over magnesigmesalfatecosss
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20

and evaporated. The residue was purlfle& by recrystallisation from
heptane/ethyl. acetate to yield off-white crystals (0.85 mg, 84%); MS 15
(ISP): N26¢.3 ((M+H)+"). Example 64 (3H-Imidazol-4-ylmethyl)-

(3-m esulfonyl-phenyl)-amine ~NH NH //\\ O O The title compound,
MS (ISR): 252.1 ((M+H) ") was obtained in comparable yield 20
analogousto the procedure described for Example 63 using
3-methylstifonyl-aniline instead of 2-methoxyaniline. Example 65 WO
PCT/EP2007/060666 -49 (3H-Imidazol-4-ylmethyl)
-quin@lin-6-yl-amine NH CC NH The title compound, MS (ISP): 225.1
(Th+)d) cvmp olptadingd (FSEompatalod yidld) analogeusdortherppocaderéeid

%ﬁﬁ%%g (O RIRIR RSN A-RMINARHINOIing 4 %@@ﬁl&foﬁ]enyn -methyl-
2-meth oxya |I|tn 61 e66 3H Imi Zﬁ' Wélmet d
BHRO I8t Jﬁe% BHERS/A rﬁ.ﬁ%e et EompBlimidiige

(ISP): 230.4 ((M+H)") was obtained in comparable yield 10 analogous to
the procedure described for Exampﬁg{agg.qugga)g 2-isopropyl-6-methylaniline

{4-Chloro-phenyl)-ethyl-(3H-imidazol-4-ylmethyl)-amine
é_—i\
2 oNH
I\i/\

Ci

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

Nﬂ?
R NH
NN

F

=S

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

amine instead of N-ethylaniline.

Example 59
Benzol1,3]dioxol-5-yl-ethyl-(3H-imidazol-4-ylmethyl}-amine



instead of 2-methoxyaniline. Example 67
(3H-Imidazol-4-ylmethyl)-isopropyl- (4-trifluoromethox)7-phenyl)-amine

Wil 200806y N F O Y-F F 15 a) PCT/EP2007/066666

10

15

(3H-Imidazol-4-ylmethyl)-(4- trlfluorometlji Xy_phenyl)-amine To a solution
of 4-trifluoromethoxyaniline (0.89 g, 5 mmol) in methanol (5 ml) was
addediA-formylimidazole (0.48 g, 5 mmol). After stirring the mixture

overn at 60C 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 20 the mixture was
extract ith ethyl acetate. The organic layer was separated, washed
with w ried over magnesium sulfate and evaporated. The residue
was purified by WO 2008/046757 PCT/EP2007/060666 -50- column

flltratlon (ﬁeptane/eth I acetate=1: 1)\/{tol¥leld a light yellow liquid (1,0 g,
Adw, 511' MSTRSY % 1 I@ +¥41)6) )7) was obtained in comparable vield

(@HHmidarotid-yhnedhy)- t&@@ﬁbﬁylﬂ(ﬂﬁﬁﬁhipmMﬁh@(‘}b@hﬁhy[}}m95ﬂpet}w}—
%l%%l,léqgge%%n%} zol-4-yImethyl)-(4-trifluorometh.oxy-phenyl)-amine

g, 1..5mmo 1,2-dichloroethane (5 ml) were added successively
2-nnethoxypropene (0.16g, 2.25 mEamPiafforoacetic acid (0.26 g, 2.25

nmmoredsediini Hiasedaxybenhvahae b gyl2abiarnol). After
stirri g:\he mixture overnight at 60C 1. M sodium hydroxide solution (5
ml) wasiadded and the mixture was extracted with 10 dichloromethane.
The orjganjc layer was washed with brine, dried over magnesium sulfate
and evagorated. The residue was purified by column chromatography

(he thyl acetate=I:1) to yield awhite solid (0.24 g, 53%); MS (ISP):
300.1 H)" ). Example 68

The title compound, MS (ISP): 234.1 ((M+H) ") was obtained in comparable vield
analogous to the procedure described for Example 1 using (2-fluorophenyl)-isopropyl-
amine instead of N-ethylaniline.

Example 61

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

X, -NH

PN

O

The title compound, MS (I1SP): 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)-isopropvl-amine



15 (3H-Imidazol-4-ylmethyl)-isopropyl-(3-methoxymethyl-phenyl)-amine
NH N11, O\ The title compound, MS (ISP): 260.3 ((M+H)") was obtained

wonoasrpensble yield analogous to the procedure described feCERam@pid60666
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15
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67 using 3-methoxymethyl-aniline insteag of 4-trifluoromethoxyaniline in
step a). 20 Example 69
(3H-Iigtazol-4-ylmethyl)-isopropyl-(3-methanesulfonyl-phenyl)-amine NH
N~ NO The title compound, MS (ISP): 280.3 ((M-CH3)"); 294.3
((M+H)) was obtained in 25 comparable yield analogous to the
proceduré described for Example 67 using 3- methanesulfonyl-aniline
instead 4-trifluoromethoxyaniline in step a). WO 2008/046757
p7/060666 51 Example 70
zoI 4-ylmethyl)-isopropyl- naphthalen -2-yl-amine N LNH N* /I
The title compound MS 266, 1 M+H)") was obtajned in comparable

(3H-Imid

iBRPESEPRRRRS 18 thE pr &[Pré% et TP ERSHIB €Ty e vield

2+aoinonaphithaiinecithstedd cobddtfiftubronpéthoxyagilihd wostgpeayt ) -isopropyl-

Examnledly gﬁlﬂ—_lgﬂg%gll—nﬁgylmethyl)-isopropyl-quinolin-6-y|-amine NH
Example 63

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

%?
2 NH

NH

»@

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- pheﬁyl) -amine

&WE\
- NH

NH

Q.

%
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



N'J" 1o The title compound, MS (ISP): 267.4 ((M+H)") was obtained in
comparable yield analogous to the procedure described for Example 67

wosing/64arninoquinoline instead of 4-trifluoromethoxyaniline rCstep:2a)7/060666

5

10

15

20

Example 72 (3H-Imidazol-4-ylmethyl) quropyl-
(6-meth.oxy-pyridin-3-yl)-amine NN N~L" N/ 15 /o The title compound,
N{@I(l‘.ﬁ-ﬁ’aa&ﬂﬁ%ﬁ(MhWTQﬂﬁﬁﬁlﬂtﬁa}}[lQﬂdﬂecompal’ab|e yield analogous to
the procedure described for Example 67 using 5-amino-2-methoxypyridine
instead Q—),'l, rtrifluoromethoxyaniline in step a). 20 Example 73 (3
H-Imidazpl-4-ylmethy 1)-indan-5-yl-isopropyl-amine WO 2008/046757
PCT/EP20Q#/060666 -52- NH (* N " The title compound, MS (ISP): 256.3
((M+H)*) was obtained in comparable yield analogous to the procedure
described Example 67 using indan-5-ylamine instead of 4-
trifluorgfmeifioxyaniline in step a). 5 Example 74
(3H-Imitazbl-4-yImethyl)-pyrazin-2-yl-amine -N\W\\ HN UN The title
Cﬂwm@%w&ﬁ%&s%@? ﬁ(i\ﬁ'z'@mw Mm%m@acmemgm%w da

10 analogous to the procedure described for Example 63 using
Mgﬁﬁ)% ﬂéhﬁ ﬁéo%%&gyrﬂammkﬁQS using 6- ammoqumo!me instead of

2-methoxyaniline.

Example 66
{3H-Imidazol-4-ylmethyl)-(2-isopropyl-6-methyl-phenyl)-amine
' N=—
S

\

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

Q—WE\NH
A

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



Example 75 (2-Chloro-pyridin-3-yl)-(3H-imidazol-4-ylmethyl)-amine -N\\
HN NH CI N 15 The title compound, MS (ISP): 208.8; 210.9 ((M+H)') was

woliaigied; iscomparable yield analogous to the procedure descriterbdor/060666

10
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20
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Example 63 using 3-amino-2-chloro-pyridjne instead of 2-methoxyaniline.

Example 76 (3-Chloro-5-flu.oro-phenyl)-(3H-imi

&@&@hﬁﬂimt@y DHigapsepyhAmiae MQ@: RORBAMET B ¢l dRRZ2R0d /060666 % );
@tj—l %SQI XCEITB?J tle compound, MS (ISP): 268.3, 270.3 (M+H)")

Was(o |ned|n omparable yield analogous to the procedure described

for Example 67 using 3-chloro-5-fluoroaniline instead of

%Kr@ﬁwmﬂaﬁﬂ&@)@yﬁm@ﬁ@iﬂﬁﬁﬁﬁ@vﬁ Exapleohéthoxy-phenvl)-amine
L R Do R F B85 N e GE el o eDrianA B39 &

yidldiorah alogdubdbatre hrocddure) desedbdadonEsamplelenaibingpropene

3@l poroARINNS IRSIRAG.0k Q&ﬁw@r@memzm&meam SHRIRA)-

Etglgm? 63:5?}/78 réiﬁggl(? ?O 4§| U(E':?S%Q%n l A(f3€1 sl;g]ﬂliczjgg tqle I ILir?ueftp X\)ernigh{ at60°C 1

M sodium hydroxide solution (5 ml) was added and the mixture was extracted with

dichloromethane. The organic layer was washed with brine, dried over magnesium sulfate
and evaporated. The residue was purified by column chromatography (heptane/ethyl
acetate=1:1) to yield a white solid {0.24 g, 53%); MS (ISP): 300.1 ((M+H)").

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

2 NH

A

O

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)-1sopropyl-(3-methanesulfonyl-phenyl)-amine
=\
2, MM

PN

Q,

)

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

methanesulfonyl-aniline instead of 4-trifluoromethoxyaniline in step a).



"INH N'~' / F CI\ 15 The title compound, MS (ISP): 268.1 ((M+H)") was
obtained in comparable yield analogous to the procedure described for

wéxamplaB7 using 5-chloro-2-fluoroaniline instead of PCT/EP2007/060666

5

10

15

20

4-trifluoromethoxyaniline in step a). Example 79 20
(4-Chloro-2-fluoro-phenyl)-(3H- -imidazol-4- -ylmethyl)-isopropyl-amine WO
2008/046757 PCT/EP2007106066@X 1Nt Nlj-~ r C The title

68 4 H ob ain edin comparable yield
gggoablus o"t%é proc ure eg‘é B?e‘%h F xa:;‘rr?’ 187874 using

4-chl 'YﬁNZH -fluoroaniline mstead of 4-trifluoromethoxyaniline in step a). 5
Examqﬁfﬁi‘@\m
(3-8'luore-a=methoxy-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine N
\ NM F_Fhe title compound, MS (ISP): 264.3 ((M+H)+") was obtained in
comp fable yield 10 analogous to the procedure described for Example

ing [B-fluoro-4-methoxyaniline instead of 4-trifluoromethoxyaniline in
step a) Example 81 (3-Chlorryry\o-2- quoro phenyl)-ethyl-
(Bh+ificeoopawyid Ry S EmMAe. IHNY1£H)™) was obtained in comparable yield

analogous to the procedure described for Example 67 using 2-aminonaphthaline instead

of 4-trifluoromethoxyaniline in step a).
Example 71
(3H-Imidazol-4-ylmethyl)-isopropyl-quinolin-6-yl-amine

S NH

A

=
S N

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

R oNH

PN

|

Ne A
/O
The title compound, MS (ISP): 247.3 ({(M+H) ™) was obtained in comparable vield
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



15

N- F 15 ClI a) (3-Chloro-2-fluoro-phenyl)-(3H-imidazol-4-ylmethvl)-amine

To a solution of 3-chloro-2-fluoroaniline (0.44 g, 3 mmol) in methanol (5
wmbosssiedded 4-formylimidazole (0.29 g, 3 mmol). After stirpipg/tip€oo7/ose666

mixture overnight at 60C the solution wa cooled and sodium borohydride

(0.57 g, 15 mmol) was added. The reaction 20 mixture was stirred at room

tempefatyre for 4 hours. Then water was added and the mixture was

extra with ethyl acetate. The organic layer was separated, washed

with water, dried over magnesium sulfate and evaporated. The residue

was purif|d by column WO 2008/046757 PCTIEP2007/060666 -55

filtration fiveptane/ethyl acetate=I:1.) to yield a light yellow liquid (0.55 mg,

81%); \ SP): 226.3 ((M+H)" ). b)

(3- ChI2 fluoro-phenyl)-ethyl-(3H-imidazol-4-ylmethyl)-amine 5

(3-Chloro-2-fluoro-p hen %} (3H-imidazol-4-ylmethyl)-amine (0.24 g,

n? %ﬁ)‘f\ﬁﬁ%ﬁ%@ﬁ%@% atRaPdI (D5, #Wéﬁié%éehyeeme@@we@

mmid);wmmchtoprde&&ﬁ&kgﬁbmhﬂ@ﬂ)ﬁ@ﬁ@%ﬂ s eyanabemhasiee instead of 4-

Q-4 @b%% were e}jdg%g émd the reaction mixture was allowed to stir

at 40C overnight. Aiter coo the reaction mixture was poured onto
ammoniumchloride/ice and extracted with ethyl acetate (2 times 50 ml). i0
The organic layer was dried over magaasignsulfate and evaporated. The
p f|e flash hromatography (Si02; eluent:

hep allllrlllg yll zgge]&et hﬁ Q%iaﬁﬂo fef(i:fna tht yellow oil (0.16g, 63 %); MS
(ISP): 75231 ((M+H)+). 15 Example 82 Ethyl-
(3H-iffifdaZol-4-ylmethyl)-naphthalen-2-yl-amine f=N"" HN~ The title
compound, MS (ISP): 252.1 ((M+H)+') was obtained in comparable yield
analogous 8 the procedure described for Example 81 using

o

2-napht ine instead of 20 3-chloro-2-fluoroaniline in step a).
Example

The title compound, MS (ISP): 176.0 ((M-+H)"") was obtained in comparable vield
analogous to the procedure described for Example 63 using pyrazin-2-ylamine instead of
2-methoxyaniline.
Example 75

(2-Chloro-pyridin-3-y1)-{3H-imidazol-4-ylmethyl)-amine

=N
HN%

NH

\CI

l

LN
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



(3H-Imidazol-4-ylmethyl)-isopropyl-(3-nitro-phenyl)-amine N C\ NY 11 O
The title compound, MS (ISP): 261 ((M+H)") was obtained in comparable

wyleldfbiernalogous to the procedure described for Example @&4giBghor/060666

10

15

20

3-nitronaniline instead of 4- trifluoromet_h:g) yaniline in step a). Example 84
WO 2008/046757 PCT/EP2007/060666 56 (2-Chl

oro-p Eiﬁ(in-B-yl)-ethyl-(SH-imidazol-4-y|methy|)-amine NHJ'Cl NThe
title eund, MS (ISP): 237.1 (M+H)+") was obtained in comparable
yield lgnaloous to the procedure described for Example 81 using
3-amino=g<chioropyridine 5 instead of 3-chloro-2-fluoroaniline in step a).

idazol-4-yhnethyl)-(2-methoxy-pyridin-3-yl)-arnine H 10 The

title compound, MS (ISP): 233.3 ((M+H)+.) was obtained in comparable
yigleltidnatogposiia We seoezise, desaibad o Examplie:dicdsinemparable yield
%@%%%g%@8@/&&%94%5&%%%6@“0&%1%@ ;3 loraniine I 3ten Ahtine
(BLERBRS-pyFilR YIRS A dEPoN4-yImethyl)-amine Nn NH \ N

Cl The title compound, MS (ISP): 236.8; 238.9 ((M+H)+') was obtained in

comparable yield Example 77

(3,4-Difluoro-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine
=\
Uy, o MH
~

e

5

The title compound, MS (ISP): 252.3 ((M+H) ") was obtained in comparable vield
analogous to the procedure described for Example 67 using 3,4-difluoroaniline instead of
4—1:riﬁuoromethoxyaniline n step a).

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

N NH
N/L.
F

ol

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



analogous to the procedure described for Example 81 using
5-amino-2-chloropyridine instead of 3-chloro-2-fluoroaniline in step a). 20

wBxample 87 PCT/EP2067/060666

10

15

(6-Chloro-pyridin-3-yl)-(3H-imidazol-4-ylgethyl)-isopropyl-amine WO
2008/046757 PCT/EP2007/060666 - 57 \/NH yl\N~ Ci The title
compesnd, MS (ISP): 250.9; 252.9 ((M+H)+') was obtained analogous to
the prae#ture described for Example 67 using 5-amino-2-chloropyridine
instea%fof - trifluoromethoxyaniline in step a). 5 Example 88
(3H-Imidazol-4-ylmethyl)-isopropyl-pyridin-2-yl-amine ZDNH I N N The
title compound, MS (ISP): 217.4 ((M+H)t was obtained analogous to the
procedureAescribed for Example 67 using 2-arinopyridine instead of 4 10
trifluoromgthoxyaniline in step a). Example 89

(Bhi-midazks M&ﬂ%@ﬁg@%@&y}/{wﬁm Syd-amingaNHLEn Namaé\ﬁgl?o

The title com%ound ’@372%% was obtained analog
e prdRd %Pé%@@&*f?o%%‘?ﬂéig e UG BdrihlgfindyRroaniline
instead W4t tfiloororbthexydndinesiarsiep a).

Example 80
{3-Fluoro-4-methoxy-phenyl)-(3H-imidazol-4-yimethyl)-isopropyl-amine

The title compound, MS {ISP): 264.3 ((M+H)"™) was obtained in comparable vield
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/\
Fﬁ
Gl

a} (3-Chloro-2-fluoro-phenvl)-(3H-imidazol-4-vimethyl)-amine

To a solution of 3-chloro-2-fluoroaniline (0.44 g, 3 mmol) in methanol (5 mi} was added
4-formylimidazole (0.29 g, 3 mmotl). 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



Example 90
N-(3H-lImidazol-4-ylmethyl)-N-isopropyl-benzene-1,3-diamine HN H2N

wNMON20885046757 PCT/E'P2007/060666 -58 a) PCT/EP2007/060666

10

15

20

Isopropyl-(3-nitro-phenyI)-fB-(Z-trimethyl§§anyl-ethoxymet'hyl)-3H-imidazol
-4- ylmethyl]-amine To sodium hydride (149 mg, 55% in mineral oil, 3.42
mimeibin (letpamedeafiirare (2401 ml)tonaed bsltigt a@Ritiauial (0.55 mg, 81%); MS
;my -4-yimethyl)-isopropyl-(3-nitro-phenyl)-amine 5 (685 mg, 2.63
ﬁ%&%%%é?gﬁyﬁf ran (100ml) and stirring was continued for 45 min at
room temperature. The reaction mixture was cooled with an ice bath and

D) (Biopethysilyl) ethoxyeethytichloside: (439 Mg -2e3tHumelyrs added.
ter, stirri he suspensi vernight the reaction was ched wit
%—%h%@i’ —rbg—ffuoro—ﬁzﬁgn qjﬁ -1mi Q-ézﬁmeﬁi}ﬂ?’bﬁﬁge %jagg a, meo was

saturatea sodium bicar ate solution. Tetrahyd n @vaporat d

ahgaledasingtaval @rtrabted st aagrmolaceiftetwicemphe donrhingde (0.55
QIgRRiG Y RE8 Ware ashrw withyaater,odried, evemsnagnesidieSitiahatereaction

and evaporated. The residugwas purified using flash ¢chromatograph
Py N LD AGT 1 1B MRS e v

(D0R0ed, RO IS LIS BT/ Ao (e ke Eactsdoy W €3Hd asidaied P4imes 50 ml).

Imethyb:NciseRI QR RRAZERE thedrHaimiN feRRERPY{SoRitEd- PR Mhdue was

[3-(2:trimethylsilanyl-ethoxymethyl). -3H-imidazol-4- yimethyl]-amine, (0. .

B ) W TSSO R R e BTG SIlosar B0 ) to ield

rodghpllvaddaedznd thie WXt \#aé hydrbgdhated overnight. The

catalyst was filtered off and the solvent was evaporated. The residue was

dissolved in ethyl acetate and 20 filtered over silica gel. After evaporation

the residue was dissolved in hydrochloric acid in ethanol (5M, 1 ml) and

stirred at 60C for 2 hours. The solvémtwak 82aporated and the residue
aeRasitioneshatwesn sedium hyvdiaxide selution (10%) and |

dich ororpethane. After separation the aqueous layer was extracted again

with q;léﬁliromethane. The combined organic layers were dried over

magnesium sulphate and evaporated. The 25 residue was purified using
flash chr ography (column: Isolute~ Flash-NH2 from Separtis; eluent:
ethyl ac /methanol = 90:10) to yield a light yellow gum, (0.054 g, 51

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

QEN\NH
Py
e

]

o}

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



5
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20

%); MS (ISP): 231.4 (M+H)"). Example 91. (5-Flu
oro-2-methoxy-phenyl)-(1 H-imidazol-4-ylmethyl)-isopropyl-amine /=N HN

WLJ BO8RAVFO 20081046757 PCT1EP2007/060666 -59 The tREr/EP2007/4060666

compound, MS (ISP): 263.9 ((M+H) ") wgs obtained analogous to the
procedure described for Example 67 using 5-fluoro-2-methoxy-aniline

insieRd of gyridiuoromethgxyanilinaiin dten BheExamplen32 5
(2,5-/(JDifluoro-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine ,DNH
F Thie title compound, MS (ISP): 251.9 ((M+H)+) was obtained analogous
to the procedure described for Example 67 using 2,5-difluoroaniline
instead bf 4- trifluoromethoxyaniline in step a). 10 Example 93
(4-Brciéﬂ fluoro-phenyl)- (3H-imidazol-4-ylmethyl)-isopropyl-amine 'ON
HJ ~II(w F/ Br The title compound, MS (ISP): 251.9 ((M+H)") was

OM@WCQHQJQMS\/IQ (k@a)prmeﬂ urerdescribed fefEr@mple Bpeigyield
mo-3-flyo roanlllgerln &{an 5 trlfl metr(lfo yanlllnti rlgte(P al)d
SRR 8 AR Oré‘ T AT SR i
gﬁiﬁa@(}ﬁ\jﬁ C)’{INH 2- ﬂuoroanlime in step a).

Example 85
Ethyl-(3H-imidazol-4-ylmethyl)-(2-methoxy-pyridin-3-yl)-amine
/?
MMz
N/\

8]

RN

l

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

M=

R NI
W
“ 7
S, oM
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-y1)-(3H-imidazol-4-ylmethyl)-isopropyl-amine



The title compound, MS (ISP): 250.3; 252.3 ((vl+H)was obtained in
comparable yield 20 analogous to the procedure described for Example

welasing Zhloroanihne instead of 3- chloro-2-fluoroaniline aad/EP2607/060666

10

i5

4-formyl-2-methyl-imidazole instead of 4-formylimidazole in step a). WO
20081046757 PCT/EP2007/060666 -60 Example 95

(4-Chjerp-phenyl)-ethyl- (2-methyl-3H-imidazol-4-ylmethyl)-amine N--//
NH L N The title compound, MS (ISP): 250.1; 252.2 ((M+H) *) was
obtain | comparable yield 5 analogous to the procedure described for

Example 81 using 4-chloroaniline instead of 3- chloro-2-fluoroaniline and
4-formyf-23methyl-imidazole instead of 4-formylimidazole in step a).
Exampl&96 Ethyl-
(3-meetihoxy-phenyl)-(2-methyl-3H-imidazol-4-ylmethyl)-amine NH 10

The title componddMA S FISP)5246 B IMEH)F Wasvebthinetdnnalogous to the
ARl e sanRIaaas I8 e RLcadws desaphar ik ATAIR &L

using 3-methoxyaniline instead of 3-chloro-2-fluoroaniline and

41"1‘8]'}?1591“2@%%%'%%”%%3&%@ fstead of 4-formylimidazole in step a). 15
Example 97 Ethyl- (2 m ethyl-3H-imfidagot-88yImethyl)-phenyl-amine NH

3H‘?n¥k %?’Zi‘ 124 §%J Zgéﬁ’%as obtained in
I(\:(Iompara Zeyle ana g{lggulé Yhzg)ﬁrrocel%lJH scribed for Example 81
usin ”hlllne instead of 3-chloro-2- 20 fluoroaniline and

4-for -/—Eethyl |m|dazole instead of 4- formyllmldazole in step a).

/

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

. oNH
NJ\

N

i

P

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,

e

2



Example 98 WO 2008/046757 PCT/EP2007/060666 -61

(4-Chloro-phenyl)-isopropyl- (2-methyl-3H-imidazol-4-ylmethyl)-amine
WHR2008K#478 The title compound, MS (ISP): 264.0 ((M+H)") wasSTat26ne k0666

analogous to the procedure described fgg Example 67 using

4-chloroaniline instead of 4 5 trifluoromethoxyaniline and

4fogopybpviiethitdnilandle! steatheiidAtdinyl imidazetetinl SER-Bhidazol -4-

le 99
%@‘%-meth I-3H-imidazol-4-ylmethyl)-phenyl-amine NH 10 The
titke ﬁbhmfc}ﬂsléﬁsw» 554, vnaplojlnidopmmedn ApEby SRS e 40 mb)
m@@@@&g@M@ﬁ&edﬁmmmmaiwyﬂﬁiag;anuimmeaﬂ@ﬁm phenyl)-amine

5 ja%é@'“or thoxy f?‘”'“{“?ah ufr%B”F¥b%xéﬁethE{' Sgazle ingtead Ok 45 min at
ormy'l imidazole in step a Xam

IS FOIS RS th ARy- mém@%msmm%awmthw%zmne N
N NEh T B ditenearipblonmie VB { W k)2. 3@%((Mdvbk)z?dd@é8mﬁadﬂﬁ%g the

analogous to the or cedur described for Examp g. .
0 ston overnight ac 2n W?IS Uenc w1th urate d';o ium bicarbonate
§IIP€t oxyani Mnée’inst ea triffluorome oxyan Ine an

ATBHAN- Eﬁmﬁéqufnr@azme Jrepesdedradshnyiinddarofeceaitedtephaythy!
10 Exeplevk@1The combined or ganic layers were washed with water, dried over

(3% Diflioro-plienyl) 3k imudagold.yimelny!) sopropyaming, WO
chromatography (SiQ;; eluent: heptane/ethyl acetate = 80:20) to yield a light yellow oil,
(0.20 g, 20 %); MS (ISP): 391.3 ((M-+H)™).

15 b)) N-(3H-Imidazol-4-vimethvl)-N-isopropvl-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
20 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
25 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

/@/\
30 F



NH F\ ( F The title compound, MS (ISP): 252.3 ((M+H)") was obtained
analogous to the procedure described for Example 67 using

w8, Sedifluersaniline instead of 4- trifluoromethoxyaniline in step)E®2007/060666

10

15

20

Example 102 )
(2,4-Difluoro-3-methoxy-phenyl)-(3'H- |m|d%1zol-4-ylmethyl)-isopropyl-amin

eriéhidlé QnipdundietitiestompsundyME (1$REs 282 h Mk uas ebtained
analogous {o th ocgdured cribed f%r ExanI

e T e s g o+

2 L Hifbor6 3 methos oxy anlaﬂ e mstea
sﬁ%%l@)tomébﬁmémbm in step a).
(3-Fluoro-4-trifluoromethyl-phenyl)- @I—Ir,i;@igggoM-ylmethyl)-isopropyl-ami
@ r N/\ FF gglﬁtltle Co Légge Mf):(lsp):s 2.4 ((M+H)'-") was

A RABREUY i e T 6l bk P LS REERT ERiple 67 Using
3-flugferd-trifluoromethyl-aniline instead of 4-trifluoromethoxyaniline in
step% ample 104

hl

(2-C enyl) (3H-imidazol-4-ylmethyl)-isopropyl-amine NH N CI WO
2008/046757 PCT/EP2007/060666 -63

F
The title compound, MS (ISP): 251.9 ((M+H) ") was obtained analogous to the

procedure described for Example 67 using 2,5-difluoroaniline instead of 4-
trifluoromethoxyaniline in step a).

Example 93
(4-Bromo-3-fluoro-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine

S oMH

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

Nzo
N NH

L

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).



The title compound, MS (ISP): 250.1 ((M+H)') was obtained analogous to
the procedure described for Example 67 using 2-chloroaniline instead of

wWo-Artieesotnethoxyaniline in step a). Example 1055 PCT/EP2007/666666

L
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20

(4-Chloro-phenyl)-ethyl-(5-methyl-3H-imjgazol-4-ylmethyl)-amine NH NJy
0 CI The title compound, MS (ISP): 249.9 ((M+H)") was obtained
analogous to the procedure descriEanﬁ@ﬂeE)ample 81 using

14}3 roanl inei ji@zf 9523 flu I’Oc’;‘lﬂ)ﬂlnl%l amine

onnyf%]%n §| fmic o]iré |n o]}l ?ormyl?’mlﬁaz%l)e in step a). 10
Example 1036 Isopropyl- (5- methyl -3H-imidazol-4-ylmethyl)-phenyl-amine

/NH Nil, Litle compound, MS (ISP): 230.0 ((M+H)") was obtained

analodgu to the 15 procedure described for Example 67 using aniline
instead of 4-trifluoromethoxyaniline and 4-fonnyl-5-methyl-imidazole

[ f4-formylimidazole in step a). Example 107 Isopropyl-
heXy-phenyl)-(5-methyl-3H-imidazol-4-ylmethyl)-amine NH 'ICN 20
The titleccompound, MS (ISP): 260.0 ((M+H)") was obtained analogous to

thae prbcesupedesdribetbfor Exam ke A7 Oding B-methaxyanitiie énsieadbic yield
OJn% M\éf%@@ﬁ(%%%ﬁ@d&ﬁ?&%%%@&e SR dHLQromEInAD] 'Hg?ead of 3-

ormyl-5-methyl-imidazole instead of 4 form%/hﬁudazole in step a).
c loro 2-flaoroaniling and 4-formyl-2-methyl-imidazole instead of 4-formylimidazole in

step a).
Example 96
Ethyl-(3-methoxy-phenyl)-(2-methyl-3H-imidazol-4-ylmethyl}-amine

The title compound, MS (ISP): 246.3 ((M+H)") was obtained in comparable vield
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

2(
»

The title compound, MS (ISP): 216.3 ((M-+H)") was obtained in comparable vield
analogous to the procedure described for Example 81 using aniline instead of 3-chloro-2-

fluoroaniline and 4-formyl-2-methyi-imidazole instead of 4-formylimidazole in step a).

Example 98



Example 108 (3H-Imidazol-4-ylmethyl)-isopropyl-
(2,3,4-trifluoro-phenyl)-amine Z ~ 7Nr, "N/ F j F The title compound, MS

WOASRp/@rRa (M+H)") was obtained analogous to the proce@GmEEP2007/066666

described for Example 67 using 2,3,4-trijyoroaniline instead of 4-
trifluoromethoxyaniline in step a). Example 109 10

(@-Elnjpore shenethidephani ) 2 3ibingictii ad ddmbthylmisbaiopylzamine
NN I N F The title compound, MS (ISP): 248.2 ((M+H) ") was obtained

e 110 (3H-Imidazol-4-ylmethyl)

oxy-phenyl)-isopropyl-amine N H N The title compound, MS
((M+H)") was obtained analogous to the procedure described
for Example 67 using 3-isopropoxyaniline instead of 4 20

| S DA e R PIeRah RPNk amslagaye the

5

10

15

2006/04a 7BFRET/ P 28207p10 G0u6iBs6-cBBxrppgiine instead of 4-
trifluoromethoxyaniline and 4-formyl-2-methyl-imidazole instead of 4-formylimidazole
in step a).

_ Example 99
Isopropyl-(2-methyl-3H-imidazol-4-ylmethyl)-phenyl-amine

¥
/Lﬁ“’“‘
O

The title compound, MS (ISP): 230.3 ((M-+H)™} was obtained analogous 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

o
Ly

Q.

i

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



j¥}

10

15

JAN ~~ H
Isopropyl-(3-nitro-phenyl)-[3-(2-trimethylsilanyl-ethoxymethyl)-3H-imidazol

wal2opsathyt]-amine (0.055 g, 0.14 mmol) was dissolved in ethanap2007/060666

palladium on charcoal (20 mg, 10% Pd)yas added and the mixture was
hydrogenated overnight. The catalyst 5 was filtered off and the solvent
was porated. The residue was dissolved in ethyl acetate and filtered
over%ﬁ gel. After evaporation the residue was dissolved in toluene (1.5
ml) a NijaLrahydrofuran (3 ml), acetic anhydride (0.015 mg, 0.14 mmol)
was added and the mixture was stirred overnight. The solvents were
evand the residue was partitioned between sodium bicarbonate
solution-and ethyl acetate. The organic layer was 10 dried over
riagniesiusmpulphbte andevapomtad. The residubnesdissoled io the

tetr fur. I t I oniwm fluoride solution (0.3 ml,
AR Al G T A
&@Hﬁﬁ?ﬁ“ﬁﬁ}é%f\%h‘?%@%\/ﬁporated and the residue was purified by

flash chromatography (column: IsolstemflasbzNH2 from Separtis; eluent:

s ssEEIclionsl =055 o e s it 1ol 00050, 4.0

(3H-1 iTﬁ‘gHzol-4-yImethyl)-isopropyl- (2-methoxy-pyridin-4-yl)-amine N
CVNHN O i 20 The title compound, MS (ISP): 247.3 ((Mi-H)") was
obtaine ogous to the procedure described for Example 67 using
4-amino:-2:methoxypyridine instead of 4- trifluoromethoxyaniline in step a).
Exampl 3 (3H-Imid azol-4-ylmethyl) -isopropyl-
(6-methoFy-p§/ridin-2-yl) -amin e WO 20081046757 PCT/EP2007/060666

-66 N ~
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-
triftuoromethoxyaniline in step a).

Example 103
(3-Fluoro-4-trifluoromethyl-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine

2, MH

A

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-triflucromethyl-aniline instead of
4-trifluoromethoxyaniline in step a).

Example 104

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

. oMNH

N

0



~ N N The title compound, MS (ISP): 247.3 ((M+H)") was obtained
analogous to the procedure described for Example 67 using

wWo-zitiies & methoxypyridine instead of 4- trifluoromethoxyanifiae/BPsiepoa)ses

10

20

5 Example 114 63 -
(3-Benzyloxy-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine 17NH N
Tie title eonpowddMa S (ISP)SBR281HMH B vhsts ahtdinedoanalogals to
the procedure.desecribed for, Example 67.using 3:;benzyloxy-aniline
T S S RN
HEfHERPS I IARSIRg I SEP®pyI- (3-trifluoromethoxy-phenyl) -amin e "\
'‘NH N F F~O The title compound, M&{p&P)o$00.1 (M+H)") was obtained

ous to the 1 edu tibed for Example 67 using
e D B R R A AR, step .
Example 1'T8, Isopropyl- (3-methoxy-phenyl)-
(3-methVV—%4§f*midazol-4-ylmethyl)-amine N==\N, ~NJV WO
2008/046787 PCTIEP2007/060666 -67 The title compound, MS (ISP):
260.0 ((M+H)") was obtained analogous to the procedure described for
Exampl using 3-methoxyaniline instead of 4-

Ci

The title compound, MS (ISP); 249.9 ({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

S NH

A

<

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

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-



trifluoromethoxyaniline and 4-formyl-I-methyl-imidazole instead of
4-formylimidazole in step a). 5 Example 117

WORMERIOHTZ-methoxy-phenyl)-(3H-imidazol-4-ylmethyl)-isoprépjiHearnintoddsss

n

10

20

INH N F The title compound, MS (ISP);264.0 ((M+H)™) was obtained
analogous to the io procedure described for Example 67 using

4-fluorodethethoxianiing ingiead of drethifiuorofaethoxyanifine nfstepiahidazole

Sxample 118
E,S? irf(f:ethoxy-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine NH NIi"
O O 15 The title compound, MS (1EP™P6188(M+H)'*) was obtained

arEIeg08s - tha npiostdup Apstiibedfeifuaaplefyl Using e
3,5-dirnethoxyaniline instead of 4- trifluoromethoxyaniline in step a).
Exanple+119 3- [(3H-Imidazol-4-ylmethyl)-isopropyl-amino] -phenol N H
N 20 HO (3-Ben
zylo)cy-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine (0.109 g, 0.34
mmol dissolved in ethanol (10 ml), palladium on charcoal (10 mg,
10% P s added and the mixture was hydrogenated overnight at room
temperature. The catalyst was filtered WO 2008/046757

RCTIEP2007/060 f , vent was evaporated. Th
e o R e B
fropnedBpattis bt ExaprrieStatertetRsharithgsospibne instead of 4-
trifluoromethoxyaniline in step a).

Example 109
(4-Fluoro-3-methyl-phenvl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine

X, o NH

PN

3

F

The title compound, MS (ISP): 248.2 {(M+FH)™) was obtained analogous to the
procedure described for Example 67 using 4-triftuoro-3-methylaniline instead of 4-
trifluoromethoxyaniline in step aj.

Example 110
(3H-Imidazol-4-ylmethyl}-(3-isopropoxy-phenyl)-isopropyl-amine

Ay, -MH

PN
e

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]-phenylj-acetamide



yield a white foam, (0.042 g, 53 %); MS (ISP): 232.1 (M+H)+'). 5 Example
120 3-[Ethyl-(3H-imidazol-4-ylmethyl)-amino] -N-methyl-benzamide

W& Z00BI0kE450D The title compound, MS (ISP): 259.3 ((M+H)") W& a8 0666

10

15

20

in comparable yield analogous to the pracedure described for Example
81 using 3-amino 10 benzoylmethylamide instead of
3-chloye=2-fluoroanil.ine in step a). Example 121 {3-

[(3H-I*P%g ol-4-ylmethyl) -isopropyl-amino]-phenyl}-methanol HH 131~
OH 15 tert-Butyl-dimethyl-silanyloxymethyll phenyl) -(

3H-imid 20l-4-ylmethy isopropyl-amine
[3 -dimethyl-silanyloxymethyl] phenyl]
h‘nlazol 4-ylmethyl)-isopropyl- amine, MS (ISP): 228.4
%@Mﬁ%ﬂ% phRfyD) (( M@*&Jh\é«ﬁwrawmam@w 10198 dazol-4-
oce

e described for E
S RERA T Ay D RN bt e melagipg oncharcoa
4 Wifmidetdoxyranididal inngtépe @D@?@WR@H{iﬂqm&M@ymghu The catalyst
@MQH'XQHQ)@ inQl-phepimethandbdrated. The residue was dissolved in e%:h%f)l acetate

SRS AT B TR R A el T PRy FAHE Lo 15
mm)iartdazﬁdlmf@zbmtyﬁamm oriuvfiiptide SOROMEAMK iMydt) was added and the

tefralydiofugnanas added. ﬁr&esroﬁwweﬂa% &@@M@%@ lemperaiyre
overnight éhe solvent was orated nd the 08/046

PEHIEP3007/0BTbES 160 REaaa s Bﬂf?é’&‘ ﬁCEﬁF&ﬁ&Fo%ﬁ%i’Bﬁ%}aW was
(&2 oekuengretiyhacetdte) toyieldpargeld Gﬂesssgaim W@ 2520dy 8 1i0);
"(Eﬁ»iﬂ%ﬁafﬁéﬁﬁ&s@d)@& tml%%%nium fluoride solution {0.3 mil, IM) in
tetrahydrofuran was added. After stirring the mixture at 65°C overnight the solvent was
evaporated and the residue was purified by flash chromatography (column: Isolute”
Flash-NH, from Separtis; eluent: ethyl acetate/methanol = 95:5) to yield a 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

I5a
o

N o3
i

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



5 (3-EthJoxy-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine \ 'NH N
The title compound, MS (ISP): 260.1 ((M+H)") was obtained analogous to

wthanopiaeetfure described for Example 67 using 3-ethoxyanilipetimsteatehicss

10

15

4- trifluoromethoxyaniline in step a). 10 Example 123
(3H-Imidazol-4-ylmethyl)-isopropyl-(3-phenoxy-phenyl)-amine ,NH The
title compegnd, MS (ISP): 308.4 ((M+H)') was obtained analogous to the
procedurgsd¥scribed for Example 67 using 3-phenoxyaniline instead of 4
15 trijatQJ ethoxyaniline in step a). Example 124
((3-Diflugromethoxy-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine
'NH N f ~} F~O / The title compound, MS (ISP): 282.4 ((M+H)") was
obtainet“analogous to the 20 procedure described for Example 67 using
3-drfluoromethoxyaniline instead of 4- trifluoromethoxyaniline in step a).
Ekeertipbecd 2% WRIL. 2008026 757 P CVIERPZ00¥B60666¢d ABalogous to the

(glleIJHde]@E%é@prE%)ﬁ%i@%@rﬁ’a@{gi?é'mino-6—methoxypy1_"idine instead of 4-
(1,1,2,2-tetrafluoro-ethoxy)-phenyl] -amine ~NH N F The'title compound,

Ml pRessniing ) {83 Bbtained analogous to the procedure
described for Example 67 using 1, E&y2wtktrefilioro-ethoxy-aniline instead

qfl’»»«Aﬁe% M&'&?@HASWﬁ{%ﬁ@#ﬁ&a%ﬁ&‘?ﬂﬁhhﬁ) -isopropyl-amine

% +NH

PN
ol

The title compound, MS (1SP): 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

S, - NH

A
A O

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
M

Ny N
)\N

Q.

i



Example 126
(3-Chloro-4-morpholin-4-yl-phenyl)-ethyl-(1H-imidazol-4-ylmethyl)-amine
wiN2e08KMFE7N Cl C) The title compound, MS (ISP): 321.1 ((Nr€H)EPWaIR060666
obtained in comparable yield 10 analogqus to the procedure described for
Example 81 using 3-chloro-4-morpholin-4-yl- phenylamine instead of

Srebiatecddiporeaniing iprstep@). (ExarAple haA7 obtained analogous to the

(3-Chloro-4-marpholin:4-yl-phenyl)-(1H-imidazol-4-yimethyl)-isopropyl-ami
e D R RS0 wes

ohfns RSN e ifseBdurdgEsiriveid For Exinpleo b7 lesinglimidazole

3rchtlgray4-morpholin-4-yl-phenylamine instead of

4-trifluoromethoxyaniline in step a). 20 Example 128

(3-Chloro-4-methyl-phenyl)- (1H-imidazol-4-ylmethyl)-isopropyl-amine WO

2008/046757 PCT/EP2007/06066&x#1pINEEY 11 C\ NH N cl The title

q@nrRack-MaHbR P R840 M-kl daysaa otaingd) asaleapyisinithe

procedure described for Example 67 using 3-chloro-4-methylaniline
instea \(ﬂa-

PN

o

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
:’\

R, oMNH

A

\O/:E \0/

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

R, MM

A

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, 109% Pd) was added and

the mixture was hydrogenated overnight at room temperature. The catalyst was filtered



5

10

20

trifluoromethoxyaniline in step a). 5 Example 129
(2-Pluoro-3-methoxy-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine

wiy2bdsldic 87\ F The title compound, MS (ISP): 264.0 ((M+H)DNasr2007/060666

obtained analogous to the procedure desgribed for Example 67 using
2-fluoro-3-methoxy-aniline instead of 4- 10 trifluoromethoxyaniline in step

frExanmRIe k30 M&%t&d' ineRYdetWatlpurified by flash chromatography

-imidazql-4-ylmethyl)-amipe N. N The title compound, MS (ISP): 230.3
R LB e BRAIGBIS (e L) SERRETE HECEABEbr 22 o
Biafphehdt fosing(8,24dinattiplanihe SRstéad bf (34ehiora-2- fluoroaniline
in step a). Example 131 1-{4-
[Ethyl-(1H-imidazol-4-ylmethyl)-amino]-3-fluoro-phenyl}-1H-pyridin-2-one
WO 2008/046757 PCT/EP2007/065588P722N C\'NH N JY ~F The title
Chiipbyin@ Hvisidf): B 1 BuBtiNi+tiriolwais rokthyhédemalabious to the
procedure described for Example 81 using
1-( #n0-3-fluoro-phenyl)-1H-pyridin-2- one instead of
3-chlgro-2-fluoroaniline in step a). 5 Example 132 1-{3-Fluoro-4-[
(1H-imigazol-4-ylmethyl)-isopropyl-amino]-phenyl}-1H-pyridin-2-one

N
~

&}
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

2, oNH

A

Q-

a) {3-tert-Butyl-dimethyl-silanvioxymethvliphenvl]-{ 3H-imidazol-4-vimethvl)-

isopropyl-amine

[3-tert-Butyl-dimethyl-silanyloxymethyl | phenyl ] -(3H-imidazol-4-yimethyl) -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-vimethv])-isopropyl-amino]-phenvi! -methano}

[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, 1M) in tetrahydrofuran was added. After

stirring the mixture at room temperature overnight the solvent was evaporated and the



10

15

N_\NH JNJy - F 00 The title compound, MS (ISP): 327.3 (M+H)+) was
obtained analogous to the io procedure described for Example 67 using

wW-tdesminra73-fluoro-phenyl)-IH-pyridin-2- one instead of PCT/EP2007/060666

4-trifluoromethoxyaniline in step a). Examgple 133
(4-Benzylo)cy-3-chloro-phenyl)-(1H-imidazol-4-ylmethyl)-isopropyl-amine
Mg as pirEkd b;@laaﬂi&?chﬁfttﬂgr@ﬂmm@m MeEnti Si)1 3&atc{(M vidk )

alrgyed a gous tg ribed.for Example 67 using
a%ﬁii 3 u &a%gro nlllné i’n&tgog f%%%?@ﬁﬁ‘?é iluoxyanlllne in step a).
Example 134 20

(4 Benzyloxy-3-chloro-phenyl)-ethyi{dtbimidazol-4-ylmethyl)-amine WO

/0467 P2007/0 73 N\ NH 4 60 The titl
TR R T TR Py L LB Red A aoue o the

proc e described for Example 81 using 4-benzyloxy-3-chloroaniline
instead}of 3- chloro-2-fluoroaniline in step a).

N

©1

The title compound, MS (ISP): 260.1 ((M+H) ") was 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

S, oHH

PN

o
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

%, oNH

1O

The title compound, MS (ISP): 282.4 ((M+H)™) was obtained analogous to the
procedure described for Example 67 using 3-difluoromethoxvaniline instead of 4-
trifluoromethoxyaniline in step a).

Example 125



5 Example 135 (3H-17nid/[Jazol-4-ylmethyl)-isopropyl-
[3-(pyridin-3-yloxy)-phenyl] -amine "\ 'NH N N\l I~ O The title compound,

Wi B(eBRY7:309.6 ((M+H)+') was obtained analogous to the praueHere7/060666

5

10

13

described for Example 67 using 3-(pyriding-3-yloxy)-phenylamile instead

of 10 4-trifluoromethoxyaniline in step a). Example 136

(G- mittazel-4-yimetiyl)isppoppi {4 nhemraahesid)aming - Manlieamine
titte compound, MS (ISP): 308.3 ((M+H)™") was obtained analogous to the

15 proceddutg described for Example 67 using 4-phenoxyaniline instead of

4- trifluoromethoxyanil.ine in step a). Example 137

(3H Imlda “~ylmethyl)-isopropyl- [2-methoxy-5-(1-methyl-
phenyl-e -phenyl] - amine WO 2008/046757 PCT/EP2007/060666
4&%{ he title compound, MS (ISP): 364.2 ((M+H)+) was
btaihed analogous to the procedure described for Example 67 using

ZrmethoxyR a@uH&eE%'('rﬁ}eﬁ'é’i sthyhs ﬁ'ﬁ*eﬂwmmmtgeso%fws to the

4- trlfluorome hoxyaniline in step a)..5 Exam
(BRI 2@@&r&ﬂ%f8r&¥éﬁw&§)7pﬂgﬁ§| Jaa ihf ma%mr& Gty ilasohsad of 4-

-aifiingotdeiNoddnGhe in step a).
Example 126
{3-Chloro-4-morpholin-4-yl-phenyl}-ethyl- (1H-imidazol-4-yImethyl}-amine

Nz

=
%rNH

N

@ca

)
O .
The title compound, MS (ISP): 321.1 ((M+H)"") was obtained in comparable vield

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-vl-phenyl)-(1H-imidazol-4-ylmethyl)-isopropyl-amine

QL

Ci
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



O CI ' ~ The tide compound, MS (ISP): 376.1 (M+H)+) was obtained
analogous to the io procedure described for Example 67 using
WQ-UHRIP6Z574-chloro-phenoxy)-phenylamine instead of PCT/EP2007/060666
4-trifluoromethoxyaniline in step a). Examyple 139 [3-Chlor
ONN-4-(4-chloro-phenoxy)-phenyl]-ethyl-(IH-imidazol-4-ylmethyl)-amine
ONHp¥-C O 15 cl The title compound, MS (ISP): 362.3 ((M+H)+) was
oE)erEi "analogous to the procedure described for Example 81. using
3> 0-4-(4-chloro-phenoxy)-phenylamine instead of

3-chlgro-2-fluoroaniline in step a). 20 Example 140 (3
H-limidazol-4-ylmethyl)-isopropyl- [3-(2-methoxy-phenoxy)-phenyl]-amin e
WO P008/046757 PCT/EP2007/060666 75 N==\NH \Ic The title

compound, MS (ISP): 338.4 ((M+H)") was obtained analogous to the
&B%@Hﬁ @@@g@ﬁgeaiﬁj@ %gé 18 Mﬁéﬁlﬁg) was obtained analogous to the

P{Eeedethaxy-phehivaphehymiiesinstehdo of-drttflandmethaxyanitine
in.Gle le 141 (3-B enzyl-phenyl) -
(%ht-{lfmi@gg?ﬂ%%wg?ﬁ%%its%ﬁ]?bpyl-amin e | N The title compound, MS

5 (ISP): 306.4 ((M+H)t') was obtaine&*&Hatbgbts to the

(2-Fluoro-3-methoxy-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine
=\
%NH
NJ\
0
~o
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-

i0  triffuoromethoxyaniline in step a).
Example 130
(3,4-Dimethyl-phenyl)-ethyl-(1H-imidazol-4-ylmethyl)-amine

N=\
%NH
/’\N

The title compound, MS (ISP): 230.3 {((M+H}"") was obtained analogous to the
15 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



10 procedure described for Example 67 using 3-benzylaniline instead of 4-
trifluoromethoxyaniline in step a). Example 142
Waiphemd737yl-(3H-imidazol-4-ylmethyl)-isopropyl-amine N~ RCTBPEME 6@ 66
compound, MS (ISP): 292.4 ((M+H)+-) was obtained analogous to the
procedure described for Example 67 using 3-aniinobiphenyl instead of 4-
trifluoremethoxyaniline in step a). Example 143 (3H-Imidazol-4-ylmethyl)-
(2-phea"dxy-pyridin-4-yl) -amin e WO 2008/046757 PCT/EP2007/060666
76~HN 5 N The title compound, MS (ISP): 267.1 ((M+H)~") was obtained
in comparable yield analogous to the procedure described for Example 1

4)") was obtained in comparable yleld to analogous to the procedure

.nstea'%eéj? wme ’%9363%hﬁﬁ'ﬂf%&!‘&’%‘é&%&'gﬁbﬁ%@@EH‘E

xam le 14 4-Chloro-phenox E) ridin-3-
@ﬂ;ﬁﬂ PaoAs ieebioa %‘é ?6 d}ﬁmeimﬂmmo -3- ﬂuo;o -phénylj- lH pyndm 2-

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

Example 132
1-{3-Fluoro-4-[{1H-imidazol-4-ylmethyl)-isopropyl-amino]-phenyl}-1H-pyridin-2-one

1=
K\:rNH
A
F

N o
9
The title compound, MS (ISP): 327.3 ((M~+H)™) was obtained analogous to the
10 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

M=y

%NH
A,
e

O

L 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
20 (4-Benzyloxy-3-chloro-phenyl)-ethyl-(1H-imidazol-4-ylmethyl}-amine



NH i\NJty 11 N CI\/ 15 The title compound, MS (ISP): 329.1; 331.1
((M+H)") was obtained analogous to the procedure described for

WERBIH P81 using 6-(4-chloro-phenoxy-pyridin-3-yl-amine iFEE&EPLN7/060666
3-chloro-2-fluoroaniline in step a). Exampie 146 20
(3H-Imidazol-4-ylmethyl)-isopropyl-[4-(4-trifluoromethyl-phenoxy)-phenyl]-

aming=WO 2008/046757 PCT/EP2007/060666 -77-NNNH o Fi F The
title c pound, MS (ISP): 376.3 ((M+H)') was obtained analogous to the
p dure described for Example 67 using 4-(4-trifluoroinethoxy-phenoxy)
-ang instead of 4-trifluoronethoxyaniline in step a). 5 Example 147

( idazol-4-ylmethyl) -isopropyl - [4-(4-methoxy-phenoxy)-phenyl]
-amine ~NH N o The tide compound, MS (ISP): 338.5 ((M+H)") was
o%ned analogous to the to procedure described for Example 67 using
4-4<methoxy-phenoxy) -aniline instead of 4- trifluoromethoxyaniline in

% t?ﬁe %fmlﬁdlﬁS iﬁg‘ﬁ@!ﬂ? ﬁ@kﬁ[}ylmghﬂgt'zﬁggﬁ %[ogous to the

-(2-meth en ox -amine
procedure deqc; 1bed for . xampie 1 using 4-benzyloxy-3-chloreaniline instead of 3-

chloro-2-fluoroaniline in step a).

L

Example 135
(3H-Imidazol-4-ylmethyl)-isopropyi-[3- (pyridin-3-yloxy)-phenyl]-amine
ﬁ

\NH

Q@

The title compound, MS (ISP): 309.6 ((M+H)™) was obtained analogous to the
pmcedm_e described for Example 67 using 3-(pyridine-3-yloxy)-phenylamine instead of
10 4-trifluoromethoxyaniline in step aj.
Example 136
(3H-Imidazol-4-ylmethyl}-isopropyl-(4-phenoxy-phenyl)-amine

L
Q

©/0
The title compound, MS {ISP): 308.3 ((M-+H)"™) was obtained analogous to the
15 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



NH N a 15 The title compound, MS (ISP): 338.4 ((M+H)") was obtained
analogous to the procedure described for Example 67 using

Wa-1$ra iy -phenoxy) -aniline instead of 4- trifluoromethoxyamikixesiry/660666

5

10

15

20

step a). Example 149 [ 3-(4-Chloro-phengxy)-phenyl] -(3
H-imidazol-4-ylmethyl)-isopropyl-amine WO 2008/046757

PCT/E 07/060666 /NN -78 NH CI\ I O 'b The title compound, MS
(ISP): akEl\/HH) ") was obtained analogous to the procedure

describe xample 67 using 3-(4-chloro-phenoxy)-aniline instead of 4-
tri haxyaniline in step a). 5 Example 150

( -4-ylmethyl)-isopropyl- (4-phenylsulfanyl-phenyl)-amine NH
N 7" & The title compound, MS (ISP): 324.5 ((M+H)' *) was obtained

R RS S L R Ak Seinar

StepalE dasnphed 81 {1a(@pe Biciore Jpmetoxs)-plienyithyl-1 -phenyl-ethyl)-

(Frdsinuidazevulmethii-sopropvhaningiiGNR deNH NI~/ CICl The
title compound, MS (ISP): 376.2; 378.1 ((M+H)'-) was obtained analogous

to the
Example 138

|3-Chloro-4-(4-chloro-phenoxy)-phenyl]-(1H-imidazol-4-ylmethyl)-isopropyl-amine
M=y
%NH
A,
Q.

oy

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)-phenvlamine

instead of 4-trifluoromethoxyaniline in step a).

Example 139
[3-Chloro-4-(4-chloro-phenoxy)-phenyll-ethyl-(1H-imidazol-4-ylmethyl)-amine

y
., MNH
Y

Q.

SO

The tiﬂe 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



15 procedure described for Example 67 using
4-(3,4-dichloro-phenoxy)-phenylamine instead of

Wa-IpRirORTethoxyaniline in step a). Example 152 [4-(4-ChlomCpHaion7/660666

10

15

oxy)-phenyl] - (3H-imidazol-4-ylmethyl)-iggpropyl-amine WO 2008/046757
PCT/EP2007/060666 -79- Z7 INH N/ o The title compound, MS (ISP):
342.0 ( H)+) was obtained analogous to the procedure described for
Exampley 7e¥hong 4-(4-chloro-pheno)Cy)-phenylamine instead of
4-trifluoro xyaniline in step a). 5 Example 153

[4 henoxy)-phenyl] -(3H-imidazol-4-ylmethyl)-isopropyl- amine
Z The title compound, MS (ISP): 342.1 ((M+H)") was obtained
gous to the 10 procedure described for Example 67 using

2-chloro- hen X d of 4-t fluor hox an|I| e |n
41{%@5%. A s SO eyt R aBpIp it
mm@mbeMnWMme;@s@Hmh@mmmnmema(m)mstead
3224\ was abtaipedsanalogous to the 20 procedure described

for Example 67 using 3-amino-benzophenone instead of 4-
trifluoromethoxyaniline in step a).
Example 141

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

R, MNH
N/‘\

=

S
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

X, MNH

A
e >

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



WO 2008/046757 PCT/EP2007/060666 -80 Example 155
N-(1H-Imidazol-4-ylmethyl)-N'-phenyl-benzene-1,4-diamine ~NH HNJJ
WQRMNBBTHERMtle compound, MS (ISP): 265.1 ((M+H) ") was obPaifi&d1m7/060666
comparable yield 5 analogous to the progedure described for Example
81.a) using 4-aminodiphenylamine instead of 3-chloro-2-fluoroaniline.
Example 1 &4- Benzyloxy-phenyl) -ethyl-(1H-imidazol-4-ylmethyl)-amine
gp 10 The tite compound, MS (ISP): 308.4 ((M+H)") was obtained in
comparablield analogous to the procedure described for Example 81
using 4- yloxyaniline instead of 3-chloro-2-fluoroaniline in step a).
Examp] {4- [2-(4-Chloro-phenyl)-ethyl]-phenyl }-(I
H-imidazol-4-ylmethyl)-isopropyl-amine N NH \ /N 15 The title compound,
MS (IQP): 354.3 ((M+H)") was obtained in comparable yield analogous to
the procedure described for Example 67 using 4-[2-(4-chloro-phenyl)-
eth s 1eRpaithe iRstedd Ak nyRs:m StHBXGAIMITE iR g?@bpa*j%‘yée yield
Exalmpiestbdh{pBenmytodyspitenylyr Example I using 2-phenoxy-pyridin-4-yl-

gﬂ%‘f ﬁ@fg&%&’&é‘fﬂm% mdﬁ_%propyl-amine %%0O 2008/046757
PCT/EP2007/060666 -81- ~NH gp
s Example 144

16-(4-Chloro-phenoxy)-pyridin-3-vl}-(3H-imidazol-4-ylmethyl)-amine

The title compound, MS (ISP): 301.1; 303.0 {{M+H)") was obtained in comparable vield
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

I

S NH

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



The title compound, MS (ISP): 322.4 ((M+H)") was obtained in

comparable yield analogous to the procedure described for Example 67
wWOsitlg/asnzyloxyaniline instead of 4-trif|uoromethoxyani|in@(iﬂ*fﬁ‘motﬁ)w@ﬁéﬁ

Example 159

N-(1H-Imidazol-4-ylmethyl)-N- |sopropyl N phenyl benzene-1,4-diamine

~DNH N i 1~ The title compound, MS (ISP): 307.3 ((M-i-H)") was

obtained i omparable yield analogous to the procedure described for
Example 6 g 4-aminodiphenylamine 10 instead of
~ 4-trifluorom xyaniline in step a). Example 160 1-{4-[

(1H-Imidaz6lA4-ylmethyl)-isopropyl-amino]-benzyl}-pyrrolidin-2-one N NH

NN O\ <The title compound, MS (ISP): 313.4 ((M+H)*) was obtained
in co@g@e yield analogous to the procedure described for Example
67 uSing 1-(4-amino-benzyl)- pyrrolidin-2-one instead of

AFprftinr oppebbaxyaRIEIEes) Siep. ab(z&xa{m*pjeuaﬁmﬁned analogous to the
{4-]2- oro: N-eth

Ye %ﬁ'{faeﬁ?ﬁl a%eénﬁ ﬂ%%? am.hé WO S g8yEy Phenoxy)-aniline
m@tﬁ@m%wv@%@e@tbazww INstiieatide compound, MS (ISP): 304.5
((M+H)+") was obtained in comparable yield analogous to the procedure

described for Example 81 using 4-[2-(4-chlQra-phenyl)- ethyl]
- chigro:

-phenylamine instead of 3-chloro-2- ne in step a).
(3H-Imidazol-4-ylmethyl)-isopropyl-{4-(4- methoxy -phenoxy)-phenyl]-amine

B, o NH

PN

.

/©O
\O

The title compound, MS (ISP}: 338.5 ((M+H) ™) was obtained analogous to the
10 procedure described for Example 67 using 4-(4-methoxy-phenoxy)-aniline instead of 4-
trifluoromethoxvaniline in step a). _

Example 148
(3H-Imidazol-4-ylmethyl)-isopropyl-[4-(2-methoxy-phenoxy)-phenyl}-amine

S, M

A

é;
15  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



5 Example 162 1-{ 4- [ Ethyl- (1 H-imidazol-4-ylmethyl) -amino] -benzyl}
-pyrrolidin-2-on e _/_NH VN \/ The title compound, MS (ISP): 299.4

W84 Was obtained in comparable yield 10 analogous toOROE/EP2007/060666

10

procedure described for Example 81 usipg 1-(4-amino-benzyl)-
pyrrolidin-2-one instead of 3-chloro-2-fluoroaniline in step a). 15 Example
163
(1H-Imidagzagk4-ylmethyl)-isopropyl-(4-pyridin-4-ylmethyl-phenyl)-amine N
0O\ 20 The itltﬂ%)mpound, MS (ISP): 307.3 ((M+H)+") was obtained in
comparable yield analogous to the procedure described for Example 67

i -pﬁ@f-ylmethyl- phenylamine instead of
4-t 0 xyaniline in step a). WO 2008/046757
PCT/EP2007/060666 -83 Example 164 N,N'-Diethyl-N-
(Thi-itidezopdut dtin)SIN:-BHeh(iMebénevhdeliamideriilagdisNo theN |
DiRedille QmpRURg, MonLRFY %%%glzt@m_tﬁll;%%%@ &G instead of 4-

cgﬁ:parable yield analogous ao the procedure described for Example 81
JEP R TR RIBHERG IR “instead of 3-chloro-2-fluoroaniline in step a).

Example 165 10 Example 1.50. |
gﬁﬁ%ﬁ@ﬁ%ﬁé%mEﬁi%g%@ﬁpﬁFﬁ}ﬁﬂé@%ﬁﬂﬁ%ﬂhﬁg&ﬁ%ﬁy&éIsopropyl-
\_ NH

A

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
==

S, MNH

A,

O
Ct ;
<l

The title compound, MS (ISP): 376.2; 378.} ((M+H)") was obtained analogous to the
procedure described for Example 67 using 4-(3,4-dichloro-phenoxy)-phenylamine

instead of 4-trifluoromethoxvyaniline in step a).

Example 152
[4-(4-Chloro-phenoxy)-phenyl]-(3H-imidazol-4-ylmethyl)-isopropyl-amine



o The title compound, MS (ISP): 376.4 ((M+H)" ) was obtained in
comparable yield analogous to the procedure described for Example 67

WOsiong/8461oro-4-(2-chl.oro- phenoxy)-phenylamine instead GfCT/EP2007/060666

10

15

20

4-trifluoromethoxyaniline in step a). 15 Example 166 [
3-Chloro-4-(2-chloro-phenoxy) -phenyl] -ethyl -(IH-imidazol-4-ylmethyl)
-amine ~ 20 WO 2008/046757 PCTIEP2007/060666 -84 The title
compoun 'S, (ISP): 362.4 (M+H)") was obtained in comparable yield
analogous tble\procedure described for Example 81 using

3-ch|oro-4-(2 chloro- phenoxy)-phenylamine instead of
3-chloro-2-fluorpaniline in step a). 5 Example 167 C- {4- [
(1H-ImidazotE-ylmethyl)-isopropyl-amino]-phenyl} -N-methyl-
metha amide N\ s -NH The title compound, MS (ISP): 323.1
(M+H;}®g?:)btained in comparable yield 10 analogous to the
ure described for Example 67 using.C-(4-amino-phenyl)-N-

mﬁmm&w&%ﬁi fride1het SR Or MRREsifedtn

quoEadm’quesl‘ﬁBe@-f{# Hitimgll{ 67 using 4-(4-chloro-phenoxy)-phenylamine instead of

H"tﬂﬂﬁ%@ﬁ'eﬂqé( i gglrgﬂgk(/)ll phenyl}-N-methyl-methanesulfonamide N
-NH 15 The title compound, Sj (ISP): 309.5 ((M+H) ™) was obtained in

comparable yield analogous to the procedure described for Example 81
using C-(4-amino-phenyl)-N- methgxmephangsulfonamide instead of

%ﬁfz mofﬁ?ﬂ% Auﬁﬁggwp%ﬂlﬂﬂp(ﬁ)f-lmldazol 4-ylmethyl}-isopropyl-amine

R, N

BN

(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

., N

BN

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).



20 Example 169
[3-Chloro-4-(pyrimidin-2-yloxy)-phenyl]-(IH-imidazol-4-ylmethyl)-isopropyl-

WarHipHIG 720081046757 PCT/EP2007/060666 -85- CN N THEtRRI007/060666

10

20

compound, MS (ISP): 344.3 ((M+H)+) wgs obtained in comparable yield
analogous to the procedure described for Example 67 using 3-chloro-4-(2-
pyrimidinyloxy)phenylamine insteatixafrigliriflB®romethoxyaniline in step a).
I I-4-yhn ethyl)

-|sop%?g%§é 3’(\1 Qfm’ﬁjﬁ B Iﬁg%%ﬁéérgn q}l\%é%(ISP) 311.9;
314.0 ((M+{)%) was obtained analogous to the 10 procedure described
for Example[67 using 3-bromo-4-fluoroaniline instead of 4-
trifluorométhoxyaniline in step a). Example 171
(3H-Imid -4-yImethyl)-isopropyl- (3-pyrimidin-5-yl-phenyl)-amine

=== N 1 0;/ 15 The title compound, MS (ISP): 294.2 (M+H)+)
was d analogous to the procedure described for Example 67 using
3-pyriudin-5-yl-phenyl-amine instead of 4-trifluoromethoxyaniline in step
aﬁhmgnc]%lﬁﬁi La]d MS (ISP} 265.1 ((M+H)" )) was obtained in com%irabie yield

-Benzy nyI) ( H-imidazol -4-yimethyl)-isopropyl-amine W
5-; COEBYOREE0E6 Eor Example 81.a) tsing 4-aminodiphenylamine

1nstead of 3-chloro-2-fluoroaniline.
Example 156
(4-Benzyloxy-phenyl)-ethyl-(1H-imidazol-4-ylmethyl}-amine

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

| ‘( \ 3&1
oXe!
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



-86- N N The title compound, MS (ISP): 306.5 ((M+H) ") was obtained in
comparable yield analogous to the procedure described for Example 67
Wastpgg4betizylaniline instead of 4-trifluoromethoxyanil.ine inPEIeEE05/060666
Example 173 (4-Benzyl-phenyl)-ethyl-(I 4{-imidazol-4-ylmethyl)-amine N/
\\/N The title compound, MS (ISP): 292.3 ((M+H) ") was obtained in
comparable yleld analogous to the procedure described for Example 81

using 4-b en ine instead of 3- 10 chloro-2-fluoroaniline in step a).
Example Imidazol-4-ylmethyl)-(3-phenoxy-phenyl)-amine \ /Nli
N} ¢ compound MS (ISP): 266.1 ((M+H) ") was obtained in

cdmpargble yield 15 analogous to the procedure described for Example
63 using 3-phenoxy-aniline instead of 2-methoxyanitine. Example 175
(3H-Imidazol-4-ylmethyl)-methyl-(3-phenoxy-phenyl)-amine NH N 0 WO

2@&8&%@3&@ 5/%2&@17!0%6@{%w&mw&%m&momﬂ@%m

280.5 ) was o tal goustot elééJrocedure described for
§)

E*fea%ﬂp §99 (RESEHE %?;95 N, &-benpylsroamifing stead of
stepid)and fdrmatdehyeeriststeald of acetaldehyde in step b). 5 Example

5 176 Example 159

-(1H-Imidazol-4-ylmethyl)-N-isopropyl-N-phenyl-benzene-1,4-diamine
o

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-§4-1( leImidazol—_zl-ylm ethyl)-isopropyl-amino]-benzyl}-pyrrolidin-2-one

<
455

15 The title compound, MS (ISP): 313.4 ((M+H) ™) was obtained in comparable vield

K
e

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



(3-Benzyloxy-phenyl)-(3H-imidazol-4-yhnethyl)-amine NN NH o The title
compound, MS (ISP): 280.3 ((M+H)+) was obtained in comparable yield
WwWaralsgaes o the procedure described for Example 63 using PCT/EP2007/066666
3-benzyloxy-aniline instead to of 2-methgxyaniline. Example 177
(3H-Imidazol-4-ylmethyl)-(3-methoxy-phenyl)-amine 1Z7NH NH O The
titte compound, MS (ISP): 204.1 ((M+H)') was obtained in comparable
yield 15 analgggus to the procedure described for Example 63 using
3smethoxy-apifitie instead of 2-methoxyaniline. Example 178
[ I -(pyridin-4-yloxy)-phenyl]-(1.H-imidazol-4-ylmethyl)-isopropyl-a
m 0 CI 20 The title compound, MS (ISP): 343.0 (M+H)") was
obtained in comparable yield analogous to the procedure described for
Example 67 usin 3-ch|oro-4-épyridin-4-_ loxy)-phenylamine instead of
ALt SPERABRG b i i st 6-%5(%@%&%4@%}7@ in comparable yield
RE MM RA0 THRGR666 B8 dexathpliefdr7Rxample 81 using 4-[2-(4-chloro-phenyl)-

g}\g‘fllg'.%@eéyzfmﬂﬁ%-ﬂg&ax');ﬁ%t&ﬂm@ﬂ%ﬁéz-x'gﬂﬁme/kkmns. N==\NH NH

Example 162
1-{4-{Ethyl-(1H-imidazol-4-ylmethyl)-amino]-benzyl}-pyrrolidin-2-one

ge:

The title compound, MS (ISP): 299.4 ((M+H) ") was obtained in comparable yield

10 analogous to the procedure described for Example 81 using 1-(4-amino-benzyl)-

N
-
]

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

15
Example 163
(1H-Imidazol-4-ylmethyl)-isopropyl-{4-pyridin-4-ylmethyl-phenyl)-amine
N\
<
3
oy
20

The title compound, MS (ISP): 307.3 ((M+H)™) was obtained in comparable vield
analogous to the procedure described for Example 67 using 4-pyridin-4-ylmethyl-

phenylamine instead of 4-trifluoromethoxyaniline in step a).



10

15

20

5 The title compound, MS (ISP): 228.1 ([37C1 M+H]"), 226.1 (["Cl
M+H]+'), was obtained in comparable yield analogous to the procedure

WeeKoAlbeel 3or Example 63 using 3-chloro-5-fluoro-aniline inseeEiEI2007/060666

2-methoxyaniline. Example 1.80 10  _
(3,4-Difluoro-phenyl)-(1H-imidazol-4- ylmethyl) amine N~\~NH NHI F~F
To a solution of 3,4-difluoroaniline (0.60 g, 4.65 nnnol) in
1,2-dichloroethane (5 ml) were ad d 4£%rfgxllm|dazole (0.67 g, 6.97
mmol), sodium triacetoxyborohydride g, 9.29 mmol) and acetic acid
(D05 MisthiraNréBrihidApelotey e bstirdc nh ety Ehraeank: i dinweaction
mixture wag=then concentrated in vacuo and the residue was purified
using flash“ghfomatography (column: Isolute(r) Flash-NH2 (Separtis);
eluent: anol/dichloromethane gradient) to yield an off-white solid

(284 mg, 0); MS (ISP): 210.1 ((M+H)"). Example 1.81 20
(4-Bromo=34luoro-phenyl)-(1.H-imidazol-4-ylmethyl)-amine N==\ NH NH
F/Br 08/046757 PCT/EP2007/060666 -89 The title compound,

MS (ISB¥ 272.1 ([$1Br M+H]"), 270.1 ([79Br M+H]+), was obtained in
ield e e de crlbe for Exam
?%”%fé"‘ﬁéoéougc?%%%%#ﬁé‘éfﬂs P ahin e e
980yE iy IERAsaEAsareddon BremitosL-psagifaorogshphgiylamine

-maﬁaan.ﬁls chloro-2-fluoroaniline in step a).

Example 165
[3-Chloro-4-(2-chloro-phenoxy)-phenyl]-(1H-imidazol-4-ylmethyl)-isopropyl-amine

Sy, HH

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
DM
P

]

s



N=\NH NJy FF OH a)

5-1(3-11,31Dioxolan-2-v1-2,4-difluoro-phenviamino)
wonetaylsriidazole-1-sulfonic acid dimethylamide. 10 To a stirederatuti®noess

of 3-(1,3] dioxolan-2-yl-2,4-difluoro- phenyjlamlne (0.41 g, 1.94 mmol)in

methanol (10 ml) was added 4-formyl-imidazole-1-sulfonic acid

dimetinl annighe (R4 619,(Z 24 samol) andHie mixtureawas ﬁh&ﬁ@@aﬁrb@@ factar

After. coaling to,roo rature sodiu boro 10.3
s R T R R R R R S S
mrrﬁmhfélm@%ﬁﬁcéﬁt?a@e& ﬁr%@%%ﬂé%%@?ééﬁ’cﬁj@?\%\s purlfled by
flash chromatography (column: Isolute(r) Flash-NH2 (Separtis); eluent:
ethyl acetate/cyclohexane gradient). to 1o yi ?Idnglght brown gum (604 mg,
76%); MS (ISP): 389.1((M+H)"). b
5-13-[1 i3]0 ividdeni-2-yinethyliflisors qhénytamehphandindinetitdz ole-1-sulf
qAiGh2Q-a0id dimethylamide. To a stirred solution of
5-[(3-[1,3]dioxolan-2-yl-2,4-difluoro-phenylamino)-methyl]-
imidazole-I-sulfqpic acid dirnethylamide (0.60 g, 1.53 mmol) in methanol
(20 ml) ryﬁged acetaldehyde (0.43 ml, 7.61 mmol), zinc chloride
(6.13 and sodium cyanoborohydride (0.29 g, 4.60 mmol) and the
m|x eﬁ;s heated at 40 C for 1.8 h. The 25 mixture was then

trated in vacuo and the residue taken up in ethyl acetate and
was*hed with saturated ag. ammonium chloride solution. The layers were

separaied, 30 dhe aauaaps ﬁ??%(wfasrﬁa%%ﬁqtﬁgdwes%ﬁ}a%ﬁ@ eld

acetate. The combined organic phases were washed seg uentially wit

10 \gaaloers 19itReBIRAeHEEs m?élbﬁﬁie%%@d%%?magﬁ‘g BieRERE) N
coadettnatddursuiionamiheresicdluel washurified:-thy flastil 80 in step a).
chromatography (column: Isolute~ Flash-NH2 (Separtis); eluent: ethyl
W(r) 2008/046757 PCT/EP2007/060666 -90 acetate/cyclohexane
gradient) to yield a colourless viscotieBIP(538%mg, 849%): MS (ISP): 417.3
((MiH B y1-(1H-imidazol-4-ylmethyl)-amino]-phenyl}-N-methyl-methanesulfonamide

- (Y

%@Q

£
——NH

15
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).

20
Example 169
[3-Chloro-4-(pyrimidin-2-yloxy}-phenyl]-(1H-imidazol-4-ylmethyl}-isopropyl-amine



C) _
(3-[1,3]Dioxolan-2-yl-2,4-difluoro-phenyl)-ethyl-(3H-imidazol-4-ylmethyl)-a

wines/d@sfera stirred solution of 5-[(3-[ PCT/EP2007/660666

10

15

1,3]dioxolan-2-yl-2,4-dif|uoro-phenylam_irég)_-methyl]- imidazole-I-sulfonic
acid dimethylamide (0.53 g, 1.27 mmol) in tetrahydrofuran (10 ml) was
added a 4 N solution of hydrogen chloride in dioxane (3.87 ml, 15.5 mmol)
and the rligiur\ N\yas stirred at room temperature for 24 h. The mixture
was thenT @gﬂtrated in vacuo and the residue taken up in
dichloropasthane/methanol (95:5) and washed with I 10 N ag. sodium
h ¥ FOXi lution. The layers were separated and the aqueous phase

s Yback bxtracted twice with dichloromethane/methanol (95:5). The
combined organic phases were washed with saturated brine, then dried

g ' t d rated.in vacuo. The residue was .

?ﬁ%@ggéﬁéﬁiﬁﬁﬁééf;gﬁéifﬁaﬁﬁ T R i

@) e e mrasrdins sndibhbiontaaanls 6fateas @ pedtdds
gelautess/ gumplR2ylanging 796k 5 d SR 103 (M ind)in step a).
-2,6-difluoro-benzaldehyde 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 mmdfapetrdhydrofuran (5 ml) was
gdded a3 NRQ aapRais) Soution Ay drorRaHEI AEKOS-Fhire 79
mmol) and the mixture was stirred at room temperature for 48 h. The
mixture «then concentrated in vacuo and the residue taken up in ethyl
aceta}b\a d washed with 1 N ag. sodium hydroxide solution. The layers
were separated and the aqueous phase was back extracted twice with
ethyl te. The combined organic phases were washed with saturated
brine, thendried over 25 magensium sulfate and concentrated in vacuo.
The residue was purified by flash chromatography (column: Isolute
PTG iR 28 EBkiSfS SIS AL B AMAIGHorth 2 B dretgeys (o the
yetd @l yelldswcgiba (bl Exngpk&%o)isMS 315802661 QotddsHye Jns3ehé ol 3-
[ﬁgﬁxkggﬁz_jm&%gﬁgm-& ig)q]-z,6-difluoro-phenyl}-methanol. Toa
stirred solution of 3-eethyl-(3H-imidazol-4-, I~yl)-amino]-2,6-difluoro-
benzaldehyde (0.10 g, 0.39 mmol) k#kadl (3 ml) was added sodium
bictahysiddeo1(a- 9Bng:HyBEsopney ety pRstiedrahsoom
temperature,for 5 h. The mixture was concentrated in vacuo and the
residue wa ified by flash chromatography WO 2008/046757
PCT/EP;QO? 060666 -91

N

N R
L
N
The title compound, MS (ISP): 294.2 ((M+H)") was obtained analogous to the
procedure described for Example 67 using 3-pyrimidin-3-yl-phenyl-amine instead of
4-trifluoromethoxyaniline in step a).
Example 172

{4-Benzyl-phenyl}-(1H-imidazol-4-ylmethyl)-isopropyl-amine



(column: Isolute' Flash-NH2 (Sepatrtis); eluent: methanol/dichloromethane
gradient) to yield a colourless gum (604 mg, 76%); MS (ISP): 268.3

w{(hsdA)igzExample 183 5 PCT/EP2007/060666

10

15

(3-Bromo-4-fluoro-phenyl)-(3H-imidazol-4-ylmethyl)-amine N==\NH HN
Br F The title compound, MS (ISP): 272.1 (["Br M+H]'), 270.1 ([79Br
M+H]'), was obtained in comparable yield analogous to the procedure
described fo ple 1.80 using 3- bromo-4-fluoro-aniline instead of
3,4-dif|uor‘6€1‘nj<ﬁ + 10 Example 184

(3-Difluopamethoxy-phenyl)-(3H-imidazol-4-ylmethyl)-amine N==\ NH NH

e
63 using 3-(difluorometboxy) -aniline instead of 2-methoxyaniline.
Efﬁlagr&ﬁfleecé‘i ouﬁd, MS {Iggg/i)%?gﬁ_s(M+H}+') was ob airll) d in.comRIa:riﬂ:ille\l ﬁeid

luoro-3-methoxy-ph midazol-4-)71met_ yl)-amine N=\~I
NPﬂ%@uﬁ?@Tﬁé‘)ﬁﬂ@é@ﬁ?ﬁ@éﬁ?& g rsmyefF nunpiahanzyapiiige instead of
abtameddmemmpardhle yieldp a).

Example 173

(4-Benzyl-phenyl}-ethyl-(1H-imidazol-4-ylmethyl)-amine

N\
~

The title compound, MS (ISP): 292.3 ({M+H) ") was obtained in comparable yield
analogous to the procedure 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

Y
SR ]

NH

0

o

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

Cm‘[\
X NH
-

N

e¥e



analogous to the procedure described for Example 63 using
4-fluoro-3-methoxy-aniline instead of 2-methoxyaniline. Example 186 WO

waQs046%57 PCT/EP2007/060666 -92 PCT/EP2007/060666

10

(3H-Imidazol-4-ylmethyl)-(3-methoxy-p»hgpyl)-methyl-amine' N==\NH N
O a) (3H-Imidazol-4-ylmethyl)-(3-methoxv-phenyl)-amine To a solution of

;nrmiﬁ_@g)ﬁ;{%h%,nvés@i@s@émmt) (i?mﬁh@mhg%@tmﬁew_aﬁa@&ﬁ%o t@)‘_tﬁﬁ
ormylimidazo : : ol). Aftey stirring the mixture querpjght at
A DD h s e e s T B G o e
Thienwadkionimisanre avdsomes dabide ipined oh aratldeTHe iresiiule was
purified using flash chromatography (column: Isolute(r) Flash-NH2 from
Separtis; e].nent: methanol/dichlo'r\ﬁmethﬁne?g):1) to yield a white solid
(1.34 g, 18 %): MS (ISP): 204.1 ([MFEFF968) (3H-Imidazol-4-
13- BB mtpbrnyh HaHyl)mdetoyKarsieghyl)-amine
(3K=imidazol-4-ylmethyl)-(3-methoxy-phenyl)-amine (0.070 g, 0.34 mmol)
w%@h‘ssolved in acetonitrile (1.0 ml). Then formaldehyde (0.0.06 ml, 0.86
mgl

mmpgl., 37% aqueous solution) and sodium cyanoborohydride (0.065 g,
1.03 mmol) were added and 15 the reaction mixture was allowed to stir at
roo mperature for 10 minutes. The reaction mixture was then acidified
to pHZ-34 wise addition of concentrated hydrochloric acid

whereupon p itation occurred. The mixture was stirred for a further 1
t ropm temperatyre pefor ing.concentrated in.vacuo. The residue
B R R S 1 S e Ry e
hydtoside woliorresiti thed Borbrydriciayepleas dsieg dhenragnesiline instead
sylfatgangkeanaaatrated in vacuo. The residue was purified using flash

chromatography (column: Isolute F wsh-l1H§71‘rom Separtis; eluent:
methanol/dichloromethane gradien ?6“3%& 4 white solid (0.056 g, 75 %);

NIB 18R z221-8- etk 3-methoxy-phenyl}-amine

Emt\
S, o MH

NH

Q.

The title compound, MS (ISP): 204.1 ({M+H)") was obtained in comparable vield

analogous to the procedure described for Example 63 using 3-methoxy-aniline instead of

2-methoxyaniline.
Example 178
{3-Chloro-4-(pyridin-4-vloxy)-phenyl]-(1H-imidazol-4-yimethyl)-isopropyl-amine

~ 5

The title compound, MS (ISP): 343.0 ((M+H)"") was obtained in comparable vield
analogous to the procedure described for Example 67 using 3-chloro-4-(pyridin-4-

yloxy)-phenylamine instead of 4-trifluoromethoxyaniline in step a).



5

10

i5

20

Example 187 25 (1..H-Imidazol-4-yImethyl)-isopropyl-
[4-(2-pyridin-4-yl-ethyl)-phenyl] -amine HN N WO 2008/046757

WBCHHAR2G07/060666 -93 The title compound, MS (ISP): 32 pdr{fivtebt)dsos66

was obtained in comparable yield analogpus to the procedure described
for Example 67 using 4-(2-pyridin-4-yl-ethyl)- phenylamine instead of
4-trifluoromethoxyaniline in step a). 5 Example 188
Ethyl-(3H-imidazol-4-ylmethyl)-(3- eno*g-%enyl)-amine N=\NH O The
titte compound, MS (ISP): 294.1 ([ +aﬁ]3 was obtained in comparable
yietdhmmatodbipsaartirs prodéttine dhestAbdo fonEkarmle 81 using
3-phenoxyaniline instead of i0 3-chloro-2-fluoroaniline in step a). Example
1 B+Difluoromethoxy-phenyl)-(3H-imidazol-4-ylmethyl)-methyl-amine
N==\ ~NH N11 F ~OLF The title compound, MS (ISP): 254.3 ((M+H)")
was otained analogous to the 15 procedure described for Example 186
usin difluoromethoxy)aniline instead of m-anisidine in step a).

190 (3-Benzyloxy-phenyl)-
(8H-imidaZol-4-ylmethyl)-methyl-amine N.

The title compound, MS (ISP): 228.1 ([7'Cl M+H]™), 226.1 ([*°CI M+H]"™), was

obtained in comparabie yield analogous to the procedure described for Example 63 using

3-chloro-5-fluoro-aniline instead of 2-methoxyaniline.

Example 180
(3,4-Difluoro-phenyl}-(1H-imidazol-4-ylmethyl}-amine

N=—,

/ 1)

oy, NH
e

NH
A

- _
AR

Rt

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 mi). The reaction mixture was stirred at 50 °C for 4 h.
The reaction mixture was then concentrated i vacuo and the residue was purified using
flash chromatography (column: Isolute” Flash-NH, (Separtis); eluent:
methanol/dichloromethane gradient) to vield 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

=\

X NH

NH
F :
Br



L'NH sot 20 The title compound, MS (ISP): 294.1 ((M+H)") was obtained
analogous to the procedure described for Example 186 using

wO-srayioxyaniline instead of m-anisidine in step a). ExamplCTEP2(47/060666

10

15

20

30

Pluoro-3-m ethoxy-phenyl) -(3 H-imidazgl4-yIm ethyl) -methyl-amin e WO
2008/046757 PCT/EP2007/060666 -94- N==\NH N O F The title

e pgyramSIE R)S 2881 10+ sweis bhitained. angiegous 1) thewas obtained
procedure described for Example 186 using:4-fluoro-3-metho line
L Y R L AT AL A R 13 B 30 g 4
(BemBAA e piRBRiy- By @R iriddeeiorpitrtnyl)-amine N. ~NH The
titte compound, MS (ISP): 308.4 ([M+H]') was obtained in comparable
yield analogous to the procedure %escriqeeg r Example 81 using
3-benzyloxyaniline instead of 1o 3-chiofo-2Huoroaniline in step a).
EXdFipid- (33 imidgrqBinilmedudl- aymak i Rl erethbsyyPhewirashine
N==\:dd The title compound, MS (ISP): 232.1 ([M+H]") was obtained in
com&ﬁvﬂble yield 15 analogous to the procedure described for Example
81-using 3-methoxyaniline instead of 3-chloro-2-fluoroaniline in step a).

Exainrpla 194

F OH

a) 5-1{3-]1.31Dioxolan-2-vi-2.4-difluoro-phenvlamino)-methyl ] -imidazole-1-sulfonic

acid dimethylamide.

To a stirred solution of 3-{1,3]dioxolan-2-y1-2,4-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 i1 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
(1SP): 389.1 {((M+H)™).

b) 5-](3-]1.31Dioxolan-2-vi-2. 4-difluoro-phenviamino)-methvll-imidazole- 1 -sulfonic

acid dimethvlamide.

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 vacue 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



10

20

25

30

Ethyl- (4-fluoro-3-methoxy-phenyl) - (3 H-imidazol-4-ylmethyl) -amine WO
2008/046757 PCTIEP2007/060666 -95- N==\~NH N---~ Oi F The title

woamsadotMS (ISP): 250.1 ([M+H]') was obtained in comparahlenieldoso666

analogous to the procedure described fagExample 81 using
4-fluoro-3-methoxyaniline instead of 3-chloro-2-fluoroaniline in step a). 5

Bxampled98exane gradient) to vield a colourless viscous oil (538 mg, 84%); MS (ISP):

%_P {M%QQ%EI?OXY phenyl)-ethyl-(3H-imidazol-4-ylmethyl)-amine N=

The title compound, MS (ISP): 268.3 ([M-i- H]*)Was
obtained in comparable yield analogous to the procedure described for

Exahgnpﬂ%ﬁdﬁmg QI (J@jﬂM%MSFQW&%N@&SKJ%%M&%OI -4-vlmethvl)-amine.
cnioro- u roam

e P o o pheruamingcmathy]-
amid@zqkef\l ﬂlﬁonm'acldpdarfﬁﬂ@h@r@l@@@ﬁéé@wd rsnird P wsghydeofupn )10 ml)
Was M@%@M@W@Q@ igldh analegousdie:the: psacedul f?s@ﬁﬁﬁﬂb@@nd the

fOI‘ fliztégrz‘/\falg 6n7 u In I{'g%ei’rple rztluél‘!eg 1‘3% *‘9 Igégoxgc)tllpe ensy tggyggﬂcentraﬁ:ed 3]

uormet oxya ne Instep a
vacuo and the residue taken up in dichloromethane/methanol (95:5) and washed with 1

N aq. sodium hydroxide solution. The layers were separated and the aqueous phase was
back extracted twice with dichloromethane/methanol (95:5). 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
colourless gum (225 mg, 57%); MS (ISP): 310.3 ((M+H)™)

d) 3-1Ethvl-(3H-imidazol-4-vlmethvl)-amino]-2,6-difluoro-benzaldehvde,
To a stirred solution of (3-| 1,3]dioxolanQZ—yl-2,4—diﬂuoro»phenyi)«ethy1~(3H—imidazol—
4-ylmethyl)-amine (0.22 g, 0.70 mmol} in tetrahydrofuran (5 ml} wasadded 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 vield a yellow gum (111 mg, 48%); MS (ISP):
266.0 ((M+H)™).

&) {3-[Ethyl ~11mi R ino]-2,6-difluoro-phenvl}-methanol,

To a stirred solution of 3-lethvl-(3H-imidazol-4-vimethv]) -amino]-2.6-difluoro-

benzaldehyde (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



Example 197 Ethyl- (1H-imidazol-4-ylmethyl)-

[4-(2-pyridin-4-yl-ethyl)-phenyl] -amine WO 20081046757
WBCHHAREG07/060666 -96- NN H N The title compound, M8(18#ro800:® 66

((M+H)") was obtained in comparable yigJd_analogous to the procedure

described for Example 81 using using 4-(2-pyridin-4-yl-

dtytinphamyiaaiinadnstead of3roblosrenfluncdandingiinistemahdne gradient) to

Example;198 (3 H-Imidazol-4;yhnethyl) -« {3: -phenyl) '

R R B s

(3H-imidazol-4-yhnethyl)-(3-methoxy-phenyl)-amine (0.05 g, 0.25 10

mmol, Example 186 step a) in 1,2-dighigneathane (2 ml) were added

ridine-4- carbaldehyde, (Q.06. ml, 0.64 mmol),and sadium
A0 TR R S R —
stir\ at 40 C for 72 h. The reaction mixture was then concentrated in
vacup and the residue was purified using flash chromatography (column:
Iseititet Flash-NH2 (Sepatrtis); eluent: methanol/dichloromethane gradient)
to-yield a 15 yellow oil (7 mg, 10%); MS (ISP): 295.3 ((M+H)+"). Example
1 4-Chloro-3-methoxy-phenyl)-(JH-imidazol-4-yhnethyl)-amine N==
~NH NH \O
The title compound, MS (ISP): 272.1 ([*'Br M+H1"), 270.1 {[*Br M+H]"), was obtained
in comparable yield analogous to the procedure described for Example 180 using 3-
bromo-4-fluoro-aniline instead of 3,4-difluoro-aniline.
10
Example 184
(3-Difluoromethoxy-phenyl)-(3H-imidazol-4-ylmethyl}-amine
N=—

_
%NH

NH

DI

The title compound, MS (1SP): 240.1 ([M+H] "), was obtained in comparable vield
15 analogous to the procedure described for Example 63 using 3-(difluoromethoxy)-aniline
 instead of 2-methoxyaniline.
Example 185

(4-Fluoro-3-methoxy-phenvl)-(3H-imidazol-4-ylmethyl)-amine
=
2 NH

NH

O/

F
20 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



16

15

20

Cl1 20 The title compound, MS (ISP): 240.1 ([37C1 M+H]+), 238.1 (["ClI
M+H]+), was obtained in comparable yield analogous to the procedure

wdesorbed for Example 180 using 4- chloro-3-methoxy-anilinginsigatekcosss

3,4-difluoro-aniline. Example 200 WO 2008/046757 PCT/EP2007/060666
-97 [ 3-(3-Chloro-phenoxy) -phenyl] -(3 H-imidazol-4-ylmethyl)-amine
NBHXIMMLQ{/Q@{H?I‘?@tﬁ&ﬁm@%ym‘@ﬁ&%ﬁggé ((M+H)") was
obtained in comparable yield analogous to the procedure described for

ple 63 using 3-chloro-phenoxy-aniline 5 instead of
2-rpethoxyaniiine. Example 201
(3H-Imidazol-4-ylmethyl)-(3-pheno)cymethyl-phenyl)-amine NH NH The
titlﬂémpound, MS (ISP): 280.3 ((M+H)") was obtained in comparable
yield#t0o-analogous to the procedure described for Example 63 using
3phenexymetv-aniling, instead el &-methaxvapiipe. Example 202
-Fluoro-3-phenoxy-phenyl)- -imidazol-4-yimethyl)-amine N==\ NH
1 Aol BtipHefitls EHBBUHET MR ESB el i mathrnpWas Bhtainseried 4-
dompahaidazyilel(.analsgouaimihe\frocacting deseribact iordnxample 63n
%%H?Qe{lé%%r&f&’ﬁ%%%?&%éﬂﬂﬁ‘&).J;%Sé,ef‘ﬂz"ﬂh%im?&t‘a‘%’%’é%@!{.”%he reaction mixture

was then concentrated in vacuo. The residue was purified using flash chromatography

{column: Isolute’ Flash-NH, from Separtis; eluent: methanol/dichloromethane 9:1) 1o
yield a white solid (1.34 g, 18 %); MS (ISP): 204.1 ([M—!—H}*").

b) (3H-Imidazol-4-vimethvl)-
(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
{1SP): 218.3 ([M+HI™M),

Example 187
(1H-Imidazol-4-ylmethyl)-isopropyl-[4-(2-pyridin-4-yl-ethyl)-phenyl]-amine

~

==
X



Example 203 (3H-Imidazol-4-ylmethyl)-(2-methoxy-pyridin-4-yl)-amine

WO 2008/046757 PCT/EP2007/060666 -98- N==\NH HN O N The title
woanepowd; MS (ISP): 205.0 (M+H)T") was obtained in comparabBiesigtbeses

analogous to the procedure described fopzExample 63 using

4-arnino-2-methoxypyridine instead of 2-methoxyaniline. 5 Example 204

(BhEtithrcodrmethdXyphenyl - BH fimidarolydvyiobthiyl)d soptopykabingel
NH, N'~' \ O, cl The title S ):-280. +H) -) was
AN e pT RS SRR MR 2 A B B ey
phemilieie? wsisydathibibusiraaiy i BremAihme instead of
4-trifluormethoxyaniline in step a). Example 205
(2,2-Dioxo-2,3-dihydro-IH-benzo Example 188
[c]thiophen-5-y|)—(3H-imidazol-4-y|met1ﬁ!§|5- Isopropyl-amine ~NH N'1-' S
Bths-G3thimidezebripybuedy S (bpyo3pe e+ Jievas obtained in
cemparable yield analogous to the procedure described for Example 67
d‘;ﬂ'ﬁ* 5-amino-1.,3- dihydrobenzo[ c]thiophene 2,2-dioxide instead of

4-t 'ﬂugrmethoxyaniline in step a).

s¥e

The title compound, MS (ISP): 294.1 ({M-+H] ™) was obtained in comparable yield
analogous to the procedure described for Example 81 using 3-phenoxyaniline instead of
10 3-chloro-2-fluoroaniline in step a).
Example 189

(3-Difluoromethoxy-phenvl)}-(3H-imidazol-4-ylmethyl)-methyl-amine
=
. NH

N/

LI

The title compound, MS (ISP): 254.3 ((M-+H)"") was obtained analogous to the
15 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

B

=
(TNH
-~

5o

20 The title compound, MS (ISP): 264.1 ((M+H)") was obtained analogous to the
procedure described for Example 186 using 3-benzvloxyaniline instead of
m-anisidine in step a).

Example 191
(4—Fiuoro-?a-methoxywphenyl)~(3H-imidazol—4~yimethyl)mmethylwamine



20 Example 206 WO 20081046757 PCT/EP2007/060666 -99
[3-(3-Chloro-phen oxy)-phenyl] - (3H-imidazol-4-yImethyl)-isopropyl-amine

W Me4/086b357 Cl | O / The title compound, MS (ISP): 342.1 ((Me¢4)ryers /060666

5

10

15

obtained in comparable yield analogousto the procedure described for
Example 67 using 3-(3-chloro-phenoxy)- 5 phenylamine instead of
4rfluormethoxyanilnte in step a). Example 207
(34-idazol-4-ylmethyl)-isopropyl-(3-phenoxymethyl-phenyl)-amin e N

NH_10 The title compound, MS (ISP): 322.5 ((M+H)+') was obtained in
comparable yield analogous to the procedure described for Example 67
usi -phenoxymethyl- phenylamine instead of 4-trifluormethoxyaniline in

step.gy~Example 208 1.5 -

(4-Flboro-3-phenoxy-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine
N. ~NH N, F The title compound, MS (ISP): 326.3 ((M+H)") was

obta TSy AbM el Snhlbyoitd o ties pRjeBidredloserpEiths:
Exarngleeaiz susitg] 4ot koronBlp héhoxyg ghtbmytariineithsigadildhe instead of

A}fltwr%lgsqgmggg%ggjl_ine in step a). 20 Example 209

(3-Benzyloxy-phenyl)-(6-bromo-pyridin-2-ylmethyl)-(3H-imidazol-4-ylmethy
)-amine WO 2008/046757 PCT/EPZ607/640866
(3-Benzyloxy-phenyl)-ethyl-(3H-imidazol-4-yimethyl)-amine

1=\

. NH

Se

The title compound, MS (1SP): 308.4 ([M+H] ™) was obtained in comparable yvield
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
N

~
G

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-yimethyl)-amine



5

10

i5

-100- N==\NH N_~ Br a)
(3-Benzyloxy_phenvl)-(6-bromo-pyridin-2-ylmethyl)-amine To a solution of
wa-meamyboxyaniline (0.70 g, 3.51 nnnol) in 1,2-dichloroethane{i0mrd) o wenscs
added 6-bromo-pyridine-2-carboxaldehyge (0.65 g, 3.51 mmol), sodium 5

triacetoxyborohydride (1.49 g, 7.03 minol) and acetic acid (0.80 ml, 14.1
). The reaction mixture was shaken at 40 C overnight. For work-up
i omethane (100 ml) and IM sodium bicarbonate solution (40 ml)
were added and the mixture was shaken. The organic layer was
sepdrated, dried over magnesium sulfate and evaporated. The residue
wa rified using flash chromatography (heptane/ethyl acetate = 3:1.) to
yie 10-orange oil (1.03 g, 80%); MS (ISP): 371.1 ([81Br M+H]'), 369.1
([79Br M+H] 7). b) (3-Benzvloxy-phenyl)-(6-bromo-pyridin-2-
I~yD)-(3H-imidazol-4-y Imethyl% amine (3-Benzyloxy-phenyl)-(6-bromo-pyrid
FUDSjiHAPTThe To 107, 537 thHhOH e S5 SRR SHTRBMAIOI
rabhldden 4-thapytinaitiazdedabkd Hr E_brpinel) uzing shilasides - @dabodyaniline
ad sodium. o) ide (0.05 g, 0.81 mmol) were
2%%%%?%2 %1%9 rgeg?:%i%g{tﬂf%%q\évi,&gﬁ%wed to stir at 40 C overnight.
After cooling, the reaction mixture was poured onto
annnoniumchloride/ice and extracted with ethyl. acetate (2 times 50 ml).
The organic layer was dried over ma ]q]eiieuggssulfate and evaporated. The
20 residue was purified using flash chromatography (Si02; eluent:
etpdlvordieribeampetitanb-=ethd) @ iandarcb#-wimesylihagonel g, 94 %);
ISP): 451.1 (["Br M+H]'), 449.1 ([""Br M+H]'). Example 210 25 Ethyl-
?%"ﬁ’hidazol-4-ylmethyl)-(4-methoxy-pyrimidin-2-yl)-amine i=N\\ HN~
IN N\;@ 1

QUL

The title compound, MS (ISP): 268.3 ([M+H] ") was obtained in comparable yield
analogous to the procedure described for Example 81 using 3-(difluoromethoxy)aniline

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

Example 196
(3H-Imidazol-4-ylmethyl)-isopropyl-[3-(1-methyl-piperidin-4-yloxy)-phenyl]-amine

HN/\mfN
BN

yo¥s

The title compound, MS (ISP): 459.4 ((M+H)"™) was obtained in comparable vield
analogous to the procedure described for Example 67 using 3-1(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



a) 5-Ethylaminomethyl-imidazole- I-sulfonic acid dimethylamide WO
2008/046757 PCT/EP2007/060666 -101 To a saturated solution of

weothylgmiate7in methanol (40 ml) was added 4-formyl- imidazatedlzatiomicocss

10

15

20

acid dimethylamide (2.5 g, 12.3 mmol) agd the mixture was stirred
overnight. Sodium borohydride (0.70 g, 18.5 mmol) was added and the
mixture was ﬂg:?red at room temperature for 3 It. Water was added and
the solutimgl extracted 5 three times with ethyl acetate. The combined
[ ers were dried over magnesium sulfate and evaporated. The
s purified by flash chromatography (Si02: '
methane/methanol = 9:1) to yield a light yellow oil (0.785 g, 27%);
\SAISP): 233.1 (M+H)"). 10 b)
4-1[Ethyl-(4-methoxy- vrimidin-2-yl%g[amingl-meth [}-imidazole-I-sulfonic
adia inretyrimtidIR SokticNof 5 ﬁbﬁbrhiwe%ﬁgﬁﬁwﬁﬁﬁraa%@@rféﬂ%ﬁié
acigl djme thydamide (b2 dager BB enihaly @bl ardrd-msath axi2-pyiiidicine ] -
(82@%%@&%;%%%9&'@9@%&"5‘-@1&?&859%&0% Xhﬁ@ﬁﬂ%&%é&. ml, 3.0 mmol)
in 1sopropanol (2 ml) was heated in a sealed vessel in a 15 microwave
oven for 20 min at 160C. Ethyl acetate (20 ml) and silicagel (1 g) was
added and the mixture was evapoRtefiplEiegesidue was purified by flash

matography, column.[solute’ Flash- _2&8 artis), eluent: heptane /
TS T B o L s,
T\0, ((M+H)™). 20 c) Ethyl-
-imidazol-4-ylmethyl)-(4-methoxy-pyrimidin-2-yl)-amine 4-f

thoxy-pvrimidin-2-vl)-aminol-methyli-imidazole-I-sulfonic acid

ylaertde (0.265 g, 0.78 mmol) was dissolved in aqueous
h ofic acid (4N, 2 ml) and the mixture was stirred at 100C for 2
S

y

urs. After cooling.concentrated spdium hydroxide solution was added
kiRl el i SR YN SRS
avstatelEnepbolAb el Origanic daydesoatbre el fieth b verr eraigae gipmdise Hate

anchaNRRoiatethane sesidns drrsRUilad Py flash SnBIaiegieraY. ¢, 0.98
column: Isolute Flash-NH2 (Separtis); eluent; hegtﬁnﬁ/ ethyl acetate’ =
S

TR yiel6ITAACEHBRE REURES (LR A8 G6)oRré ¢ EPSAUORRALEYS, was then
3@ieampia 21 tadBHaithitlazediday s thylifisb psomyflaph chromatography (column:
Fdhded ’ﬁ%t-rﬁwq@mﬂmmﬁt!'15(4%)1'01/ dichloromethane gradient) to vield a

yellow oil (7 mg, 10%); MS (ISP): 295.3 ((M+H)™).

H

Example 199
(4-Chloro-3-methoxy-phenyl)-(1H-imidazol-4-ylmethyl}-amine

MN==

=\
%:NH

NH

) 0
a |

The title compound, M$ (ISP): 240.1 ("CI M+H]1"), 238.1 ({CI M+H1"), 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



5

i

phenyl]-amine WO 2008/046757 PCT/EP2007/060666 102- N==\NH O
The title compound, MS (ISP): 362.4 ((M+H) ') was obtained in

weomparabke yield analogous to the procedure described for Examplendsosse

using 3-(1,2,3,4-tetrahydro- naphthal_en-%T-_onxy)-phenyIan-iine

(synthesized in analogy to its 2-chloro dérivative as 5 published in

W0R0ERA46332h siepd A A-Elluametheyaniingy - sieha). Example
212 Ethyl- (3H-imidazol-4-ylmethyl)-(4-phenoxy-pyrimidin-2-yl)-amin e N

HN yI'JI~ N/}, v O to The title compound, MS (ISP): 296.3 ((M+H)") was
obtained in €omparable yield analogous to the procedure described for
Example 210+wsing 2-chloro-4-phenoxy- pyrimidine instead of

2-chlgro-4-methoxy-pyrimidine in step b). Example 213 t5 _
(3- :@. onenyI)-(2-methyI-IH-imidazol-4-y|methyl)-amine N\\ HN) )
HN The tile compound, MS (ISP): 294.0 ((M+H)") was obtained in '

CoReRaraReiRldd analogpusie the prosgdytedesaibe irdm@mple fdd
ushg fomylzmetiyimidazole, instead of Koy imidazoleand
.’f—l%n%yllloxyanll' € instead © -met?10x}§fanﬂlﬁg.w 900 B%Pg?}oxy antine
POREREComobeee6ling3 Example 214

Example 201
(3H-Imidazol-4-ylmethyl)-{3-phenoxymethyl-phenyl)-amine

N=—

X
Cnps

The title compound, MS (ISP): 280.3 ((M-+H)™) was obtained in comparable vield
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

A==

(8
S N
NKH
OD
F
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-yI})-amine



(2-Benzyl-6-chloro-pyrimidin-4-yl)-ethyl-(3H-imidazol-4-ylmethyl)-amine

HN N Cr N 5 The title compound, MS (ISP): 328.3 ((M i-H)+') was
woltaigied inrcomparable yield analogous to the procedure descrizechfoneosss

Example 210 using 2-benzyl-4,6-dichloregpyrimidine instead of

2-chloro-4-methoxy-pyrimidine in step b). Example 215 10

(2--BBenazyl-pyrimidin-4-yl)-ethyl-(3H-imidazol-4-ylmethyl)-amine " HN
Nhhl%%ﬁﬁl N
(2-Bengyl-6-chloro-pyrimidin-4-yl)-ethyl-(3H-imidazol-4-ylmethyl)-amine
(0.16% g, 0.5 mmol) was dissolved in methanol (3 ml), ammonium formate
(Od.i%, 0.5 mmol) and palladium on charcoal (0.164 g, 10% Pd) was

a nd the mixture was refl.uxed for one 15 hour. After cooling the
catalyst was filtered off and the solvent was evaporated. The residue was

rifieq by flash chromatography (column; Isolute(r) Flash-NH2 fro _
e T ek At T O & B g SR LB
(BrRB g &Lt MBS (B} d2@died M+ Eyat) p@impleg2t 602 o- 2-methoxypyridine

Ethyla@5Hmidazel4namethyl)-(6-phenoxy-pyrimidin-4-yl)-amine WO
2008/046757 PCTIEP2007/060666_ -104- /=0\WW\W HN~ N~ ~N O The title
®> compound, MS (ISP): 296.3 ((M+H§3‘W3§eo%%ined in comparable yield

araltigous Itk proebdurd) daBciihiat fok Exanuole121&psipgl-amine
2-ghloro-6-phenoxy-

. NH

PN

o
o |
The title compound, MS (1SP): 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-trifiuormethoxyaniline in step a).

Example 205
(2,2-Dioxo-2,3-dihydro-1H-benzo[c]thiophen-5-yl)-(3H-imidazol-4-ylmethyl)-

isopropyl-amine
I\C_E
X MNH
N/I\

=0
15 o
The title compound, MS$ (ISP): 306.1 ((M+H)"") was obtained in comparable vield

analogous to the procedure described for Example 67 using 3-amino-1,3-

dihydrobenzo{c]thiophene 2,2-dioxide instead of 4-trifluormethoxyaniline in step a).

20 Example 206



pyrimidine instead of 2-chloro-4-methoxy-pyrimidine in step b). 5 Example
217 (4-Chloro-pyrimidin-2-yl)-ethyl-(3H-imidazol-4-ylmethyl)-amine //-N

whH b Bh The title compound, MS (ISP): 238.0 ((M+H)") wesmbtaineddstcs
comparable yield lo analogous to the pregedure described for Example
210 using 2,4-dichloro-pyrimidine instead of

2xldormid rongthaxy Ny HaiNE 30 StaRP) R ady S MBI pRIYE sepaation
from the 2;chloro-pyrimidin-4-yl isomer before step c). Example 218 15
(2-Cliloro4Qytimidin-4-yl)-ethyl-(3H-imidazol-4-yhnethyl) -amine N\ HN
JJINI/~ N%T e titte compound, MS (ISP): 238.1 ((M+H)") was obtained
in comparabE yield analogous to the procedure described for Example

213@9 ichloro-pyrimidnne instead of
2 &

oxy-pyrimidine in step b) and chromatographic separation
20 from the 4-chloro-pyriunidin-2-ylisomer before step c¢). Example 219

\R}@ %Gémﬁmﬁﬁ%ﬂ@ﬁi‘oﬁﬂééﬁﬁéﬁ}-ﬁb@% obtained in comparable yield
(dnalidchianoipypimiedne2-gtlbtdvd Ezatndlyl aTaibiyl)-2udiing] dvd- bkl -
5 '}Lﬂ‘gwm%'h\e%stead of 4-trifluormethoxyaniline in step a).

Example 207
(3H-Imidazol-4-yimethyl}-isopropyl-(3-phenoxymethyl-phenyl)-amine

Q:E\NH
A

Oy

10 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-triffuormethoxvaniline in step a}.

Example 208
15 (4-Fluoro-3-phenoxy-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine
M=
N

NH
A
s¥s
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).
20 '
Example 209
(3-Benzyloxy-phenyl)-(6-bromo-pyridin-2-ylmethyl)-(3H-imidazol-4-ylmethyl)-amine



To a solution of 2-amino-4,6-dichloropyrimidine (1.00 g, 7.72 mmol) in
dichloromethane (8 ml) were added 4-formylimidazole (0.74 g, 7.72 mmol)

wenis/tetraisopropyl orthotitanate (2.86 not, 9.65 mmol). Afterstiningothesocss

(]

10

15

20

mixture at 40 C overnight ethanol (8 mll&p_d sodium borohydride (0.38 g,
10.0 mmol) were added. The reaction mixture was stirred 40 C for 7
hpeys. Then mixture was concentrated in vacuo and the residue was

ifled by flash chromatography (methanol/dichloromethane gradient) to
yi ' stals (43 mg, 26%); MS (El): 247.1 (37CI M), 245.1
(37 WO M"), 243.1 (35CIM"). Example 220 (1
H- azal-4:ylmethyl)-(4-methyl-pyrimidin-2-yl)-amine N\\ Ht NH NN
The titl€’cofnpdund, MS (ISP): 190.4 ([M+H]'), was obtained in
comparable y|eId 15 analogous to the procedure described for Example

g ) sathgf-amine

Zrammﬁo@l g@@w& qinee ' le 5?1211166&3401%0&98%%%% 10 ml)
(1H-i NH 20 WO 2008/046757

azol-4- Imeth [)-amjne
RS %gfﬁ%irﬁ%‘%é BisS s (SPpoa gt
(tmﬁmﬁymmbtalﬂéu‘fm gsohiparaiié yield:ahalogd (B30 thelgrocedule The
q%§&ﬁ@?91[9&1@‘@5@ I@iﬁaé&%@n&%ﬁxﬁ@m opy/ @8&”1%3 instead b thane (100 mD)
3, 4 dlfluor -ani xampl
(%n Ib 12(%4 ilﬁtp&)gz%l‘(} 419?,{%/@%%51% mlél the mixture was shaken,

The orgamc layer was separated, dried over magnesium sulfate and evaporated. The

residue was purified using flash chromatography (heptane/ethyl acetate = 3:1) to yield an
orange oil {1.03 g, 80%); MS (ISP): 371.1 (|*'Br M+H]"), 369.1 ({”’Br M+H]").

b) (3-Benzvloxy-phenyl)-(8-bromo-pyridin-2-vlmethvD)-(3H-1midazol-4-vimethyl)-

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 cyancborohydride (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 (SiO3; eluent:
methanol/dichloromethane= 1:9) to vield an off-white gum (0.11 g, 94 %); MS (ISP):
451.1 ([¥Br M+HI"), 449.1 (”Br M+H]").

Example 210
Ethyl-(3H-imidazol-4-ylmethyl)-(4-methoxy-pyrimidin-2-yl)-amine

FN
HN,_ 2

NN

r-imidazole-1-sulfonic acid dimethvlamide




10

15

20

30

Nkk\ HNN( y\NH 6--v The title compound, MS (ISP): 214.1 ([M+H1"), was
obtained in comparable yield analogous to the procedure described for

wé&xample 780 using 3-cyclopropyl-aniline instead of 3,4-difluere/ariingesoses

10 Example 223 (4-Cyc|opropyl-phenyl)- i
H-imidazol-4-ylmethyl)-isopropyl-amine N\~~\ HN N The title compound,
zﬂ§a( h&tb%ga%é@ﬁdﬂwﬁbﬂ%%ﬁﬁﬁxﬁﬁ@mﬁ%ﬁaﬁ!ﬂqwm 1he RIREedRenyI-

escri or Ex S
AR BB, CLeRTTe 148y ey heaisits 231 gired
instezighof $8#H LM h@tﬂbﬂ}fd%ﬂﬁ(@tﬁ% (8. Frifloordmeshddydoehiiy-anitiere was
Exa@ple déth temperatme for 3 h. Water was added and the solution was extracted

o R Sl

anHiggeus etmaﬁwa‘qyrba"é)dupeldieswnbpdrfﬁt@mﬂqs]ecaﬁbstemg‘)aubﬂ@ioz

(Fey6lenionyEheadACHE-imidazal WO 2008040 627 0.785 g, 27%); MS (Isp):
PCT/EP2007/060666 -107 4-ylmethyl)-amine (Example 222) instead o

(23?-‘1: f%ﬁ)oﬁ)-ﬁylmethyl)-@- trifluoromethoxy-phenyl)-amine. Example 225
(3-Bromo-phenyl)-(3H-imidazol-4-ylmethyl)-amine N==\ NH

b) 4-{TEthyl-(4-methoxy-pyrimidin-2-yl)-amino]-methvl}-imidazole-1-sulfonic acid
dimethylamide
A solution of 5-ethylaminomethyl-imidazole-1-sulfonic acid dimethylamide (0.527 g,

2.25 mmol), 2-chloro-4-methoxy-pyrimidine (0.217 g; 1.5 mmol) 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 vield 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-{[Ethyl-(4-methoxy-pyrimidin-2-vl)-amino!-methvll-imidazole-1-sulfonic acid

dimethylamide (0.265 g, 0.78 mmol) was dissolved in agueous hydrochloric acid (4N, 2

'mi) 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



HN 5 Br The title compound, MS (ISP): 252.2, 254.1 (M+H)') was

obtained in comparable yield analogous to the procedure described for
wa&xarsple 83 using 3-bromoaniline instead of 2- methoxyaniliReTER2NHIS0666

226 to (3-Bromo-5-trifluoromethyl-pheny});(3H-imidazol-4-ylmethyl)-amine

N==\NH HN F Br F F The title compound, MS (ISP): 320.1; 322.2

(:MH)") was obtained in comparable yield analogous to the procedure

ibed for Example 63 using 3-bromo-5-trifluoromethyl- aniline instead
of -m,ét\hoxyaniline. 15 Example 227 3- [

(ISP): 199.3 ((M+H)") was obtained in comparable yield

v e procedure described for Example 63 using
3-amino-benz ile instead 20 of 2-methoxyaniline. Example 228
(3H-Imidazol-4-ylmethyl)- (3-isopropyl-phenyl)-amine WO 2008/046757
AGT1ER 20070606665 ({198: M2 (NHM-+HN') was obtained in comparable yield

analogous to the procedure described for Example 67 using 3-(1,2,3,4-tetrahydro-
naphthalen-1-yloxy}-phenylamine {synthesized in analogy to its 2-chloro derivative as
5 published in WQ2007046392) instead of 4-trifluormethoxyaniline in step a).

Example 212
Ethyl-(3H-imidazol-4-ylmethyl)-(4-phenoxy-pyrimidin-2-yl)-amine

e N
HN._ 2

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
HN 2

&L
he

The title compound, MS (ISP): 294.0 ((M+H) ™) was obtained in comparable vield
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.



The title compound, MS (ISP): 216.3 ((M+H)") was obtained in
comparable yield analogous to the procedure described for Example 63

wosing/B+zepropylaniline instead of 2-methoxyaniline. 5 Examplei@287/0s0666

10

15

26

Ethyl-(1 H-imidazol-4-ylmethyl)-(2- pheno%\é pyrimidin-4-yl)-amine -N\\\\\

HN~ N a)

44(22--Chloro-pyrimidin-4-) Tl)-etlavl-aminol-methyll-imidazole-I-sulfonic

acid dimethylamide 10 The title colgn TP [{r\]ges (ISP): 345.1 ((M+H)") was

obtained in comparable yield analog procedure described for

Exdrepiel H1 Gilming 2iamidonibnd) pyhivhidiHeinridteall fImethyl)-amine

2 ?bmro -4-methoxy-pyrimidine in step b) and chromatographic separation
e 4-chloro-pyrimidin-2-yl isomer without performing step c) at the

end 15 b) 4-1[Ethyl- (2-phenoxy-pyrimidin-4-yl)-amino I-methyl

-I-sulfonic acid dimeth, laide To sodium hydride (0.194 g, 55%

in migexal oil, 4.4 mmol) in dimethylformamide (1.5 ml) was added

phengl. {0.418 g, 4.4 mmol) and stirring was continued for 15 min at room

teperature. To this reaction mixture 4-{

imidin-4-yl)-ethyl-arnino] 20 methyl}-imidazole-I-sulfonic acid

(0.153 g, 0.44 mmol) was added. After stirring and heating

to 80C overnight the solvent was evaporated. Water was added (5 ml)

alrfek tite erisin peivvia SSXETSIR e it dEhYT Ao etaten (RO 1md) itwioepRheble vield

czgmega@@ 1OEHARIGLRYEFS uersuM@Ehatl I Walgh Siriesl UER MARNGSIITY,-

and ev The residue was puyrified using flash
SO ARy a2 AR TR A O 95 2 9a:5) to yield

the title compound as a colourless gum, MS (ISP): 403.4 (M+H)") . WO
2005/046757 PCT/EP2007/06066§5X§19 &5

th I-(1H-imidazgl-4-ylmethvl) enox pyrlmldln 4 -yl)-amine To
YhevamistiRy i n‘ﬁéﬁﬂfb%‘@% &%ﬁrf@y RATBYLEBERGI1-(2-phenoxy-

py din-4-yl)-amino]-methyl}-imidazole-I-sulfonic aC|d dimethylamide (65
it @16 mmol) was dissolved in hydrochloric acid in ethanol (5N, I. ml)
and the mixture was
N
<" N
o

N

(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 vield 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

10

20

5 stirred at 100C for 2 hours. For workup aqueous sodium hydroxide
solution (0,5 ml, 1N) was added to basic pH and the mixture was

wextiagtaerthree times with dichloromethane. The combined etgapiedayedssss

were dried over magnesium sulfate anglgz aporated. The residue was
purified by flash. chromatography (SiO2; ethyl acetate/methanol = 95:5)
to peld a white solid, (0.022 g, 46 %); MS (ISP): 296.3 to (M+H)").
EXagfiple 230
(2-Chlorg-5-fluoro-pyrimidin-4-yl)-ethyl-(1H-imidazol-4-ylmethyl)-amine
/=N\\ HN~ F/ NNCI The title compound, MS (ISP): 256.3 ((M+H)") was
obtdinegl in comparable yield 15 analogous to the procedure described for
Exarfiple®10 using 2,4-dichloro-5-fluoro- pyrimidine instead of
2-chlor ethoxy-pyrimidine in step b). Example 231 Ethyl- (1
H-imida -ylmethyl) -pyrimidin-2-yl- amine /-N\ HN NA NN 20 The title
compound, MS (ISP): 204.1é%M+H ") was obtained in comparable yield
a8 e TPt britedare: ddscbabHdr Exenphiong igiegnparable yield
2eliierpyrimidinec sdsteattsaf ¢ e ocdrprtD DX Ry imitivecls e bYy-
2%5 EX?@H@%‘%’%&Z of 2-chlorg-4-methoxy-pyrimidine in step b
( C oro-pyrimidin- -yﬁ-et%yl-?ﬁ-hlrﬁd%o?—ﬁ-yfmé’tﬁy%’-aghine WO
2008/046757 PCT/EP2007/060666 -110- [=N\\ HN~

Example 217

(4-Chloro-pyrimidin-2-yl)-ethyl-(3H-imidazol-4-ylmethyl)-amine

HN/_\:%
N~
N)\N
A
The title compound, MS (ISP): 238.0 ({(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 2-chloro-pyrimidin-4-vi isomer before step c).

_ Example 218
(2-Chloro-pyrimidin-4-yl)-ethyl-(3H-imidazol-4-ylmethyl)-amine

=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

from the 4-chloro-pyrimidin-2-yl isomer before step cJ.

Example 219



N CI N~ The title compound, MS (ISP): 238.0 ((M+H)") was obtained in
comparable yield analogous to the procedure described for Example 210

WOgitg/a4erglichioro-pyrimidine instead of 2-ch|oro-4-methoxprymmilﬁWé}ﬁ%66

16

15

step b). 5 Example 233

(6-Chloro-2-methyl-pyrimidin-4-yl)- ethyl (1H -imidazol-4-ylmethyl)-amine
[N a0V phiaditl i comMpoUnd iR A5 R ) 12Rth ¥ ({(Mdikl ) was obtained
%%Qmparable yield to analogous to the procedure described for Example

using 4,6-dichloro-2-methyl- pyrimidine instead of
2-chloro-4-methoxy-pyrimidine in step b). Example 234
yF

Ethy~{kH-imidazol-4-ylmethyl)-(4-trifluoromethyl-pyrimidin-2-yl)-amine /--
N\ H) N] NA NIIIN F 15 F The title compound, MS (ISP): 272.3 ((M+H)")
was]obthined in comparable yield analogous to the procedure described
fér Exampte 21.0 using 2-chloro-4- (trifluoromethyl)-pyrimidine instead of

2rghlesQrfiomsinOXIRY ITHCHNG, B SESH @d@fé EI Ole23antflhyh

] 1H%nég%é?flfb%§5%% h\%{%?éfﬁfﬁ ks 4 me &0 el 02919 3/9%971%171101) and
tetraisopropyl orthotitanate (2.86 mi, 9. 65 mmol) After stirring the mixture at 40 °C
overnight ethanol (8 ml) and sodium borohydride {(0.38 ¢, 10.0 mmol) were added. The
reaction mixture was stirred 40 °C for 7 hours. Then mixture was concentrated in vacuo
and the residue was purified by flash chromatography (methanol/dichloromethane
gradient) to yield white crystals (43 mg, 26%); MS (EI): 247.1 (7Cl M™, 245.1 (7C1PC
M), 243.1 (°CIM ™),

Example 220
(1H-Imidazol-4-ylmethyl)-{4-methyl-pyrimidin-2-yl)-amine
=N
HN,_ 2
NH

o

AN
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

=
H%\%f

NH



N N The title compound, MS (ISP): 204.2 ((M+H)") was obtained in
comparable yield analogous to the procedure described for Example 215

wosiog/(@echtoro-pyrimidin-4-yl)- ethyl-(1H-imidazol-4-ylmethyBeéammrmo7/069666

i0

20

instead of (2-benzyl-6-chloro- pyrlmldln-é}@g) 5
ethyl-(3H-imidazol-4-ylmethyl)-amine. Example 236 Ethyl-(1

ﬂﬂmﬁ&@ﬂwuﬁath&m@&mahymymmm #- yoaasma@aea\hmlwpardwﬂemid
The title compoun

P). 4 S obta ned,in compar
e e H R RS L iR
(Bruepgretd %WIWHH#Mn 4-yl)-ethyl-(1H-imidazol-4-ylmethyl)- amlne
instead of (2- benzyl -6-chloro- pyrinﬂgﬁmﬁ;—yﬂz@thyl-

(iﬂd Bazol ﬂ'ld‘: min

N R:]ﬁ’I%’Fo S eat:f%/‘f = %fnﬁ -ylmethyl)-amine
Hr!fi“ N)~ cl'' cI The title compound, MS (ISP) 272.5 (M+H)") was
Fined in comparable yield 20 analogous to the procedure described for
fple 210 using 2,4,6-trichloro-pyrimidine instead of
0-4-methoxy-pyrimidine in step b) and chromatographic separation

2008 7 PCT/EP2007/060666 -112 Example 238
(%1166 tnﬁehclc%?pgﬁ'ﬂén &9&1 (4118}519 8 qy {El\'/_I'ﬁ Iﬁ‘]lcgazv(\)f!{sdf o 'traﬂggﬂyg gorpr{ggrai)le yield
analogous to the procedure described for Example 180 using 3-cvclopropyl-aniline
instead of 3,4-difluoro-aniline.
Example 223
(4-Cyclopropyl-phenyl)-{1H-imidazol-4-ylmethyl)-isopropyl-amine

/:N
HN%
N/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
FN
HN 2

PN

3

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-



\\ HN~ N N CI N CI The title compound, MS (ISP): 272.8 (M+H)") was
obtained in comparable yield 5 analogous to the procedure described for
wbBxamsple 210 using 2,4,6-tichloro-pyrimidine instead of PCT/EP2007/660666
2-chloro-4-methoxy-pyrimidine in step b) and chromatographic separation
from the 4,6-dichl.oro-pyrimidin-2-yl isomer before step c). Example 239

10y(HRdividazekdzimatyasprraad-(4methapapirimidindgsy)) amine

I\tl—f ‘Ijol}_l(gJﬁJed}lmlyv_vhcg Tpga}li;[leecompound, MS (ISP): 248.1 (M+H)") was
obtained in comp%ra@ig ylell(rj1 analogous to the procedure described for

'Example 210 using isopropylaminebiastede?3f ethylamine in step a). 15

Es asnpigo2Ai B BspraonRisiding 2 (BHrimigiazol-4-yimethyl)-amine
JNm HN \'N Br The title compound, MS (ISP): 253.0; 255.0 ((M+H)") was
obt 'r@@in comparable yield 20 analogous to the procedure described for
Example 63 using 2-amino-6-bromopyridine instead of 2-methoxyaniline.

WER-2008/046757 PCT/EP2007/060666 - 113 Example 241

Q.

The title compound, MS (ISP): 252.2, 254.1 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 63 using 3-bromoaniline instead of 2-
methoxyaniline.
Example 226
10 (3-Bromo-5-trifluoromethyl-phenyl}-(3H-imidazol-4-ylmethyl)-amine

Nz
N ANH

HiN

F

Br
}L‘

-
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.

15 Example 227

3-[(3H-Imidazol-4-ylmethyl)-amino]-benzonitrile
AR
S/NH
HN
QN

The title compound, MS (ISP}: 199.3 ((M+H)") was obtained in comparable vield
analogous to the procedure described for Example 63 using 3-amino-benzonitrile instead
20 of 2-methoxyaniline.
Example 228
(3H-Imidazol-4-ylmethyl)-(3-isopropyl-phenyl)-amine



10

20

(3H-Imidazol-4-ylmethyl)-(4-methyl-pyridin-2-yl)-amine N==\NH HN N
The title compound, MS (ISP): 189.4 ((M+H)") was obtained in comparable

wyielddoasratogous to the procedure described for Example 63 OUsinez07/060666

-amino -4-methylpyridine instead of Z-M%%hpxyaniiine. Example 242
(3-Bromo-phenyl)- (3H-imidazol-4-ylmethyl)-isopropyl-amine //IN~NH N
Sr 18=hhe title compound, MS (ISP): 294.1; 296.2 ((M+H)") was obtained
inc able yield analogous to the procedure described for Example
67 using 3-bromoaniline instead of 4- trifluormethoxyaniline in step a).
Extinple 243
BxQmo-5-trifluoromethyl-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-ami
===\NH N F Br F F 15 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
GFite tiiflucympthoxdy Al BEPIn Btep ANV2HERampBleiRdidied in comparable yield

(85 %‘E%@.%' RyFig %1%%9{&%‘3@%‘%@6%9 E}Qgﬂ%m/& iﬁBﬂ?ﬁY&b@%ﬁﬁwﬂine instead of

2-methoxyaniline.

Example 229
Ethyl-(1H-imidazol-4-yimethyl)-{2-phenoxy-pyrimidin-4-yl)-amine

=N
HN\f
NS
<9
\NJ\O
a) 4-{{(2-Chloro-pyrimidin-4-vl)-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 ¢} at the end.

midazole-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-I-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 (SiOs; eluent: heptane/ethyl acetate
= 95:5) to yield the title compound as a colourless gum, MS (I1SP): 403.4 (M+H)™) .



W(r) 2008/046757 PCT/EP2007/060666 - 114 N 11 NH N JY :N Br The

titte compound, MS (ISP): 295.1; 297.2 ((M+H)') was obtained in
wgampatahe yield analogous to the procedure described for EexenminBios66

using 2-amino-6-bromopyridine |nstead18§4 trifluormethoxyaniline in step

a). 5 Example 245

@Fhmd@zphﬁr&mmwmgmwlﬁﬁem@rwmmwbvmamwl\l~ \'NH

YTHQe t|t| % Ul und, MS (“S 2r5§ 1t1 M+H é %eno
com% Pgﬁlé f/le]f[crf1 o’ aar%%()%lus ’flot 3 erCoc es r| xam Ie

@Ym@mdgxséﬂbpmpyidmnn@YHst@a@hwlﬁltﬁﬂh‘@nwaﬁé@mﬂm@wé@éé:al)ng, 0.16
%mplﬁagﬁ@soived in hydrochionc ac1é in ethanoi (3N, 1 ml) and the mixture was

> \3'_| : Ida tlﬁ: c@i}ﬁ’gﬁ%? 5 ro% L)E‘Crﬁngéu %&%@Xﬁs 0 E’t%fl}nl’letl\”-l E)’g\lml’
d@ﬁlpaﬁadﬁiéeyhmd)aanaimth@ theyrecedurgrdeisdribeat fon@xaithple 67
@@%%mémtwmmgm@agemewwwm% %ﬁ‘é&hﬁl%ﬂ@u%@
o) 20 xample 241 (3 Dol phey ket (1H imidezol4yipeth)
acetate/methanol = 95:5) to vield a white solid, (0.022 g, 46 %); MS (ISP): 296.3

10 (M+H)™).

Example 230
(2-Chioro-5-fluoro-pyrimidin-4-yl}-ethyl-(1H-imidazol-4-yhnethyl)-amine

=N

N

HNo 2

NS

F\fLaN
\NACI

The title compound, MS (ISP): 256.3 ((M+H)™) was obtained in comparable yield
15 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
HN\{
N
PN

N 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}.

[
W

Example 232
(6-Chloro-pyrimidin-4-yl)-ethyl-(1H-imidazol-4-ylmethyl)-amine



WO 2008/046757 PCT/EP2007/060666 -115- N\\ HN CI CI The title
compound, MS (ISP): 274.1 ([37C1 M+H]"), 272.1 ([31C135C1 M+H]+),

w8 p00a0g33C1 M+H] 4'), was obtained in comparable yield analogausstoesosss

10

15

20

the procedure described for Example 81 psing 3,4-dichloroaniline instead
of 3-chloro-2-fluoroaniline in step a). 5 Example 248
(47€hloro-3-methoxy-phenyl)-(1H-imidazol-4-ylmethyl)-methyl-amine N N’
+N C1 The title compound, MS (ISP): 254.1 ([37C1M+H]t), 252.1
([3§‘E}I]M+H]' ), was 10 obtained analogous to the procedure described for
Exam I/e\1.86 using 4-chloro-3- methoxyaniline instead of m-anisidine in
step=)Example 249 Ethyl- (5-fluoro-2-meth oxy-pyrimidin-4-yl) -(I
H-imidaol-4-yimethyl) -amin e [N\ HN 15\NIN ~C F The title
compound, MS (ISP): 252.1 ((M+H) ") was obtained in comparable yield
g 6gssemP e HriEedSFe: dé8 &ribdbdt Brusn pleanal inigpmparable yield
2ddighlefo-Brélyasecdoysintidifiseinaie aghaf b dich):o§ 0 pIOHIIRE i Bie@ine
\andsedummethoide i b2 dmeihexyefiane instead of sodium
hydride / phénol in drllrlnetﬂy)(f&ymamlde In stéDp ).

Example 233

(6-Chloro-2-methyl-pyrimidin-4-yl)-ethyl-(1H-imidazol-4-ylmethyl)-amine

S
HN/%

NN
Jo'

c \N/l\ .
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
A
£ |
F 2.,

F

The title compound, MS (ISP): 272.3 ((M+H) ") was obtained in comparable vield
analogous to the procedure described for Example 210 using 2-chloro-4-

(triftuoromethyl}-pyrimidine instead of 2-chloro-4-methoxy-pyrimidine in step b).

Example 235
Ethyl-(1H-imidazol-4-ylmethyl)-pyrimidin-4-yl-amine



%3}

10

15

20 Example 250 (1H-Imidazol-4-ylmethyl)-isopropyl-
(2-methoxy-pyrimidin-4-yl.)-amine WO 2008/046757 PCT/EP2007/060666

WQISH4BIN O The title compound, MS (ISP): 247.9 ((M+H)"RUES BBYIGEeH66

in comparable yield analogous to the pypgedure described for Example
229 using sodium methoxide in 1,2- dimethoxyethane instead of sodium
hysride | phenol in dimethylformamide in step b). 5 Example 251 Ethyl-
(Ty%midazol 4-ylmethyl)-(6-trifluoromethyl-pyridui-2-yl)-amine /=N\\ HN F
FT e,tn;l\e compound, MS (ISP): 271.1 (M+H)") was obtained in
comparable yield to analogous to the procedure described for Example
210@? g 2-bromo-6- (trifluoromethyl)-pyridine instead of

2-ch 4 methoxy-pyrimidine in step b). Example 252

m&dc%;r% AUMH”E/EQY )5@ %Q@WMQ]%W %@ w‘)&%ﬁﬁ COB%E%MIET@

~ The title compound, (B é)259 31( ~"), was obtained
é&ﬁln%i*éﬂ% S%%lb“’é?f%t!b@%%i‘é‘t etheopFdes Feza%ga&%éé f&#%ﬁdﬁ%{@%@ -4-yl-
usinG (3tmonphakin-24ynphenydaminminstéad Qf BemetioxymndiperizQdin-4-y1)-
%@{p@lﬁ_%%@dgi&@ﬁk&%{g%ogmnyémethyl) isopropyl-amino] -benzonitrile

Example 236
Ethyl-(1H-imidazol-4-ylmethyl}-(2-methyl-pyrimidin-4-yl)-amine

HNf;::m\“/e\’l
N
%N
S
The title compound, MS (ISP): 218.4 ({(M+H)"™) was obtained in comparable vield
analogous to the procedure described for Example 215 using (6-chloro-2-methyl-
pyrimidin-4-y1}-ethyl-(1H-imidazol-4-ylmethyl)-amine instead of (2-benzyl-6-chloro-
pyrimidin-4-vyl)-ethyl-(3H-imidazol-4-ylmethyl)-amine.

Example 237
{4,6-Dichloro-pyrimidin-2-yl})-ethyl-(1H-imidazol-4-ylmethyl)-amine

¢
HN. 2
NS

S

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

N

g

Ci

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).



WO 2008/046757 PCTIEP2007/060666 -117- .NH NJY N The title
compound, MS (ISP): 241.2 ((M+H)") was obtained in comparable yield

wanalsgaeersto the procedure described for Example 67 using pCT/EP2007/060666

10

15

3-aminobenzonitrile instead of 4- trlfluormgthoxyanlllne in step a). 5
Example 254

(4 6-Dimethyl- pyrimidin -2- yI) (1H-ipidagni-dsgimethyl)-isopropyl-amine
J LNL. N tlt oun P): 246.4 (M+H)") was
cg ":éa:%écéq {l?]r?: lﬁg?ra #‘Yfgfgpé%b@%gqtﬁé Efggég ir8"d8Scribed for

E le 210 using |sopropylam|ne instead of ethylamine in step a) and
41 ethyl-2-chloro-pyrimidine instead of 2-chloro-4- methoxy-pyrimidine
in step b). Example 255

(4-Chloro-6,7-dihydro-SH-cyclopentapyrimidin-2-yl)-(1
H-%@IA-ylmethyl)- 15 isopropyl-amine [=N\W\\ HN~ NJ~N The title
co ujiq MS (ISP): 292.2 ((M+H)+") was obtained in comparable yield
afialogbus o the procedure described for Example 210 using

i Sty oy baumipves inds e IFP pthxAantiveHH [Stera) dngined in comparable yield

-%néf%'&&‘&@rt% Bl ﬁ&%ﬂ[&e@ﬂjs%ﬁ@%p@@ﬂ%@%f@dgﬁt@?q Bl Q010 8;}1 imidine

2-chloro-4- metbox pyrimidine in step b). Example 256 WO 2008/04
p}@ﬁeitép égge thoxy-pyrimidine i 1n step b) and chromatographic separation

from the 4,6—d1ch101o—pyrimadm—Z—yl isomer before step c).

Example 239
(1H-Imidazol-4-ylmethyl)-isopropyl-(4-methoxy-pyrimidin-2-yl)-amine
—N '
HN.__

A
Y
The title compound, MS (1SP): 248.1 ({M+H)") was obtained in comparable vield
analogous to the procedure described for Example 210 using isopropylamine instead of

ethylamine in step a).

Example 240
(6-Bromo-pyridin-2-vl)-(3H-imidazol-4-ylmethyl)-amine
N=
A NH

HN
@
Z 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.



5

10

15

-118
(1H-Imidazol-4-ylmethyl)-isopropyl-(4-methyl-6-phenyl-pyrimidin-2-yl)-ami

woessddsttdl’ /f LN~ N)~N The title compound, MS (ISP): 308d{{ivtsbt)ivesss

was obtained in comparable yield analq us to the procedure described
for Example 210 using isopropylamine instead of 5 ethylamine in step a)
and 2-chloro-4- methyl -6-phenyl- pygmlqtn@g@tead of 2-chloro-4-

TSI PR DR 20 i

[2-(4-pethoxy-phenyl)-6-methyl-pyrimidin-4-yl]- amine HN N't* N O 10 1
The tithe€dmpound, MS (ISP): 338.3 ((M+H)") was obtained in comparable
yleld alogous to the procedure described for Example 210 using

c;lc?r 2-(4-metho)cy-phenyl)-6-methyl-pyrimidine instead of
0-4-methoxy-pyrimidine in step b). 15 Example 258 {2-

[(E):2(3 rP%ﬁ"[ ylﬂ\ ylpyRm %}IHlml

(s SR e LR
Fag#q_gpggnt}nmgméure described for Example 63 using 2-amino-4-methylpyridine
instead of 2-methoxyaniline.

|sopr§pylam|ne instead of ethylamine in step a) and

Example 242
(3-Bromo-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine

Na
AL

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 aj.
Example 243
(S-Bromo—S—triﬂuoromethyi—phenyl)—(3H—imidazolw4mylmethyl)-is()propyl—amine

L

\NH

The title compound, MS (ISP): 362.1; 364.1 ((M+H) ™) was obtained in comparable vield
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-yhnethyl)-isopropyl-amine



- 119 The title compound, M.S (ISP): 352.3 ((M.+H)") was obtained in
comparable yield analogous to the procedure described for Example 210

wasig/igepropylamine instead of ethylamine in step a) and 4PEHIGRBT /066666

1G

15

20

[(IE) -2-(3-fluoro-phenyl) -vinyl] -6-methyl- pyrimidine instead of
2-chloro-4-methoxy-pyrimidine in step b). 5 Example 259
(4-Chlgre-6-trifluoromethyl-pyrimidin-2-yl)-(1.

H-imi F4-yImethyl)-isopropyl- amine N~~\~~\ HN N"~k N F CI F to
The title compound, MS (ISP): 320.0 ((M+H)") was obtained in comparable
yieldnanalogous to the procedure described for Example 210 using

isop lamine instead of ethylamine in step a) and

2,4{dic %oro-6-trifluoromethyl-pyrimidine instead of 2-chloro-
4-methoxy=pyrimidine in step b) and chromatographic separation from the

21‘&@'1%9c%n’?gHHQ&Omg‘{’lngyﬂ?'ﬁ'é‘ﬁ?’t REMEr HEINSHERR) it mparable yield

%ﬁ&% w-thagsreriathyiesyhAtiRr APl e eins SraRaetm i mupridine
plyi;{eamuf é-1rifNuketHdkydJHnNinB iy G). F

Example 245
(3H-Imidazol-4-ylmethyl)-isopropyl-(3-isopropyl-phenyl)-amine

NS__:\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

N=\

S\/NH
N

Y
Jo

The title compound, MS (ISP): 231.4 ({M+H)"") was obtained in comparable vield
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



20 The title compound, MS (ISP): 320.1 ((M+H)") was obtained in
comparable yield analogous to the procedure described for Example 210

wosing/isopsopylamine instead of ethylamine in step a) and PCT/EP2607/060666

[}

10

15

2,4-dichloro-6-trifluoromethyl-pyrimidine,instead of 2-chloro-
4-methoxy-pyrimidine in step b) and chromatographic separation from the
4-ghigro-6- trifluorom ethyl -pyrimidin-2-yl isomer before step c). 25
E% le 261 WO 2008/046757 PCTIEP2007/060666 -120
):I\Imldazol -4-ylmethyl)-amino]-phenyl}-pyrrolidin-2-one -N HN
~NH ""N$ The title compound, MS (ISP): 257.1 ([M+H]), was obtained in
com ble yield analogous to the procedure described for Example 63
usin d=amino-phenyl) 5 pyrrolidin-2-one instead of 2-methoxyaniline.
Examgle 262

%]exﬁﬁe c%n pound ﬁéﬁ I%ngggg? - yv?/aﬁls}%[ med ana TN}{IJZJI%O 2

thle @rbEediire deselibediEsemiie 1861 ﬁﬁgaéesyéﬁdgrémwmﬁ@ described

insteaeheblnsanisitine: M SiRRRAhiExaNNe L6B3-chloro-2-fluoroaniline in step a).
(3-Cyclopropyl-phenyl)-(1H-imidazol-4-ylmethyl)-methyl-amine N\\ HN~

N/ 15 The title compound, MS (ISP): 228.1 ([M+H]"), was obtained
analogous to the procedure descriBethfpleR#8mple 186 using

JLxHennpyhanlivg fRigad @HMARMSGINE ylmethyl)-methyl-amine

FN
HN\,@
N/’

o
Ci l

The title compound, MS (ISP): 254.1 ([7"CI 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

’_f
BN 2
N
F

2
\ir;)\o/

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-

dimethoxvethane instead of sodium hydride / phenol in dimethylformamide in step b).

Example 250
(1H-Imidazol-4-ylmethyl)-isopropyl-(2-methoxy-pyrimidin-4-yl)-amine



in step a). Example 264 20
(IH-Imidazol-4-ylmethyl)-(3-pyrrol-l-yl-phenyl)-amine WO 2008/046757

WBGINHARZG07/060666 -121- N~~\~~\ HN N3 The title compoerelxwt807/060666

10

i5

(ISP): 239.3 ([M+H]+), was obtained in gggparable yield analogous to the
procedure described for Example 63 using 3-pyrrol-I-yl-phenylamine

in of 2-methoxyaniline. 5 Example 265

(A idazol-4-ylmethyl)-(3-inidazol- |-yl-phenyl)-amin e N\\ HN NH NON
UT etgglé:ompound MS (ISP): 240.1 ([M+I~I]+), was obtained in

comp yield analogous to the procedure described for Example 63
usin 1H-imidazol-i 10 yl)benzenamine instead of 2-methoxyaniline.
Examplel266 (1 H-Imidazol-4-ylmethyl)- (3-pyrrolidin-1-yl-phenyl.)-amine
N~~\ HN~ RI~) 15 The title compound, MS (ISP): 243.3 ([M+H] +'), was

olttainge onearnparatie gl analogoLs o) thes plaserdre destribaddorld
Eﬁg %’Gtg’nk#? ng Ofsgérroéledslﬁrfﬂgéf{ehgnéﬁnp e@%énussgielg sodium methoxide in 1,2-

(ﬁl-m*?ﬂ?@ﬁ@haﬂ?l%ﬁ%ﬂ%‘lP—ﬁ§@ék‘éiﬁ3m(ﬁﬂﬁfdrﬁh§ﬁﬁ14ﬁﬁ1m¢éﬁ9mm@€ in step b).

Example 251
Ethyl (1H-imidazol-4-ylmethyl)-(6-trifluoromethyl-pyridin-2-yl)-amine

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-chioro-4-methoxy-pyrimidine in step b).

_ Example 252
(1H-Imidazcl-4-ylmethyl)-(3-morpholin-4-yl-phenyl)-amine

—N

=
H%\l\f

NH

.

o}

The title compound, MS (ISP): 259.3 ([M+H]|"), was obtained in compar able vield
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-aminc]-benzonitrile



10

15

WO 2008/046757 PCT/EP2007/060666 -122- /=N H N ~N~ The title
compound, MS (ISP): 301.3 ((M+H)") was obtained in comparable yield

warnigaesto the procedure described for Example 67 using PCT/EP2007/066666

4-morpholinoaniline instead of 4-trif|uqr9f9e_thoxyaniIine in step a). 5
Example 268 1-{3- |
(lH-Imielgzol-4-ylmethyl)-isopropyl-amino)-phenyl}-pyrrolidin-2-one NINO
N- A, nitle compound, MS (ISP): 299.3 ((M+H) ") was obtained in
ccﬂ);ﬁile yield analogous to the procedure described for Example 67
usingyl-(3-amino-phenyl)- lo pyrrol.idin-2-one instead of
4-triflagromethoxyaniline in step a). Example 269

YI'N*NOZR The title compound, MS (ISP): 281.1 ((M+H)") was obtained
in_comparable yield analogous to the procedure described for Example
e SRR VIS i St B ot - Feh e ERBAATIAG ¢

stegd @oxanplerdd@i2fd described for Example 67 using 3-aminobenzonitrile instead

@Hrimislazaldny gﬁlﬁ)&(ﬁg@% zol-1-yl-phenyl)-isopropyl-amine WO
2005/046757 PCT/EP2007/060666 -123- N HN

Example 254
(4,6-Dimethyl-pyrimidin-2-yl)-(1H-imidazol-4-ylmethyl)-isopropyl-amine

A
L
AN
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-y1)-(1H-imidazol-4-ylmethyl)-

isopropyl-amine

—N
A
N'//LN

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



N N N The title compound, MS (ISP): 282.0 ((M+H)") was obtained in
comparable yield analogous to the procedure described for Example 67

WOsing/@+¢1¥1-imidazol-I- yl)benzenamine instead of - PCT/EP2007/060666

10

4-trifluoromethoxyanil.ine in step a). 5 Exgmple 271
(IH-Imidazol-4-ylmethyl)-isopropyl-(3-pyrrolidin-I-yl-phenyl)-amine i--N\

K- Anddblzo INSyTIRetH D - ooy 04-ME IS 8) bRESD M) Wl -amine
obtained in comparable yield 10 analogous to the procedure described for

Example 67 using 3-pyrrolidin-I-yl- phenylamine instead of
4-trifluoromethoxyaniline in step a). Example 272 2-
[Bipheriyr3-yl-(3H-imidazol-4-ylmethyl)-amino]-ethanol N NH N/"/OH 15
TheNtﬂlleNcompound, MS (ISP): 294.1 ((M+H)") was obtained in

compardble yield analogous to the procedure described for Example 1
using -(b' yl-3-ylamino)- ethanol instead of N-ethylaniline. Example
273 20

e R Rt Ymet AR AP AIRS R

2%[’ IO U T Bst 1 Pae I%bt)ta e T COMPRTabIE YIE
analogous to the procedure described for Example 210 using isopropylamine instead of
ethylamine in step a) and 2-chloro-4-methyl-6-phenyl-pyrimidine instead of 2-chloro-4-

methoxy-pyrimidine in step b).

Example 257
{(1H-Imidazol-4-ylmethyl)-isopropyl-[2-(4-methoxy-phenyl)-6-methyl-pyrimidin-4-y1}-
amine
HN._/

A

Jo
RS
N
Q
|
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-yli-(1H-imidazol-4-

ylmethyl)-isopropyl-amine
—N
HN%)
N/L
“ TN

Ly



N) NN \v 0 The title compound, MS (ISP): 262.1 ((M+H)*) was obtained
in comparable yield analogous to the procedure described for Example

wa29nasisgthe 4-chloro-pyrimidin-2-yl isomer and sodium ethraxidans7/660666

10

15

20

25

1,2-dimethoxyethane instead of sodium;hydride / phenol 5 in
dimethylformamide in step b). Example 274 (2-Ethoxy-pyrimidin-4-yl)-
(Birt-tirlidasabduylanetisyi)ssepropyl taming “ FNN SN tNjed M NiebaFhgdifeld
compoun S (ISP); 262.1 ((M+H)| ).was gbtained.in comparable vield
O M PR 2 T R O R SRR cad of
Z1BRloREDSyRFRACA fsehtge 2hll 5BURing dthesadehamyl)-vinyl]-6-methyl-
bidimetboxyethane. instead ohsediumhyaiideé phaash)n
dimethylformamide in step b). Example 275 '
(3-Bromo-phenyl)-ethyl-(3H-imidazol-4-ylmethyl)-amine /Nm "\ N. N 15
Br The title compound, MS (ISP): Z8empkg$2 ((M+H)") was obtained in

qarapsARIE el 3Ragesindiaenpiogedure deasrbed fan Exampls8dpy1-

using 3-bromoaniline instead of 3- chloro-2-fluoroaniline in step a).
EXHHfple 276 20 (4-Fluoro-phenyl)-(1H-imidazol-4-ylmethyl)-amine WO
20Q87946757 PCTIEP2007/060666 -1.25-i--N""

HiN

/
| N/}\
Ay
F { {
x Gl

F
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-

trifftuoromethyl-pyrimidin-4-yl isomer before step c).

Example 260
(2-Chloro-6-trifluoromethyl-pyrimidin-4-yl}-(1H-imidazol-4-ylmethyl)-isopropyl-

amine
—
N)\

= |N
F
F I
N/j\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 ¢).

Example 261



HN NH F The title compound, MS (ISP): 192.3 ([M+H]™), was obtained in
comparable yield analogous to the procedure described for Example 180
wosingd4disero-aniline instead of 3,4-difluoro-aniline. 5 Exampier 2P70(8/060666
5-Difluoro-phenyl)-(1H-imidazol-4-ylmethyd)-amine HNt 'IIN\NH F\ F The
titte compound, MS (ISP): 210.3 ([M+H]’), was obtained in comparable
yighl | anpingiRldsdoAhenproseduiadesaihed fpydaanple 80 using
S,Miﬂuoro-aniline instead to of 3,4-difluoro-aniline. Example 278
(Bi2-Difluoro-benzo [ 1,3 ] dioxol-5-yl)-(1H-imidazol-4-ylmethyl)-amine N\
HN+ y\NH O 07-F F The title compound, MS (ISP): 254.3 ([M+H]' ), was
obtaifjgd in comparable yield 1s analogous to the procedure described for
Examl&o using 2,2-difluoro-5- aminobenzodioxole instead of
3,4- aniline. Example 279 (3,4-Dibromo-phenyl)-(1
H-imidazel-4-ylmethyl)-amine WO 2008/046757 PCT/EP2007/060666

”%ggﬁ&\\cﬂ%ound, MS {ISP): 257.1 (IM+H]™), was obtained in comparable vield
analogous to the procedure described for Example 63 using 1-(3-amino-phenyl)-

5 pyrrolidin-2-one instead of 2-methoxyaniline.

Example 262

(4-Cyclopropyl-phenyl)-(1H-imidazol-4-ylmethyl)-methyl-amine
=N
HN,

%/
10  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-Cyclopropy!-phenyl)-(1H-imidazol-4-ylmethyl)-methyl-amine
=N
HN._ =
C.

15
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
20 (1H-Imidazol-4-ylmethyl)-(3-pyrrol-1-yl-phenyl)-amine



NH \ Br Br The title compound, MS (ISP): 334.3 (81BrR1Br [M+H]+"),
332.3 (81Br79Br [M+H]+"), 330.3 (79Br79Br [M+H]+), was obtained in

woanmpatatie yield analogous to the procedure described for Bxarmie 7180666

10

15

20

using 3,4-dibromoanili.ne instead of 3,4;djifluoro-aniline. 5 Example 280 (1
H-Imidazol-4-ylmethyl)-(2,2,3,3-tetrafluoro-2,3-dihydro-benzo[ 1,4]
digxin-6-yl)- amine N HN y1\NH 4 O O /F F F F 10 The title compound,
SP): 304.0 ([M+H]+"), was obtained in comparable yield analogous
to the procedure described for Example 180 using 2,2,3,3-tetrafluoro-6-

amingbenzodioxene instead of 3,4-difluoro-aniline. Example 281 15
(3- ro-4-fluoro-phenyl)-(1H-imidazol-4-ylmethyl)-amine ~N\\ HNt NH
\ Cl h& ti§le compound, MS (ISP): 228.1 (37C1 [M+H]+), 226.1 (3501

[M+H]+), Was obtained in comparable yield analogous to the procedure
désctittrech fop Exainiple (180) 151AG 8MERIG0)4-flapobiaimititéninstepctabie yield

%&ﬁ‘l@@%%’%lg}%c&ﬁre described for Example 63 using 3-pyrrol-1-yl-phenylamine

instead of 2-methoxyaniline.

Example 265
(1H-Imidazol-4-yimethyl)-(3-imidazol-1-yl-phenyl)-amine
WN
HNf
NH

“
N\N

S

The title compound, MS (ISP): 240.1 ([M+H]™), was obtained in comparabte 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-yi-phenyl)-amine

e [

=
HN{
INH
O
The title compound, MS (ISP): 243.3 (IM+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)-isepropyl-(4-morpholin-4-yl-phenyl)-amine



Example 282 WO 2008/046757 PCT/EP2007/060666 -127
(3,5-Bis-trifluoromethyl-phenyl)-(1H-imidazol-4-ylmethyl)-amine N~~\ HN(
wilkboBEMe 78 F F F The title compound, MS (ISP): 310.3 ([M+Bi")mezm7/066666
obtained in comparable yield analogouso the procedure described for

Example 1.80 using 3,5-bis(trifluoromethyl)- 5 aniline instead of

fluoro-aniline. Example 283
4% 0-pyrimidin-2-yl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine [=N\\
V ‘cl The title compound, MS (ISP): 252.1. (M+H)") was

obtaiged in comparable yield 10 analogous to the procedure described for
Exa 210 using isopropylamine instead of ethylamine in step a) and
2,4-dighloro-pyrimidine instead of 2-chloro-4-methoxy- pyrimidine in step
b) ?]g hromatographic separation from the 2-chloro-pyrimidin-4-yl
iso efore step c). Example 284 15

e e A J e
colriparsble Sﬁé B OSARIGE SR HE ¢A é%@é@@ﬂ@%%&?%ﬂn@m&hmﬁ@g@ instead

usingr3oreseantineringieadsafpd)chloro-2-fluoroaniline in step a) and
formaldehyde solution (40% in WatEQ insfegg of
ample 268

1-{3-[(1H-Imidazol-4-ylmethyl)-isopropyl-amino|-phenyl}-pyrrolidin-2-one
.':N

\43

LA

\\\\/H\N’A\
L/
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)-

HN

10 pyrrolidin-2-one instead of 4-trifluoromethoxyaniline in step a).

Example 269
(1H-Imidazol-4-ylmethyl)-isopropyl-(3-pyrrol-1-yl-phenyl)-amine

”“?J\

O
15 The title compound, MS (ISP): 281.1 {((M+H)") was obtained in comparable vield

analogous to the procedure described for Example 67 using 3-pyrrol-1-yl-phenylamine

instead of 4-trifluoromethoxyaniline in step a).

Example 270
20 (1H-Imidazol-4-ylmethyl)-(3-imidazol-1-yl-phenyl)-isopropyl-amine



20 acetaldehyde in step b). Example 285
(3-Chloro-4-methoxy-phenyl)-(1H-imidazol-4-ylmethyl)-amine WO
wa0RBd6E57 PCT/EP2007/060666 -128- N HN ~NH\ Cl /8cTihertibleososes
compound, MS (ISP): 240.1 (37CI [M+H1] 238.0 ("Cl [M+H]"), was
obtained in comparable yield analogous to the procedure described for
Example 63 using 3-chl.oro- 4-methoxy-aniline instead of
2F quanilune. 5 Example 286
(4-Chlaro-3-fluoro-phenyl)-(1H-imidazol-4-ylmethyl)-amine NWHN\ F 4 CI
The tlﬂ\e compound, MS (ISP): 228.1 (37C1 [M +H]™), 226.1 ("CI [M+H]"),
was obtained io in comparable yield analogous to the procedure
describieahfor, Example 63 using 3-chloro- 4-fluoro-aniline instead of
2-methoxyailine. Example 287

g@g@%&%‘ﬁ%ﬂﬁﬁﬁﬁkg&ﬁﬁ@@%@ écéylrmfbxl)amﬁmme@ma&%{%baﬁﬂe Vikla
e ule,com n + a, al
%lﬁ}gg%lﬂjsst?oﬂ%ﬁ é)rgcegure Msa {)ed )for %xa.mg{\/l J]ﬂx %gvg (S HQ] -1 azoi I-

yl)benzenamine instead of 4-trifiuoromethoxyaniline in step a).

Example 271 _
(1H-Imidazol-4-ylmethyl}-isopropyl-(3-pyrrolidin-1-yl-phenyl}-amine

Nt
@D

The title compound, MS (ISP}: 285.0 ((M+H)™) was obtained in comparable yield
16 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-yi-(3H-imidazol-4-ylmethyl)-amino]-ethanol

[\
g[m
N/\/OH

P

The title compound, MS (ISP): 294.1 ({(M+H)"} was obtained in comparable yield

analogous to the procedure described for Example | 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



procedure described for Example 186 using 3,4-difluoro-aniline instead of
m-anisidine in step a). Example 288 20
w(BeRNabtaro-phenyl)-(1H-imidazol-4-ylmethyl)-methyl-aminee¥@p2007/060666
2008/046757 PCT/EP2007/060666 -12 5 'N HN y\N \ C~ ClI The title
compound, MS (ISP): 260.0 ("Cl [M+H]+§,4257.9 (37CI35CI [M+H]+), 256.1
(3%&4 [M+H]"), was obtained analogous to the procedure described for
B le 186 using 3,4-dichloro-aniline instead of m-anisidine in step a).
5 Example 289 (4-Eluoro-phenyl)-(1H-imidazol-4-ylmethyl)-methyl, amine
f~N\NN'~J N/ F The title compound, MS (ISP): 206.1 ([M+H]+), was
obtaffiedlanalogous to the io procedure described for Example 186 using
4-fluGre<aniline instead of m-anisidine in step a). Example 290

(41RO (Rt yimethyh FAmig, N SN
A R s S PR YRR bl
[Mrelapeysimto Bransdar et tsddan ireprsceduredade el qor-pyrimidin-2-yl
Esxaneplen186disinghdiianme-anilinedisieadnie instead of sodium hydride / phenol

5 in dimethylformamide in step b).
Example 274
(2-Ethoxy-pyrimidin-4-yl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine
=N

-
HN{
NJ\
<
M~

The title compound, MS (ISP): 262.1 ((M+H)") was obtained in comparable yield
10 analogous to the procedure described for Examiple 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

a;\
. NH
PN
Qm
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-

i5

chloro-2-fluoroaniline in step a).
Example 276
20 (4-Fluoro-phenyl)- (1H-imidazol-4-ylmethyl)-amine



m-anisidine in step a). Example 291
(3,5-Dichloro-phenyl)-(1H-imidazol-4-ylmethyl)-methyl-amine WO

wa00840467857 PCT/EP2007/060666 -130- ~-N HNC/~ N Clp&GHmdittaoscs

10

compound, MS (ISP): 259.8 ("ClI [M+H]_'% 8.0 (37C135C1 [M+H]+), 256.1.
("CI [M+H]™), was obtained analogous to the procedure described for

Ex le 186 using 3,5-dichloro-aniline instead of m-anisidine in step a).
S ple 292 (3,5- Difluoro-phenyl)- (1 H-imidazol-4-ylmethyl)
-methyl-amine ~N\HN" ~J Y\N~_ F\ F The title compound, MS (ISP):
224.4%fM+H]"), was obtained analogous to the to procedure described for
Exa 186 using 3,5-difluoro-aniline instead of m-anisidine in step a).
Exa 293 (2,2-Difluoro-benzo [ 1,31
dioxoli5-yl)-(1H-imidazol-4-ylmethyl)-methyl-ainine N HN~jf "I\N/ O+F F
15 The title compound, MS (ISP): 268.1 ([M+H] "),was obtained analogous
tgi%ﬁ@ﬂﬁ@@ga@%&éﬁb@dqbﬁ-@@%@@ stg@iﬁgtamed in comparable vield
2 2atbifloes e SkapivoaHherdeodioxoliinsteasdle 180 using 4-fluoro-aniline instead of

3,4-difluoro-aniltine.
Example 277
(3, 5-Difluoro-phenyl)-(1H-imidazol-4-ylmethyl)-amine

WN
HN{

MNH

Q

The title compound, MS (ISP): 210.3 (IM+H] ™), was obtained in comparable vield
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-y1)-(1H-imidazol-4-ylmethyl)-amine
'/"mN
PN,z

NH

o‘—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-diflaoro-aniline.

Example 279
(3,4-Dibromo-phenyl)-(1H-imidazol-4-ylmethyl)-amine



10

of m-anisidine in step a). Example 294
(3-Chloro-4-fluoro-phenyl)-(1H-imidazol-4-ylmethyl)-methyl-amine WO

w20080467857 PCT/EP2007/060666 -131-r N\\ HN~ N/ \ Cl¥erlihedidasosss

compound, MS (ISP): MS (ISP): 242.2 ([’%Cl M+H]"), 240.1 ([5C1 M+H]

was obtained analogous to the proceduré described for Example 186

3-chl.oro-4- fluoro-aniline instead of m-anisidine in step a). 5
E‘% ple 295
(3- Ioro 5-fluoro-phenyl)-(1I-I-imidazol-4-ylmethyl)-methyl-amine ~N\
HN Ni F\ CI The title compound, MS (ISP): MS (ISP): 242.2 ([37C1
M+ 240.1 (["C1 M+H] to was obtained analogous to the procedure
described-for Example 186 using 3-chloro-5- fluoro-aniline instead of
m-anfidine in step a). Example 296 (4-Bromo-phenyl)-(1
Hﬂﬂd&wﬂpwmetwaimr@pylﬁfﬁww [\}mbﬂﬁ H, 35:331 FPHE???Bhe[M+H]+~),

d79 "B +H +' 7"
%8? Mi\qaraio wa taur omp r4b?e anaig ga&g 16}: Jii*ocedure

obtalne in Co |eI analogous to'the ure dés
EiReipre &7 ﬁgm@ple 18{} using 3,4-di romoamhne mstead of 3,4-difluoro-aniline.

Example 280
(1H-Imidazol-4-ylmethyl)-(2,2,3,3-tetrafluoro-2,3 »dihy’dro-Benzo [1,4]dioxin-6-yl)-
amine

=N
MN, 2

The title compound, MS (ISP): 304,0 ([M+H]"), was obtained in comparable vield
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

I
HN\f

NH

2,

F
The title compound, MS (ISP): 228.1 (*’ClL [M+H]™), 226.1 (*°Cl {M+H]"™), was obtained
i comparable yield analogous to the procedure described for Example 180 using 3-

chloro-4-fluoro-aniline instead of 3,4-difluoro-aniline.

Example 282



10

15

20

4-bromo-aniline instead of 4-trifluoromethoxyaniline in step a). 20
Example 297 (3,4-Dibromo-phenyl)-(1H-imidazol-4-ylmethyl)

aspseaykamine WO 2008/046757 PCT/EP2007/060666 - 132y bvdiNososss

4
3{3%»%iﬂ?r@ﬁfd}’b#ﬁﬂth}i-ﬁ’l@émé’m@i?ﬁﬂd%&%@%‘ﬂﬁéﬁ%@%ﬁ@'OQOUS to the

procedure described 5 for Example 180 using 3,4-dibromoaniline instead
ofid.4idifluoroaniline. b)
(3,4-Dibromo-l)henyl)-(I.H-imi.dazol-4-ylmethyl)-isopropyl-amine The title
compdtind, MS (ISP): 376.1 ([81Br M+H]+"), 374.1 ([81Br79Br M+H]+",
372. 9Br M+H]+), was obtained analogous to the procedure described
fo e 67 step 1o b). Example 298
(EHEImidézél-4-ylmethyl)-isopropyl- (2,2,3,3-tetrafluoro-2,3-dihydro-benzo
[ﬂlé}id@m;ﬁ:yﬁdammaﬁmr?go@lﬂﬁ&ﬁ%ﬁﬂe)lﬁt@q@ﬁwﬁﬁw%& yield
(ISR); 34 M+H]+), was. obtai in.com gge.ie. nalogous to the
L P R B S TR R R -
amiriehiesiediekedadifawadesiBa-dibromoaniline in step a). Example 299
20 (4-Chloro-3-fluoro-phenyl)-(1H-imigagp!«sylmethyl)-isopropyl-amine

']'dIL\!CTﬂloro—pyrinﬁdin—Z—yl)-(BH—imidazolwélwylmethyi)—isopropyl-amine
=N
HN\@
A
L
l%/l\cg

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

Br Bra) (4-Bromo-phenyl)-(1H-imidazo|1i47-ylmethyl)-amine The title
compound, MS (ISP): 334.1 ([87Br M+H]¥"), 331.9 ([81Br79Br M+H]+),

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-yi
isomer before step ¢).

Example 284
(3-Bromo-phenyl)-(3H-imidazol-4-ylmethyl)-methyl-amine

Sz/\

A NH

\N

CLW

The title compound, MS (ISP): 266.0; 268.1 ((M+H)™) was obtained in comparable vield
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



IY\N~ 4F CI WO 2008/046757 PCT/EP2007/060666 -133 The title
compound, MS (ISP): 270.2 ([37CI M+H]'), 268.2 ([33CI M+H] I ), was

WoBtgkted7# comparable yield analogous to the procedure d@StYiBR2ED060666

10

i5

20

Example 67 using 4-chloro- 3-fluoro-anilipge instead of
4-trifluoromethoxyaniline in step a). 5 Example 300
(3/5Bis-trifluoromethyl-phenyl)-(1H-imidazol-4-ylmethyl)-isopropyl-amine
Iti’NIE F F F F F F The title compound, MS (ISP): 352.5 ([M+H] "), was
obtained in comparable yield analogous to the procedure described for

Example 297 using 3,5 lo bis(trifluoromethyl)aniline instead of
3,4-dibrpmoaniline in step a). Example 301 Ethyl-(4-fluoro-phenyl)-
(1H-wpidagol-4-ylmethyl)-amine HN~ F 15 a)
(4-Fluoro-phenyl)-(IH-imidazol-4-ylmethyl)-amine To a solution of
4-fluoroaniiine (0.60&)5.40 mmol)jn 1 2-dich_[proetha?§c(15[ml) were

JAUdHla SRR HATATOIEI0: 74 Y] 8,10 Mihidh, ot CLIMFH]™), was obtained

tincetpaeylideoliyidridel (@A gy tOSwmiol) dastrbelioatichOpBEsmYsiThe- chloro-
MRRCHAR IR VRS SIERY ey id,B. The reaction mixture was

then concentrated in vacuo and the residue was purified using 20 flash
chromatography (column: Isolute(r) Flash-NH2 (Sepatrtis); eluent:
methanol/dichloromethane gradienExtenyieldss white solid (160 mg, 16%);

S - 2192 .2 (M+H) Ethvl- (4-fluero-pheny-(1 H-imidazol-4-,
VEGE AR s g
(g}ﬁg ro-phenyl)-(1H-imidazol-4-ylmethyl)-amine (0.20 g, 1.05 mmol) in
1,2ﬁihloroethane (6 ml) were added acetaldehyde (0.30 ml, 5.23 mmol),
soditim

F
Ci

The title compound, MS {ISP): 228.1 (¥'Cl [M+H]™), 226.1 (*°Cl [M+H]™), was obtained
in comparabie yield analogous to the procedure described for Example 63 using 3-chloro-

4-fluoro-aniline instead of 2-methoxyaniline.

Example 287
(3,4-Diflucro-phenyl}-(1H-imidazol-4-ylmethyl)-methyl-amine

=M

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 al.

Example 288
(3,4-Dichloro-phenyl}-(1H-imidazol-4-ylmethyl)-methyl-amine



10

15

WO 2008/046757 PCT/EP2007/060666 - 134 triacetoxyborohydride (0.67
g, 3.14 mmol) and acetic acid (0.06 ml). The reaction mixture was stirred
weat#0G4f0s16 h. The reaction mixture was then concentrated{r/ReuY 060666
and the residue was purified using flash Qromatography (column:
Isolute(r) Flash- NH2 (Separtis); eluent: methanol/ethyl acetate/heptane
graehent) to yield a white solid 5 (131 mg, 57%); MS (ISP): 220.4 ((M+H)+
)“Eexample 302 (4-Bromo-phenyl)-ethyl- (1 H-imidazol-4-ylmethyl) -amin
e [ HN" /J y\NA Br 10 a)
(4-Brémo-phenyl)-(IH-imidazol-4-ylmethyl)-amine The title compound, MS
(IS4 0 ([s1Br M+H]+"), 252.1 ([79Br M+H]+), was obtained in

com ra‘E’)Ie yield analogous to the procedure described for Example 63
usmg '4-bromoaniline instead of 2- methoxyanlllne 15 b) (4-Bromo-phen, |

“Bhisyti{ g cimivaret- 245 et IpaminEREHAE ¢ompOUNEI NG (18R} 1582236.1

( smwuﬂ @&%QLQZQ&M@U%)ME@ 1@9&@@%@9@3@1‘%@%@){%}1 le 186
proc%g crlbe for Exa pI 301 S'I‘%:‘) Exa pIe 303 20

(35 RS R 0 Iiok:va éfﬂk“/ fflamine N\ HN~ CI
Cl The tltle compound MS (ISP) 274.0 ([37C1 M+H]+), 272.1
([37C135C1 M+H]+'), 270.2 ([35CEM g)_swas obtained analogous to

the procedyre described for ple 3 3,5_—dich|oro-ani|ine
e aarer thameoeh e %‘EEE nlf"i%lﬁi Zhgmne
(g;?loro phenyl)-ethyl-(l H- |m|dazol 4-ylmethyl)-amine

2

N/

s

F

The title compound, MS (ISP): 206.1 ([M+H]™), was obtained analogous to the

procedure described for Example 186 using 4-fluoro-aniline instead of m-anisidine in

step aj.
Example 290
{4-Bromo-phenyl)-(1H-imidazol-4-ylmethyl)-methyl-amine
/:N
HN, 2

N/

.

Bt

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-Dichlore-phenyl}-(1H-imidazol-4-ylmethyl}-methyl-amine



WO 2008/046757 PCT/EP2007/060666 -135- HN N CI The title
compound, MS (ISP): 238.0 ([37CI M+H]+), 236.1 ([35C1 M+H]+"), was

wobtahed 7Enalogous to the procedure described for Example®SUERI#iP66666

Ut

16

15

3,5-dichloro-aniline instead of 4-fluoroapyjjne in step a). 5 Example 305

(4-Bromo-3-fluoro-ph .en yl) -ethyl- (1 H-imidazo I-4-ylmethyl) -amin e HN

N,~4 4 F Br The title compound, MS (ISP): 300.0 ([81Br M+H]+ ),.298.1

([“/‘%r M+H]+'), was obtained analogous to the procedure described for

Example 301 using 4-bromo-3-fluoro-aniline 10 instead of 4-fluoroaniline

in step a). Example 306

(3,5 .-p/ihﬂ\uoro-phenyl)-ethyl-(lH-imidazol-4-ylmethyl)-amine NWHNN Fb

"E The titte compound, MS (ISP): 238.1 ([M+H]+), was obtained

dival 6o usttp tued 15IHK6ERE GRS e EEH TS Bxansdld 300 @iRg+H1™), 236.1

%ﬁc@qm@m ine ipsierd %ﬁéé%rm@f%&@ﬁ%@c@ﬁm%éWple 186
az

4-Chloro-3-f - ) -ethyl- (1 H-imi I-4-ylmethyl)-amine N,~~,
I(lff\ilng ?Eg(—)d?ch %?£9a-lﬁ)gi%g¥lzst€ead%f r(nwanilsﬂ%ne i Steg zw.e yl)-amine

Example 292

(3,5-Difluoro-phenyl)-(1H-imidazol-4-ylmethyl}-methyl-amine
/:I\%
HN, 2

N/

FQF __

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-Difluore-benzo[1,3]dioxol-5-yI)-(1H-imidazol-4-ylmethyl)-methyl-amine
=N
HN,_ _z

N/
o)
0—7LF
£
The title compound, MS (1SP): 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



N__ " \F CIWO 2008/046757 PCT1EP2007/060666 - 136 The title
compound, MS (ISP): 256.0 ([37C1 M+H]'), 254.1 ([35C1 M+H]’), was

wobhtaimes7ainalogous to the procedure described for Exampl@GOERmuTN60666

10

15

4-chloro-3-fluoro-aniline ‘instead of 4-hrpmpoaniline in step a). Example

308 5 (3-Chloro-5-fluoro-phenyl)-ethyl-(1H-imidazol-4-ylmethyl)-amine
HN='CI F The title compound, MS (ISP): 256.0 ([31C1 M+H] "), 253.9

(ig) M+H]"), was obtained analogous to the procedure described for
Exafple 302 using 3-chloro-5-fluoro-aniline instead of 4-bromoaniline in

. 10 Example 309 (3-Bromo-4-fluoro-phenyl)-ethyl-
igazol-4-ylmethyl)-amine HN Br F The title compound, MS (ISP):
300! Br M+H.]"), 298.1 ([79Br M+H]' ), was obtained analogous to

the pr cedure described for Example 301 using 3-bromo-4-fluoro-aniline

15 instead of 4-fluoroaniline in step a). Example 310 (2,2-Difluorg-benzo [
ey iflexorpsmdtAdt (FimitadoRsme iy aibidal imN4dN T GNH] ),
Qvak bUtaiiied ditlepomnnouhe phdSeSP B8 [MH-tthhphamsebtanaed chloro-4-

.u%llocg—aoﬁjﬁég iws?ead of m-anisidine in step a).

Example 295
(3-Chloro-5-fluoro-phenyl)-(1H-imidazol-4-ylmethyl)-methyl-amine
/:N
HN, =z

N/
F i Ci

The title compound, MS (ISP): MS (ISP): 242.2 ([FCl M+H]), 240.1 ([*°Cl M+H] Y,
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, 2

A

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



5

10

15

26

20 procedure described for Example 302 using
2,2-difluoro-5-amino-benzodioxole instead of 4-bromoaniline in step a).

whBxampleBil (2,2-Difluoro-benzo [ PCT/EP2007/060666

1,3]dioxol-5-yl)-(1H-imidazol-4-ylmethyl)-isopropyl-amine WO
2008/046757 PCT/EP2007/060666 -137- N\ HN~ llly\\N~ O O The title
comp und, MS (ISP): 296.4 ([M+H]'), was obtained in comparable yield
ous to the procedure described for Example 67 using

2 2- iflu /d{(é 5- aminobenzodioxole instead of 4-trifluoromethoxyaniline in
step a}¥ 5 Example 312
(3-C -4-fluoro-phenyl)-ethyl-(1H-imidazol-4-ylmethyl)-amine >=N
HNV The tide compound, MS (ISP): 256.1 ([37C1 M+H]' ), 253.9
([35CI ﬁj "), was obtained to analogous to the procedure described for
Examp?le 302 usmg 3- chIoro 4 quoro anlllne mstead of 4-bromoaniline in

‘ B e A AR Y iLe 0pr0py|_
(@%ﬁu@mgmkpmsims@jyljs@mmeerHNh* PINFHFBr M+H]™), 329.9

([Br M+H]"™), was obtained in comparable yield analogous to the procedure described

for Example 180 using 3,4-dibromoaniline instead of 3,4-difluoroaniline.

b) (3.4-Dibromo-phenvi)-(1H-imidazol-4-vimethvl)-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

st

The title compound, MS (ISP): 346.3 ([M+H]|"™), was obtained in comparable vield
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

L
<t

o



10

F 15 The title compound, MS (ISP): 285.0 ((M+H)") was obtained in
comparable yield analogous to the procedure described for Example 67

woIngB+emino-6-trifluoromethyl- pyridine instead of PCT/EP2007/060666

4-trifluormethoxyaniline in step a). Exar 314 20

Biphenyl-3-yl-(3H-imidazol-4-ylmethyl)-amine WO 2008/046757

REd {512%)5%99%/&%@@8 {138: bﬁ%_ﬁ ((:I*W'CIW}@@ &h@tﬂ:g%@mﬁw{]tﬂ :\ﬁ%ﬁ obtained
asotae in compara analogous to the

RSB DS SR RSeAN 16 5 AHG SR DIBHER) PR E AT 1-<hloro-

Zume@mmmes@énémp@@m@thqmmhot myhap ethyl) - (4' -tri

fluoromethyl-biphenyl-3-yl)-amine N==\ NH NH 6-- F F F The title

compound, MS (ISP): 318.0 (M+ @'*) w btained in comparable yield

analogous to the procedure describéd™ eE ple 63 using

43thfRionoifiethy ey plikbntd 3tViaminidamdtdadmoéthym dthoxyayliinene

Exafnple 316 (3'-Chloro-biphenyl-3-yl)-(3H-imidazol-4-ylmethyl)-amine

N H NH

SV
F N g F
The title compound, 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._ .z
NN

,:
a) (4-Fluoro-phenyl)-(1H-imidazol-4-vimethyl) -amine

To a solution of 4-fluoroaniline (0.60 g, 5.40 mmuol) 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-phenvh) -{ 1 F-imidazol-4-vimethvl)-amine
To a solution of (4-fluoro-pheny!}-(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



| oDd The title compound, MS (ISP): 284.0 (M+H)T) was obtained in
comparable yield 15 analogous to the procedure described for Example

wB63nsing: schloro-biphenyl-3-ylamine instead of 2-methoxyaqting2007/060666

16

15

20

25

Example 317 (I H-Imidazol-4-ylmethyl) -jsqpropyl-
(4-trifluoromethyl-pyrimidin-2-yl) -amin e WO 2008/046757
RGeS 200 60RAGRE 0:4B9; zl'lhﬂ'fnhhléﬁl\inﬁ Febiic hdhe e aprrRewad S
(ﬁ’SPg 286. 3 M+H}r ggé&ais é) din CQ[ arable yield analo ous to
R M T gt 8"2’&6 ‘8 RSt Bifgﬁﬁ’iﬁé—} ﬁ%‘?é&%f”
etylania éhwssebua)vammﬁmom% mmmmmw.mmmm “Gflash-
%ﬁlrﬂl%S@pﬂftg)'T@géQ%Mﬂ%@/%&ﬂa@@%ﬁ%eﬁ%ﬁﬂﬁ%&%@) %3 e41d ’.il) white solid
midazol-4-y is i fluoromethyl-pyrimidin-4-y
Zﬁ?h?%ﬂ@ﬂ% Wé'@/ﬁ %Z?Dﬁ{g%é% pound, MS (ISP): 286.0 ((M+H)+)
was obtained in comparable yield to analogous to the procedure
described for Example 210 using isgprapiagyine instead of ethylamine in
ste a) and 4- chloro 2 anuoromeﬁ}%) pyrlmldlne instead of 2-chloro-4-

SR o RGE I Sty BRI dsealpldaaig y -amme
HNl'f’%dazol -4-ylmethyl)-isopropyl- (6-methoxy-pyrimidin-4-yl)-amine

N

.

Br
a) (4-Bromo-phenyD-{1H-imidazol-4-vlmethvl)-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-phenvl)-ethvl-(1H-imidazol-4-vimethyl}-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

e
CI/@ cl

The title compound, MS (ISP): 274.0 ([V"Cl M+H] "), 272.1 ([PCIPCI M+ ™), 270.2
([*°C1 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



10

13

HN N~ N NJ 15 0 The title compound, MS (ISP): 248.1 ((M+H)+') was
obtained in comparable yield analogous to the procedure described for

whxampla21.0 using isopropylamine instead of ethylamine irrstepm)@ndosss

4-chloro-6-methoxy-pyrimidine instead qf 2-chloro-4- methoxy-pyrimidine
in step b). 20 Example 320 _
(1lA=hmidazol-4-ylmethyl)-isopropyl-(6-phenyl-pyrimidin-4-yl)-amine WO
46757 PCT/EP2007/060666 -140- U\ HN N~ N ~ N J / The title
co o%j, MS (ISP): 294.2 ((M+H)") was obtained in comparable yield
analogous to the procedure described for Example 210 using isopropylami
e inéﬁ(of ethylamine in step a) and 4-chloro-6-phenyl-pyrimidine
inst £-chloro-4- methoxy- 5 pyrimidine in step b). Example 321 (1

H-Imidazol-4-ylmethyl methéé (2-trifluoromethyl-pyrimidin-4-yl)-amine HN
Nre @le seup i ¢5RpodRE WS P T D58 B eV HEhNiaE bbrayaeebtained
inraduppay ablagietetedure described for Example 301 using 3,5-dichloro-aniline instead

of 4-fluoroaniline in step a).
Example 305
(4-Bromo-3-fluoro-phenyl)-ethyl-( 1 H-imidazol-4-ylmethyl)-amine

=N

=
HN{

NN

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,_ =
N7

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

s

=
HN\@
-

N

Gl



10 analogous to the procedure described for Example 210 using
methylamine instead of ethylamine in step a) and

w-ehlonas2sttrifluoromethyl)-pyrimidin instead of 2-chloro-4- per/EP2007/060666

i0

15

20

methoxy-pyrimidine in step b). Example 322 (3-Chloro-4-methoxy-phenyl)
-ethyl- (I H-imidazol-4-ylmethyl) -amin e " N~~\ HN XCI 15 ~O The title
Cﬂ{@@ﬁ%@uﬁ%ﬂ@%%ﬁ)? B 60N R Ds 2@%4 3@%1'\% ) WRR obtained

obtained analogou proce re descrlbe for Exam sm
gt %ﬁﬁﬁ] S it At §€é‘ff%)3 @szammaﬂme
3123@6 @ﬂﬂm&fluwmp@r@l) (1H-imidazol-4-ylmethyl)-methyl-amine
WO 2008/046757 PCT/EP2007/06P648r14ds HN IY\Ni CI The title
com ound, MS (ISP): 242.1 (['CI M+H]'), 240.1 ([35C|M+H]was obtained
sYdoaoppheaalire bid<dbEmbe e drine el ey
4 qh4 ro-3-fluoro- aniline instead of m-anisidine in step a). 5 Example 324
(ﬂ'i’&goro-3-methoxy-phenyl)-ethyl-(lH-imidazol-4-y|methyl)-amine f-- N
HN, U\~ 4 0 CI The title compound, MS (ISP): 268.2 (["Cl 266.2
([35C1 M+H]+"), was obtained

ot F
The title compound, M$ (ISP): 256.0 ([*'CI 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

=

N7

i Br
g

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-y1)-ethyl- (1H-imidazol-4-ylmethyl)-amine

/=N
HN\f
N

N

L2

F

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} 1,31dioxol-5-yl}-(1H-imidazol-4-ylmethyl)-isopropyl-amine



10

in analogous to the procedure described for Example 302 using
4-chloro-3-methoxy-aniline instead of 4-bromoaniline in step a). Example
wohddolgram o-3-chloro-phenyl )- (1 H-imidazol-4-ylmethyl)-gmingpsbé Mtk
\ ClI 15 Br The title compound, MS (ISP;' 90.1 (81Br'7CI [M+H]"), 288.1
(81Br35C1 / 79Br37C1 [M+H] ), 286.1 (79Br35CI [M+H]+), was obtained
in gemparable yield analogous to the procedure described for Example
68'ugtng 4-bromo-3-chloro-aniline instead of 2- methoxyaniline. 20
Exa 326 (1H-Imidazol-4-ylmethyl)-(4-trifluoro,methoxy-phenyl)-amine
WO 2p08/046757 PCT/EP2007/060666 -142- H N NH OAF F F The title
nd MS (ISP): 258.3 ([M+H]"), was obtained in comparable yleld
analdgous to the procedure described for Example 63 using 4-
(tnfluo?oﬁ‘réthoxy) -aniline instead of 2-methoxyaniline. 5 Example 327
(3-Chlofo-4-trifluoromethoxy-phenyl)-(1H-imidazol-4-ylmethyl)-amine [=N
HiNe-titN ido@pdruXE Tise 15i0: Comp Gimd HVIS, (WaPyb294:A {3 ¢ahfkabl} Yield

%L&ﬁé@&d{\éﬁﬁk&@{?@d‘aﬁ%ﬁ%r Example 67 using 2,2-difluoro-5-

aminobenzodioxole instead of 4-triflucromethoxyaniline in step a). '

Example 312
(3-Chloro-4-fluoro-pheryl)-ethyl-(1H-imidazol-4-ylmethyl}-amine

=N

=
HN\f
N

N

X

4

The title compound, MS (1SP): 256.1 ( PICEM+H]™), 253.9 ([P°CI 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

U“”

F

15 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

20 Biphenyl-3-yl-(3H-imidazol-4-ylmethyl)-amine



in comparable yield analogous to the procedure described for Example 63
using 3-chloro- 10 4-(trifluoromedlyoxy)aniline instead of
wé-neimaganiline. Example 328 ~ PCT/EP2007/060666
(1H-Imidazol-4-y|methyl)-[4-(2,2,2-trif|qqr -ethoxy)-phenyl]-amine F-N HN
NH. YO FF F 15 The title compound; MS (ISP): 272.1 ([M+H]"), was
oktained in comparable yield analogous to the procedure described for
le 63 using 4-(2,2,2-trifluoro-ethoxy)- phenylamine instead of
2-methoxyaniline. Example 329 20
(1H-vidazol-4-ylmethyl)-[3-(1,1,2,2-tetrafluoro-ethoxy)-phenyl]-amine WO
37046757 PCTIEP2007/060666 -143 N HN O Pt F F The title
compok S (ISP): 290.0 ([M+H]'), was obtained in comparable yield
: he procedure described for Example 63 using 3-(1,1,2,2-
tetrafluoroetfioxy)aniline instead of 2-methoxyaniline. 5 Example 330

mti{ielﬂdﬁ%ﬁgl'ﬁwmWﬁMQ‘W%VjWMﬁ%@§1 N’mparable vield

analogous to the procedure described for Example 63 using 3-aminobiphenyl instead of

2-methoxyaniline.
5 Example 315
(3H-Imidazol-4-ylmethyl)-(4'-trifluoromethyl-biphenyl-3-yl)-amine
I\%:i\NH
NH
J
O,
£ F
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-
10 3-ylamine instead of 2-methoxyaniline.
Example 316
{3'-Chloro-biphenyl-3-y1)-(3H-imidazol-4-yimethyl)-amine
Ne==

=\
%:NH

NH
) oh
The title compound, MS (ISP): 284.0 {(M+H)™) was obtained in comparable yield
15 analogous 1o 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



5

10

20

H N_ ~O The title compound, MS (ISP): 232.1 ([M+H]+'), was obtained
analogous to the io procedure described for Example 302 using

wé-meshaxyganiline instead of 4-bromoaniline in step a). Exampiei33do7/060666

(4-Bromo-3-chloro-phenyl)-(1 #H!-imidg% -4-yhnethyl)-isopropyl-amine
HN~\ CI Br 15 The title compound, MS (ISP): 332.1 (81Br87C1 [M+H]+),
SBOfQ R1Br35C1/79Br37Cl [M+H]+), 328.1 (79Br35CI [M+H]+), was
obtay in comparable yield analogous to the procedure described for
Exa pleghusing 4-bromo-3-chloro-aniline instead of 4-

ethoxyaniline in step a). Example 332 20
Ethyl-(24:jmidazol-4-yImethyl)-(4-trifluoromethoxy-phenyl)-amine WO
@WS? PCT/EP2007/060666 -144- H OAF F F The title compound,
MST(ISP): 286.1 ([M+H]"), was obtained analogous to the procedure
dedcribed for Example 302 using 4-tri,fluoromethoxy-aniline instead of 4-

bremaaniting i SERE) ISI5X26BRIe(8B3) ) was obtained in comparable yield
%ﬁ%gg&’:ﬁﬁ%ﬁp %ﬁg%@é&ﬂ%gg ¥c|)1_ E%%‘éile 5'1'5731'91&% ?sl_odfi)g{)?z eg; 1| e instead of

ethylamine in step a) and 2-chloro-4-(trifluoromethyl)-pyrimidine instead of 2-chloro-4-

methoxy-pyrimidine in step b).
Example 318

{1H-Imidazol-4-ylmethyl)-isopropyl-(2-trifluoromethyl-pyrimidin-4-yl)-amine
—N

Cﬁ A1

N

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-(trifluoromethy!)-pyrimidine instead of 2-chloro-4-
methoxy-pyrimidine in step b).

Example 319
(1H-Imidazol-4-yimethyl)-isopropyl-(6-methoxy-pyrimidin-4-yl)-amine

PN

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

HN,__2

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



5

i5

20

F OA The title compound, MS (ISP): 322.2 ([37C1 M+H]™), 320.1 ([3'ClI
M+13]"), was obtained analogous to the procedure described for Example

waéRassing3-chloro-4- 1o trifluoromethoxy-aniline instead of pcr/EP2007/060666

4-bromoaniline in step a). Example 33451 0.

(1H -Imidazol-4-ylmethyl)-isopropyl-[4- (2,5,2 trifluoro-ethoxy)-phenyl]-amin
N b= Oll F-{-F FI 15 The title compound, MS (ISP): 314.0 ([M+H]),

Was* d in comparable yield analogous to the procedure described

for Ebﬁ 67 using 4-(2,2,2-trifluoro-ethoxy)- phenylamine instead of

4-trifluor methoxyanlllne in step a). Example 335 20

(3-Bromo-4-fluoro-phenyl)-(1H-imidazol-4-ylmethyl)-methyl-amine WO

57 PCT/EP2007/060666 -145- N~~\ HN N/ 4 Br F The tide

ound, MS (ISP): MS (ISP): 285.9 (["Br M+H]+), 283.9 ([79Br M+H]+),

was a talned an escribed. for, Exam
e S T S LA TR T S SR Tyttt vietd
@ﬁa}ﬂgﬁg@@@k@mce@ﬁm ﬁrﬁﬁaﬂ:(ﬂdzfqn ﬁr@(rhyl)a 2}0 using isopropvlamine instead of
[Bethdand - IR R UL oK rBe PNHFMIPE milne instead of 2-chloro-4-methoxy-

pyrimidine in step b).

Example 321
(1H-Imidazol-4-ylmethyl)-methyl-(2-trifluoromethyl-pyrimidin-4-yl)-amine

=N

=
KN
g

N

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

o

=

HNf
N7

@cx

/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



HN IY\NA O FtF F F lo The title compound, MS (ISP): 318.0 ([M+H]'was
obtained analogous to the procedure described for Example 302 using

w8t R2tetrafluoroethoxy)aniline instead of 4-bromoanilinedn;stepoakeosss

15

Example 337

(6-Chloro-pyrimidin-4-yl)-(IH-imidazol-4- y1methyl) isopropyl-amine /-N\/J
HX=N 15 Ci N The title compound, MS (ISP): 252.1((M+H)") was obtained
i parable yield analogous to the procedure described for Example
21 ing isopropylamine instead of ethylamine in step a) and

4,6-d hIoropyrimidine instead of 2-ch|oro-4-methoxy- pyrimidine in step
b). & xample 338

(1H-Ifnidazol-4-ylmethyl)-isopropyl-(1-methyl- IH pyrazol -3- yI) amlne WO
2008/046757 PCT/EP2007/060666 ,-146- N\\ HN~ N N JThe

COMpEERaTME ISP >25T 4 %ﬁﬁ#ﬁj")%@ét&rr@& ko H&éﬂﬁle&.&aﬁ
aradagolusitdotive: pro Cedprerdbserilsed fodExabple 87 WiEinging 4-chloro-3-fluoro-
%ﬁﬂ}i@%k@&@t}mx{%ﬁ&eiﬂ%&%&%@f 4-trifluoromethoxyaniline in step a). 5

Example 324
{4-Chloro-3-methoxy-phenyl)-ethyl-(1H-imidazol-4-ylmethyl)-amine
N
HN\f
N

hY

O/

a
The title compound, MS (ISP): 268.2 (["Cl M+F]%), 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

=
HN\f

NH

<

Br
The title compound, MS (ISP}: 290.1 (¥'Br’’Cl [M+H]™), 288.1 (*'Br”°Cl/ *Br’'Cl
[M+H]™), 286.1 (PBr°Cl [M+H] "), was obtained in comparable vield 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



10

15

Example 339 (1H-Imidazol-4-ylmethyl)-isopropyl- (1-phenyl-1.
H-pyrazol-3-yl)-amine N~\ HNr/J Iy’'N” \ 6N N The title compound, MS

wSRE/@82:1 ([ill+H]"), was obtained in comparable yield 1o anajegeust@oses

the procedure described for Example 67 Jflzsi_ng 1-phenyl-IH-pyrazol-3-
ylamine instead of 4-trif|uoromethoxyani]Iine in step a). Example 340 Ethyl-
(1R=imidazol-4-ylmethyl)- (2-methyl-2H-pyrazol-3-yl) -amine HN N~\ N-

5 The title compound, MS (ISP): 206.1 ([M+H]"), was obtained
:r:\al%nous to the procedure described for Example 302 using
5-amino-I-methylpyrazole instead of 4- bromoanil.ine in step a). Example
341 Ethyl- (1H-imidazol-4-ylmethyl)-(1-phenyl-IH-pyrazol-3-yl)-amine
WO 8/046757 PCT/EP2007/060666 -147 rN HN~ N~~ N The title

com@%d, MS (ISP): 268.3 ([M+H]'was obtained analogous to the

proceduré described for Example 302 using

Irpbeaylziy M[ﬁ%i?'ﬁ%ﬂ@mi%ﬁ.@@ﬁﬁk@ﬁ‘ﬁ ,%Wil@lﬁiﬂ%éiﬁﬁa@lbﬁ: yield
%}%{ﬁé&%ﬁ%ﬁ thglplz*lc:_)lc@dglaezccl)flséé:' lengleftohry l!giaﬁi) éf%%oég?gei?%lﬁ &%%gllﬁ%%gxy)«anﬂine
instead of 2-methoxyaniline.

Example 327
(3-Chloro-4-trifluoromethoxy-phenyl)-(1H-imidazel-4-ylmethyl}-amine

=N

=
HN\?

NH

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-(trifluoromethyoxyjaniline instead of 2-methoxyaniline.

Example 328
(1H-Imidazol-4-ylmethyl)-[4-(2,2,2-trifluoro-ethoxy)-phenyl}-amine

=
E-IN.\//
|

.

NH

g

e
\Y :
&

e

F——F
F

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



10

15

20

[--N\WHN NH SI~-N F F F The title compound, MS (ISP): 249.1 ([M+H]),
was obtained in comparable yield analogous to the procedure described

wiprdEsampie 63 using 4-(trifluoromethyl)-1,3- Io thlazol 2- ammemmsﬂ:umd/&ﬁmﬁé

2-methoxyaniline. Example 343 143

(1H-Imidazol-4-ylmethyl)-(2-methoxy- pyrlmldln -4-yl)-(2,2,2-trifluoro-ethyl)-
e -N\WHNF N'YI FF NN 15 The tide compound, MS (ISP): 288.1
H)+') was obtained in comparable yield analogous to the procedure

ine in step a) and sodium methoxide in 1,2-dimeth.oxyethane
«of sodium hydride / phenol in dimethylfor mamide in step b). 20
Examnﬁrg:;M WO 2008/046757 PCT/EP2007/060666. -148

(1H-I ol-4-ylmethyl)-

(12 Arfei Ao GHR i 5iF Qoo TRy PYriMiiR-esYiin@ming i akattefyidh
analogous to the procedure described for Example 63 using 3-(1,1,2,2-

tetrafluoroethoxy)aniline instead of 2-methoxyaniline.

Example 330
Ethyl-(1H-imidazol-4-ylmethyl)-(4-methoxy-phenyl)-amine

=N

=

Hw\f
N

5

The title compound, MS (ISP): 232.1 ([M-+H1"), 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
/-mN
HN,_ =

A

X,

Br
The title compound, M$ (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



16

15

F F The title compound, MS (ISP): 326.3 ((M+H)") was obtained in
comparable yield 5 analogous to the procedure described for Example

waroesisgs2,2,2-trifluoroethylamnne instead of ethylamine irpsteprapanidosce

2-chloro-4-(trifluoromethyl)-pyrimidine instead of
2-chloro-4-methoxy-pyrimidine in step b). Example 345 10
(67€HIoro-pyrazin-2-yl)-(3H-imidazol-4-ylmethyl)-amine ~NH HN (LN
N~ CI The title compound, MS (ISP): 209.8; 211.8 ((M+H)*') was
tained in comparable yield analogous to the procedure described for

Example 63 using 2-amino-6-chloropyrazine instead of 2-methoxyaniline.
15 ple 346

(6-Chforp-pyrazin-2-yl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine N_ JI~
C~ ~RI+;J\NJY ~N IN CI The title compound, MS (ISP): 252.3; 254.3
((M+HjE'5 was obtained in comparable yield analogous to the procedure
d&wlb@ébfﬁpcﬁﬁﬁmﬂls @3rysieg. 2{amminat6ychirepwiazingnlSyinsteach of
4-rifl tho |n st - JIGV V.

e P L B D S R o+

bromoaniline m step aj.

Example 333
(3-Chloro-4-trifiuoromethoxy-phenyl)-ethyl-(1H-imidazol-4-ylmethyl)-amine
FN
HN,__z

NS
ol ;’L .
O
A
The title compound, MS {(ISP): 322.2 {[*Ct M+H]"™}, 320.1 ([PCI M+H]"), was

obtained analogous to the procedure described for Example 302 using 3-chloro-4-

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 %
7L

3.

F
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
(3-Bromo-4-fluoro-phenyl)-(1H-imidazol-4-ylmethyl)-methyl-amine



Ra N% NH R3 N"R9 2 R wherein R1 is hydrogen, Ct-7-alkyl,
-(CR2)n-OH, -(CH2)n-aryl or -(CH2)n-heteroaryl, which are optionally

weubstitdtes’by halogen, Cj-7-alkoxy or Ci-7-alkyl substitutedioyr xlmgenso6ee

5

10

15

20

or is -(CR2)n- C3-7-cydoalkyl, optionally gubstituted by hydroxy,
-(CH2)"-heterocyclyl, -(CH2), NH-S(0O)2CHS3, or is -(CR2)nO- Ci-7-alkyl or
CG=Ralkyl substituted by halogen; R is hydrogen or G-7-alkyl, and when

t -groups are present, they may or may not be the same; R2 is
2,2-éio;o-2,3-dihydro-lH-benzo[c)thiophenyl,
6,7-difyydro-5H-cyclopentapyrimidin-2-yl,

2,2- ro-benzofl,31dioxol-5-yi,

2,2, grafluoro-z,3-dihydro-benzo[1,4Jdioxin-6-yi,or is aryl or

heter ryl; optionally substituted by one or more substituents, selected

G L S A S ARV

mhmevdnnhhﬁlg@mc)@@)m@?e é@kyllbe(tfmﬁmﬁpmmmg ?laﬂnylo -4-

ﬂ%i%)&nﬁh&h%@&@’bf@ﬂ%@@]mﬁ%\(@@@) -NHC(O)- Ci-7-alkyl, -C(O)NH-
C'-7-alkyl, or O-tetrahydro-naphthalenyl, or are substituted by

(CH2)n-aryl, optionally substituted by halogen, or by t AMENDED SHEET

Example 336
Ethyl-(1H-imidazol-4-yimethyl)-[3-(1,1,2,2-tetrafluoro-ethoxy)-phenyl}-amine
/:N
HN,__z
NS
QL
F——F
F7F

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

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 4,6-dichloropyrimidine instead of 2-chloro-4-methoxy-
pyrimidine in step b). |

Example 338
(1H-Imidazol-4-yimethyl)-isopropyl-(1-methyl-1H-pyrazol-3-vl}-amine
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-CH=CHe-aryl, optionally substituted by halogen, or by -(CH2)n-O-aryl,

woptiosiadby substituted by halogen, C.7-alkoxy or Ca-alkyl substitaEgedopso666
halogen, or by O-(CH2)0-aryl, optionally gxibstituted by halogen, or by
-(CH2),-heteroaryl, or by -(CH2)0-O-heteroaryl or by

-(CH2)~-heterocyclyl, optionally substituted by =0, or by
-(@K2Z)n-O-heterocyclyl, optionally substituted by Ct.7-alkyl, or by -S-aryl,
-CH(OH}-aryl, C(CH3)2-aryl, -NR-aryl, or by 2-oxo-2H-pyridin-I -yl; R3 is

their maceutically active salts, racemic mixtures, enantiomers, optical
isomérs{ and tautomeric forms thereof, and of
4-pheny|%1minomethyl-imidazol-dihydrochloride

bzl 3bivipidad ol4-yierethyh) -phiemyHamingas obtained in comparable vield

(IH-jmi l-4-ylmethyl)-(4-me -phenyl)-aming . . .
e B A7 e i oyt
Hi RS dealol- mifivreenyrhaminell e Brétebaphenyl)-(1

5 H-imidazol-4-ylmethyl)-amine
(3,5-dich|oro-phenyl)-(lH-imidazol-?—)é/alm t ggg-amine and
(3-chloro-phenyl)-(I H-imidazol-4-y mexl‘ﬂi/ -amine for the preparation of a
riveidiEamdernldryimecthobinsent afvdié prelesivh | Bnrieazalidorbesminsipolar
dispsder, attention deficit hyperactivity disorder, stress-related disorders,
psychotic disorders, schizophrenia, neurological diseases, Parkinson's
disease

hydr(@g\’ or G.7-alkyl; R4 is hydrogen or Cl.7-alkyl; nis0,1,2,3or4 and

The title compound, MS (ISP): 282.1 (IM+H]"), was obtained in comparable vield
10 analogous to the procedure described for Example 67 using 1-phenyl-1H-pyrazol-3-

vlamine instead of 4-trifluoromethoxyaniline in step a).

Example 340
Ethyl-(1H-imidazol-4-ylmethyl)-(2-methyl-2H-pyrazol-3-yl)-amine
FN
HN, 2
NS

éN/
!
—N

The title compound, MS (ISP): 206.1 {{M+H] "), was obtained analogous to the

15

procedure described for Example 302 using 5-amino-1-methylpyrazole instead of 4-
bromoaniline in step a}.
Example 341
20 Ethyl-(1H-imidazol-4-ylmethyl)-(1-phenyl-1H-pyrazol-3-yl)-amine



neurodegenerative disorders, Alzheimer's disease, epilepsy, migraine,
hypertension, substance abuse and metabolic disorders, eating

woigerglessisdiabetes, diabetic complications, obesity, dyslipid&EiEP2007/060666

(9]

16

20

disorders of energy consumption and asgimilation, 2 AMENDED SHEET
29/07/2008 Printed: 02/09/2008 CLMS PAM D E P2007060666 45'il
digetders and malfunction of body temperature homeostasis, disorders of
sléep and circadian rhythm, and cardiovascular disorders. 2. The use of a

ﬁ;}nd of formulalA R4 N NI' R3N' '2 RIA wherein R'is
hyd en, Ci.7-alkyl, -(CH2)r-aryl, optionally substituted by halogen,

Llioxy or C1-7-alkyl substituted by halogen, or is -(CR2)n-

Cs 7 -cychaalkyl, optionally substituted by hydroxy, or is -(CR2).-OH,
-(CH2)nheterocyclyl, -(CH2)n-NH-S(O)2CH3, -(CR2)r0-C1.7-alkyl or

%J@#&Lﬁm%%*zz(swa@% Mmdmgspo@&a%g a@llhxbmqowﬂsn

two R-groups are present, they ma or may not be the same * R2 is ary
R AetrERiFcHB i I§>‘§E}B§ﬁﬁﬁéd‘%9gc}ﬁ%b&“ﬁ%dﬂé gwgﬁ%u%ﬁ%gngaféeéé%ﬂd of 4-
froontbeniihouip epsisting of halogen, C1.7-alkyl, C1-7-alkoxy,
-(CH2)r-hydroxy, C.7-alkyl substltlﬁeig b ehjaiggen Ci_7-alkoxy
substituted by halogen, -S(0)2-CS-, -aE -(CH2),-S 0)2 -NH- C1.,-alkyl,
(@#@?ﬁ@zpb‘iﬁ%?k‘}ﬂhﬁ‘ié“%ﬁw%bﬂ@@}@lzﬁ ayniie
-C(@NH -C1.7-alkyl, or -(CH2)r-aryl, optionally substituted by halogen, or
Xy, optionally substituted by halogen, CI.7- alkoxy or C1.7-alkyl

substituted by halogen, or aryl or heteroaryl are optionally substituted by
benzytexy, -S-aryl, -CH(OH)-aryl, -C(CH3)2-aryl, -NR-aryl,

S)\\‘N

\:S<F

Fr

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-vlmethyl)-(2-methoxy-pyrimidin-4-y1}-(2,2,2-trifluoro-ethyl)-amine

—N

Y
HN. 2

e
¢!

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



2-oxo-2H-pyridin-l-yl, -(CH2)r-heterocyclyl, optionally substituted by =0, or
by -(CH2),-heteroaryi or -(CH2)r-0-heteroaryl; R3 is hydrogen or

WO ROB/BkYFT R4 is hydrogen or C.7-alkyl; AMENDED SHEETPRI/BPZRO0D& 0666

Lo}

10

15

Printed: 02/09/2008 CLMSPAMD EP2007§60666 n is0,1,2,3or4 and their
pharmaceutically active salts, racemic mixtures, enantiomers, optical
isbihéns dand-thyterbyig-fars tHfreodand/ DE (4-triftucromethyl-pyrimidin-2-y1)-

A% Rhenylaminomethyl-imidazol-dihydrochloride and benzyl
3

H-imidazol-4-ylmethyl)-phenyl-amine for the preparation of a
medicament for the treatment of depression, anxiety disorders, bipolar
Isoyder, attention deficit hyperactivity disorder, stress-related disorders,
psy oLle\r%"sorders schizophrenia, neurological diseases, Parkinson's
urodegenerative disorders, Alzheimer's disease, epilepsy,
hypertensmn substance abuse and metabolic disorders, eating
diso ~Jiabetes, diabetic complications, obesity, dyslipidemia,
disorders of €nergy consumption and assimilation, disorders and
Ifunctlon of bogy. empe ature homeostasis, di orde of sleep
O e A AL s oy G dcbraghs S OBy
cxm‘dngmlla toatbe proireg toe cledmibed/erBinRplie T L. 7salkyl2, 2-tileausetipfianine
%@@Qﬂm&fyf%nwﬁq's?&ﬁg Jingotialaims3 tWﬁﬁB?H‘r@t% %‘QH@' ¥e instead of

substituted aryl. 5. The use of a compound of formula | accordlng to claim

A NRER é‘o?ﬁ?fgﬁﬁ’dg‘ﬁ’ﬁé“@f?ﬁ/}“@ﬁ tnidazol -4-ylmethyl)-phenyl-amine

methyl-(3H-imidazol-4-ylmethyl)-phenyl-amine (3-fluoro-ph
enyl)-(3H-imidazol-4-ylmethyl )- meﬁ%lr[%m@q@thyl

g%H imidazol-4-ylmeth )% m-tolyl-amine
QHHQZHT&W&H%‘ WWiphshyrdiihamine

(3 chisrp-phenyl)-(3H-imidazol-4-ylmethyl)-methyl-amine
(4-c Hohenyl)-(3H-imidazol-4-ylmethyl)-methyl-amine

HN

Ay
N\)\c;
The title compound, MS (ISP): 209.8; 21 1.8 ((M+H)™) was obtained in comparable yield
analogous to the procedure described for Example 63 using 2-amino-6-chloropyrazine
mstead of 2-methoxyaniline.

Example 346
(6-Chloro-pyrazin-2-yl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine

M

N
N\'AC!
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).



e WL U D L JUD

(3-chloro-phenyl)-(3H-imidazol -4- ylmet%y&w;propyl -amine (3, EP20070606¢
5-dichloro-phenyl)-(3H-imidazol-4-ylmethyl )-isopropyl-amine
(3H-imidazol-4-ylmethyl)-isopropyl-(3-methoxy-phenyl)-amine
(3H-imidazol-4-ylmethyl)-isopropyl-m- amine
(3H-imidazol-4-ylmethyl)-isopropyl-(3-trifluoromethyl-phenyl)-amine (4-
chloro-phenyl)-(3H-imidazol-4-ylmethyl )-isopropyl-amine 4 AMENDED
SHEET 29/07/2008 Printed: 02/09/2008 CLMSPAMD EP2007060666
(4-chloro-3-tri fluoromethyl Claims
-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine
(3,4-dichloro-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine
(3- ? ro-4- tr| fl uoromethoxy-ph enyl)-(3H-imi dazol-4-ylmethy]
)-isopropYicantrienacmé et fivenyfethyl-(3H -imidazol-4-ylmethy[)-amine
(3,4-difluoro-phenyl )-ethyl-(3H-imidazol-4-ylmethy])-amine
(4-fluoro-phenyl)-(3H-imidazol-4y thy[)-isopropyl-amine
(3H-imidazol-4-ylmethy[)-isoprqQyl-k4-trifl uoromethoxy-phenyl) -amine
(3H-imidazol-4-ylmethyl)- isoprginaphthalen 2-yl-amine (3H
-imidazol-4-ylmethy])-indan-5 rgpyl-amine (3-chloro-5-fluoro-ph
enyl)-(3H-imidazol-4-ylmethyl}-isoprpyl-amine
(3,4-difIuoro-phenyl)-(3H-imidazoI-ByImqthyl)-isopropyl-amine
wiibretloro-2-fluoro-phenyl )- (3H-imidazol-4-ylmethyl )-isopropyl-amine
RI(3- Chilsoﬁ fI u?)rﬁ%:| Pr%ﬁf | )-ethyl (3H -imidazol-4-ylmethy[)-amine ethyl-
(2 It;’m mmmﬁ(smidm%ﬁigmm o (C|H2)n e croan
S is -amine
(2,4-dilnoiae3-Byatheyysp B?élyl) (3blﬁ Iml(?g%l XA OF?kgt VT |é6p7%?f§/l -amine
(4-flu thyl henyl) (3H-imidazol-4-ylmethy[ )-isopropyl-amine
(3H- w%ﬁg}zol AR %W(@R%W%@Weﬁeﬂb}sww -amine
(3- be@@xﬁm@wﬂ)& (3H-imidazol-4-ylmethy[)-isopropyl-amine
(3H-1(ﬁ1H§J;oNﬂﬂdmg£ -igogropy! -(3-trifluoromethoxy-phenyl) -amine
(3H i I- -yI yI) |sopropyl (3-phenoxy-phenyl)-amine
((3- dlfluorome % ‘gnyl) (3H-imidazol-4-ylmethyl)-isopropyl-amine

(3HSirictilon subgtiistdyy iebprapy!- [
3-(1,1,2,2-tetrafluoro-ethoxy)-phenyl]-amine

is hydrogen or Ciy-alkyl, and when two R-grou
Or may not be the same;

R
ps are present, they may

R* s 2,2-dioxo-2 ,3-dihydro-1H-benzo{c)th;

- c]th.zophenyi,
6,7-dihydro- -5H-cyclopentapyrimidin-2- -vi,
2,2-difluoro-benzo{1 »3jdioxol-5-y},
2,2,3,3-tetrafluoro-2 »3-dihydro-benzo|1, 4]
aryl or heteroaryl, optionally substituted b
from the group consisting of

hal -
iqajogen, Cig-alkyl, Cs. 7~cycloalkyl, -(CH,),- -hydroxy, C, -r-alkyi substituted by
ogen, C, 7-alkoxy substituted by halogen, -5{0),- Cy. 7-alkyl,
-(CH3)s-S(0);-NH- Cip-alkyl, -(CH,),-O- Ciop-

-NHC(O)- .- alkyl, -C(O)NH- ¢, .- alkyl, or
substituted by

dioxin-6-yl, or is

¥ one or more substituents, selected

alkyl, nitro, amino, cyano,
O-tetrahydronnaphthalenyi, or are

-{CH;)p-aryl, optionally substituted by halogen, or by

AMENDEEr SHEET /
| 29/67/200
S L '{



"Pri{lied_: 02/09/29%|0r0-4-methyl-phenyl)-(1 HEHRZEMTImethy!)-isopropyl-amine

IND

(3,4-dimethyl-phenyl )-ethyl-(1 H -imidazol-4-ylmethyl) -amine
(4-benzyloxy-3-chloro-phenyl)-(1 H-imidazol-4-ylmethyl)-isopropyl-amine [
3-chloro-4-(4-chloro-phenoxy)-pheny{lghyl-(1H-'imidazol-4-ylmethyl)-ami
ne (3-benzyl-phenyl)-(3H-imidazol-4-ylmethyl )-isopropyl-amine
biphenyl-3-ylI- (3H -imidazol-4-ylmethyl )-isopropyl-amine [
3-(4cghlera-RhAngxydn @xﬂs(ﬁhkém%bgem?ﬂw isopropyl-amine

zoI 4 Imet hen I-ben ene -1,4di m|ne 14- [
> (Ao S I SRR p e S,
(3- Hbiguediby ﬁ&eenw)bqs H-imidazol-4-ylmethyl)-isopropyl-amine
AMENDED &ﬂﬁﬁa@@ﬁéﬂmﬁﬂﬁatafﬁme@l TR PH 2008y CUMER AMBYcarvi, or by

I(E:BI:I)-]:{:@‘ili 6%?%?{&0& N xy-phenyl)-amine
(3H |m| ﬁi ‘ﬁ)ﬁrgﬂ ?ﬁgﬁ%@‘ éw%prf%tﬁ%&mme ethyl-

(3Heh z%rbatgnﬁﬁé@h%pa@opménw@sphéc@lmm@m or by
(3-<$fh:rplromethoxy phenyl)-(3H-imidazol-4-ylmethyl)-methyl-amine
(3 l@q = henyl) (3H-imidazol -4-ylmethyl)-methyl-amine

#?ragé%%/ Penyl) ethyl-(3H-imidazol-4-ylmethyl)-amine ethyl-
‘n -’ylmethyl) (3-methoxy-phenyl)-amine ethyl-

(4 ABrerds ekt oxy-phenyl)-(3H-imidazol-4-ylmethyl)-amine (3-ddiflu
orareethokyphtiiyl )-gthyl-(3H-imidazol-4-ylmethyl)-amine
(4-chloro-3-methoxy-phenyl)-(3H-imidazol-4-ylmethyl) -isopropyl-amine [

20 3-@3&gkdmggﬁla,emgggya}mpnyl]-(3H-imidazol-4-y|methyl)-isopropyl-amine
(3H-imidazol-4-ylmethyl)-isopropyl-(3-phenoxymethyl-phenyl)-amine

R (4ig%9@b§myﬂgqpyl)-(3H-imidazol-4-y|methyl)-isopropyl-amine
(3-bromo-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine

n (34dithloBoephenyl)-ethyl-(IH-imidazol-4-ylmethyl)-amine
(3-bromo-phenyl )-ethyl-(3H-imidazol-4-ylmethyl) -amine

(3-bro 3H-imidazol-4-ylmethyl)-methyl-amine
<o TR gL G E RO E By e ETAPRARTARS optical isomers
and(@,wmw@iphemdr)eéf H-imidazol-4-ylmethyl)-methyl-amine

and of

4-phenylaminomethyl-imidazol-dihydrochloride
benzyl-(3H-imidazol-4-yimethyl)-phenyl-amine
(1H-imidazoi-4-ylmethyl)-(4-methoxy-phenyl}-amine
(3,4-dichloro-phenyl)-(1H-imidazol-4-ylmethyl}-amine
(4-chloro-phenyl)-(1H-imidazol-4-yImethyl)-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

for the preparation of 2 medicament for the treatment of depression, anxiety disorders,
bipclar disorder, attention deficit hyperactivify 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,

AMENDED SHEZT

EP2007060666

28/07/2008



Printed: 02/09/£0884ichioro-phenyl)-(1H-imidaZbMiRMR))-methyl-amine EP2007060666

(3,5-difluoro-phenyl)-(I H-imidazol-4-ylmethyl)-methyl-amine
(4-bromo-phenyl)-(1 H-imidazol-4-ylmethyl)-isopropyl-amine
(3,4-dibromo-phenyl)-(1H- |m|dazol'4’l§grﬁnethyl) isopropyl-amine
(4-bromo-phenyl)-ethyl-(IH-imidazol-4-ylmethyl)-amine
(3,5-dichloro-phenyl)-ethyl-(I H-imidazol-4-ylmethyl)-amine

s ot s e
w? 8’ y %ﬁ}j)lrhl %r Ovascaln "%1%%

ethyl-
(4-chloro-3- fluoro phenyl) ethyl-(IH-imidazol-4-ylmethyl)-amine
g Ioro 5- Iuoro é hylu((’ H-imidazol-4-ylmethyl)-amine’
(frﬁlcs)e fﬁj%%‘ ?H‘lmldazol 4-ylmethyl)-amine

(3 -chloro-4-fluoro-phenyl)-ethyl-(IH-imidazol-4-ylmethyl)-amine
(4-chloro-3-methoxy-phenyl)-ethy| (1 H-imidazol-4-ylmethyl)-amine
(4-bromo-3-chloro-phenyl)-(IHrimidazol-4-ylmethyl)-isopropyl-amine or 6
AMENDED SHED 29/07/200%3 jnted: 02/09/2008 CLMSPAMD
EP2007060666 (3-chloro-4-tri uoromethoxy phenyl)-ethyl-(I
H-imidazol-4-ylmethyl)-amine, 6. TbR‘use of a compound of formula |
according to claim 1, wherdin R i hydrogen 7. The use of a compound
of formula | according to claim 6, i3\/here,4s,n R2 is optionally substituted aryl.

whi&ein€ use of a compound of formula I according to claim 7, which

gt , compounds are (3-chloro-5-fluoro-phenyl)-(1

H-infi X P6P2ER et A mfridig e dusptioratinsiessisnied mbatiggramino)
-2,6CHifhabicaxpoe dy )} -diet baineituted by haiogen, or is

(3- b 4 or ) I am n is

[3- (3 c &u ngﬂﬁ é%‘iﬁ%“(%’ﬁ%’i. azo m‘) I e(4 i
vordlS Pp%e indlad mmaazécwmmﬁfﬁam

(3- Mm@mwadwamamﬂwmtbw&@mmgm,

(3-bromo-5-trifluoromethyl-phenyl) -(3H-imidazol-4-ylmethyl)-amine
R is hydrogen or C,.;-alkyl, and when two R-groups are present, they may
or may not be the same

R* s aryl or heteroaryl, optionally substituted by one or more substituents, selected
from the group consisting of halogen, C;.;-alkyl, C,.>-alkoxy, -{CHy)p-hydroxy,
Cy.7-alkyl substituted by halogen, C; ;-alkoxy substituted by halogen,
-5(0)2-Cy.7-alkyl, ~(CH2)y-8(C)2-NH- Cy.5-alkyl, «(CH,;)5-0-1 C,7-alkyl, nitro,
amino, -NHC(O)-C,.;-alkyl or -C(O)NH-C; ;-alkyl, or -{CH3)y-aryl, optionally
substituted by halogen, or by aryloxy, optionally substituted by halogen,

Cy.7- alkoxy or Cy.r-allyl substituted by halogen, or aryl or heteroaryl are optionally
substituted by benzyloxy, -S-aryl, -CH(OH)-aryl, -C(CH;),-aryl, -NR-arvl,
2-0x0-2H-pyridin-1-yl, -(CHy),-heterocyclyl, optionally substituted by =0, or by
-(CH;)n-heteroaryl or -(CHy)},-O-heteroaryl;

R®  is hydrogen or Ci-y-alkyl;

R  is hydrogen or C;.y-alky};

L))



Printed: 02/09/2008midazol-4-yimethyl)-(3-isofStelyRBAGAR)-amine (3, EP2007060666
5-difluoro-phenyl)-(IH-imidazol-4-ylmethyl)-amine
(3,4-dibromo-phenyl)-(IH-imidazol-4-ylmethyl)-amine
(3-chloro-4-fluoro-phenyl)-(1 H-imidazol-4-ylmethyl)-amine
(4-bromo-3-chloro-phenyl)-(IH- [imidazbi-a- -yImethyl)-amine or
(3-chloro-4-trifluoromethoxy-phenyl)-(1 H-imidazol-4-ylmethyl)-amine. 9.

n Thedse ef agompound of formula | according to claim 3, wherein R2 is
optionally substituted heteroaryl. 10. The use of a compound of formula |

an a a hsa af el i
@BQQF Hgﬂtl? gm VAIH](E’ & my?%ual C mdgzorle& y?antfﬁgbergnﬁﬁtécai 150INCrs

chloro- pyrlm imi
a“‘%éaBFBf%“ﬁ JAER ?L‘fflfo(%ﬁ’ fdazol-4-ylmethyl)-isopropyl-amine or
4-patptlgtip pmiddeblisighna iy Getrifiud dermethy|-pyridin-2-yl)-amine. 7

beﬁwmﬁﬂcﬁk&ﬂz%% 20M3Rrinted;c02!09/2008 CL M S PAM D E

007/ 6 56 " a compound of formula | accordjng to
for SRR o ety oeﬁa?%fs‘fu%éﬁ“&s'&ﬂfzd%ﬁm RIRE ST
‘PQE?’B&ifﬁféara?W%?“FH‘ép é)@ﬁ?%ﬁfﬁ&ﬁm@ﬁféﬁmﬁmdmd@ﬁwm
psychaitit Gisoveishschinpyéumaais, afer&egtdﬂrmygaﬁ?hﬁb&i’ada&%wb 1

neurbiBEdazaky#RS N i@%ﬁk‘%m di ile
sub% t(!:Bhél%ro benz S}‘ 3 i lor e:g/sl) (gl.elflsfmﬁga ol- 4 yfﬁg I?}éprﬁl epsion,

oro enz 2RI TT A ??é?ﬁﬂ}agﬁﬁiﬁe or

Ffz”;‘/lc’(@ ﬁ@pﬁﬂéﬁﬂﬁfﬂﬂm detsof hmergy A pasmingtios aBh essseilafian,
disgumpeuddnefiformiutad! beocyrding datlaimck weekeindR oisidaRideep and

circeBafreipinaikyh angk B4 Qriionglasbstituted aryl. 14. The use of a

compound of formula | according to claim 13, which compounds are
(3-chloro-phenyl)-cydopropylmethyl-(3H-imidazol-4-ylmethyl)-amine or

@ rhiare-Bheexhntbunrlanemdathyb: (A pigarakA YimelyDRamine: g

4. The use of a compound of formula I according to claim 3, wherein R is optionally
substituted aryl.

5. The use of a compound of formula ] according to claim 4, which compounds are

ethyl-{3H -imidazol-4-ylmethyi}-phenyl-amine
methyl-(3H-imidazol-4-ylmethyl)-phenyl-amine
(3-fluoro-phenyl)-(3H-imidazol-4-yimethyl)-methyl-amine
ethyl-(3H -imidazol-4-ylmethyl}-m-tolyl-amine
(SH-imidazol-é-yimethy})—isopropyl-phenyi-amine
(3-chloro-phenyl)~(3H-imidazol-4-ylmethyl}-methyi-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-ylmethyi)-isopropyl-amine
(3H-imidazol-4-ylmethyl)-isopropyl-(3-methoxy-phenyl)-amine
(3H-imidazol-4-ylmethyl)-isopropyl-m-tolyl-amine
(3H-imidazol-4-yimethyl)-isopropyl-(3-triflucromethyl-phenyl)-amine
(4-chloro-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine

4 AMENDED SHEET '20/07/2008



 Printed: 02/09/B90815. A medicament containi6g Bi&PddAmbre compounds as claimed in - EP2007060666

e’

claim 1 and pharmaceutically acceptable excipients for the treatment of
depression, anxiety disorders, bipolar disorder, attention deficit
hyperactivity disorder, stress-relatgd disorders, psychotic disorders,
schizophrenia, -neurological diseases, Parkinson's disease,
neurodegenerative disorders, Alzheimer's disease, epilepsy, migraine, .

(4 hy@@r@emmOﬁsﬂa&aﬂcsm}Bygqmq&mg%@é@y@}ﬁ&'}%@ﬁs _ . H-amine
(33?-%825 Orrsdagjrf'_.aetx)lequ?g}giigg]elgg ?cgggpgllca ions, obesit f plyshp emia,
iSOrdars ot Snergy Comstmption ARt ReSIHiRRIGRY di¥6Rders and
Cradlpuerdtibileprudstkempehamii- itmeostasis; didorderd) af sleepybachine
(4<irsadiamemtham and Kardievasculartisorders,; 16. A medicament
ceerding to claim 15 ¢ lning one or more compounds as claimed in
B%Ié%%“f l'f(g'rp ﬁ%’ %rlgﬁ%n’?’elz?f%? 48 giéﬁlﬁﬁ%ﬂg‘sqg?‘%rkinson's disease,
(4dinaetyphan itbritioniderfidit iy pethrlivitpmtispybleriaDHD). AMENDS' cc
(Sf{:mﬁﬁfz&'ﬂ?}%thyl)dsopropyi—(&-triﬁuoromethcxy—phenyi)-amine
(3H-imidazol-4-ylmethyl)-isopropyl-naphthalen-2-yl-amine
(3H-imidazol-4-yimethyl}-indan-5-yl-isopropyl-amine
(3-chloro-5-fluoro-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine
(3,4-difluoro-phenyl)-(3H-imidazol-4-ylmethy!)-isopropyl-amine
(5-chloro-2-fluoro-phenyl)-(3H-imidazol-4-yimethyl)-isopropyl-amine
(3-chloro-2-fluoro-phenyl)-ethyl-(3H-imidazol-4-ylmethyl)-amine
ethyl-(3H-imidazol-4-yimethyl)-naphthalen-2-yl-amine
(3,5-difluoro-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine
(2,4«diﬂuoro-B—methoxy—phenyi)-(SH—imida.zoLé-yimethyl)—isopropyl-amine
(4-fluoro-3-methyl-phenyl)-(3H-imidazol-4-yimethyl)-isopropyl-amine
(3H-imidazol-4-ylmethyl)-(3-isopropoxy-phenyl)-isopropyl-amine
(3-benzyloxy-phenyl)-(3H-imidazol-4-ylmethyl)-isopropyl-amine
(3H-imidazol-4-yimethyl)-isopropyl-(3-trifluoromethoxy-phenyl)-amine
(3H-imidazol-4-ylmethyl}-isopropyl-(3-phenoxy-phenyl)-amine
((3-diftucromethoxy-phenyl)-(3H-imidazol-4-yimethyl)-isopropyi-amine
(3H-imidazol-4-ylmethyl)-isopropyi-{3-(1,1,2,2-tetrafluoro- ethoxy)}-phenyl]-amine
(3-chloro-4-methyl-phenyl)-(1H-imidazol-4-ylmethyl)-isopropyl-amine
(3,4-dimethyl-phenyl}-ethyl-(1H-imidazol-4-yimethyl)-amine
(4-benzyloxy-3-chloro-phenyl)-(1 H-imidazol-4-ylmethy})-isopropyl-amine
[3-chloro-4-(4-chioro-phenoxy)-phenyl]-ethyl-(1H -imidazol-4-ylmethyl)-amine
(3-benzyl-phenyl)-(3H-imidazol-4-ylmethy})-isopropyl-amine
biphenyf-3—yE-(3H-imid&zol—é—yimethyl)-isopropyi-amine
[3-(4-chioro-phenoxy)-phenyl}-(3H-imidazol-4-ylmethyl)-isopropyl-amine
N-(1H-imidazol-4-yimethyl}-N'-phenyi-benzene-1,4-diamine 7
{4-{2-(4-chloro-phenyl)-ethyl]-phenyl} -ethyl-(1H-imidazol-4-yimethyl)-amine
(3—brorno—4-ﬂuorq;—phenyi}(3H-imidazol-4-yimethyi)-isopropyl-amine
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(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-phenyi}-amine

(3-difluoromethoxy-phenyl)-(3H -imidazol-4-ylmethyl)-methyl-amine

(3-benzyloxy-phenyl)-(3H-imidazol-4-yimethyl)-methyl-amine
(3-benzyloxy-phenyl)-ethyl-(3H-imidazol-4-yimethyl)-amine
ethyl-(3H-imidazol-4-yImethyl)-( 3-methoxy-phenyl }-amine

ethyl-(4-fluoro-3-meth oxy-phenyl)-(3H-imidazof-4-ylmethyl}-amine
(3-ddifluoromethoxy-phenyl)-ethyl-(3H-imidazol-4-ylmethyl)-amine
(4-chloro~3-methoxy—phenyl)~(3H—imidazoi~4-yimethyi}—isopropyl»amine
[3-(3-chloro-phenoxy)-phenyl] —(3H-imidaz.ol-4~yimethyi}-isopropyi-amine
(3H-imidazol-4-ylmethyl)-isopropyl-(3-phenoxymethyl-phenyl)-amine
{4-fluoro-3-phenoxy-phenyl)-( 3H-imidazol-4-ylmethyl}-isopropyl-amine

(3»brom0-pheny1)-(BH-imidazol-4-yimethyi)—isopmpyl-amine
(3,4-dichloro-phenyl)-ethyl-(1H-imidazol-4-yimethyl)-amine
(3-bromo-phenyl)-ethyl-(3H-imidazol-4-yimethyl)-amine
{3-bromo-phenyl) -(3H-imidazol-4-yimethyl}-methyl-amine
(3,4-difluoro-phenyl}-{1H-imidazol-4-ylmethyl)-methyl-amine

(3,4-dichloro-phenyl)-(i H-imidazol-4-yimethyl)-methyl-amine
(3,5-dichloro-phenyl)-(1H-imidazol-4-ylmethyl}-methyl-amine

(3,5-difluoro-phenyl)-( 1H-imidazol-4-ylmethyl)-methyl-amine
(4-bromo-phenyl)-(1H-imidazol-4-yimethyl)-isopropyl-amine

(3,4-dibromo-phenyi)-(1 H-imidazol-4-ylmethyl)-isopropyl-amine

(4-bromo-phenyl)-ethyl-(1H-imidazol-4-yimethyl)-amine
(3,5-dichioro-phenyl}-ethyl-(1H-imidazol-4-yimethyl)-amine
(3-chloro-phenyl)-ethyl-(1H-imidazol -4-yimethyl)-amine

(4-bromo-3-fluoro-phenyl}-ethyl-(1 H-imidazol-4-ylmethyl}-amine

(3,5-difluoro-phenyl)-ethyl-(1H-imidazol-4-yimethyl)-amine

(4-chloro-3-fluoro-phenyl)-ethyl-( 1H-imidazol-4-yimethyl)-amine
(3-chloro-5-fluoro-phenyl)-ethyl-(1H-imidazol-4-yimethyl)-amine
(3-bromo-4-fluoro-phenyl}-ethyl-(1 H-imidazol-4-ylmethyl)-amine
(3-chioro-4-fluoro-phenyl}-ethyl-(1H-imidazol-4-ylmethyl}-amine
(4-chloro-3-methoxy-phenyl)-ethyl-( iH-imidazol-4-ylmethyl)-amine
(4-bromo-3-chloro-phenyl}-(1 H-imidazo}-4-ylmethyl)-isopropyl-amine or
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(3-chloro-4-trifluoromethoxy-phenyl)-cthyl-(1 H-imidazol-4-ylmethyl)-amine,

6. The use of 2 compound of formula I according to claim 1, wherein R' is

hydrogen.

7. The use of a compound of formula 1 according to claim 6, wherein R? is

optionally substituted aryl.

_ 8. The use of a compound of formula I according to claim 7, which
compounds are
(3-chloro-S—ﬁuoro—phenyl)—( IH-imidazol-4-yimethyl)-amine

-{3- [ethyi-(3Hdmidazol-4«y1methy1)-amino} -2,6-difluoro-phenyl}-methanol
{3-bromo—4-ﬁuoro~phenyl)~{3H-imidazo§-4~yimethyl)»amine
{3~(3_—ch}0ro—phenoxy)-phenyi] ~(3H-imidazol-4-yimethyl)-amine
(4-ﬁuoro—3-phenexy-phenyl)-(3H-imidazoi-4—ylmethyl}~amine
(3-bromo-pheny1}~(.’:’»H»irnitiazol-é-yimethyl)»amine
(3—bromo~5»triﬂuoromethyl-pheny!)~{3H-imidazoi~4—}rimethyi)—amine
(SH—imidazoE-4-ylmethy‘l}~(3—isopmpy}-phenyl)—amine
(3, 5-difluoro-phenyl)-(1 H-imidazol-4-ylmethyl)-amine
(3,4-dibromo-phenyl)-( 1H-imidazol-4-ylmethyl)-amine
(3-chloro-4-fluorc-phenyl)-(1H-imidazol-4-yimethyl)-amine
{4-bromo-3-chioro-phenyl}-( 1H-imidazoi-4-ylmethyl}-amine or
(3-chloro-4-trifluoromethoxy-phenyl)-( 1H-imidazoj-4-yimethyl)-amine.

5. The use of a compound of formula according to claim 3, wherein R® is

optionally substituted heteroaryl.

10. The use of a compound of formula I according to claim 9, which compounds
are
(4,6-dichloro-pyrimidin-2-yi}-ethyl-(1 H-imidazol-4-yimethyl}-amine
(6—bromo-pyridin-2-yl)~(3H-imidazoI-4~y1methyi}-isopropyi-amine or
ethyl-(1H-imidazol-4-yimethyl)-( 6-triflucromethyl-pyridin-2-vl)-amine.
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11. The use of a compound of formula I according to claim 1, wherein R' is

optionally substituted CH;-aryl and R? is optionally substituted aryl.

12. The use of a compound of formula [ according to claim 11, which compounds
are ‘
(2-chloro-benzyl)-(3-chloro-phenyl)-(1H-imidazol-4-yimethyl)-amine
(3-chloro-benzyl}-(3-chioro-phenyl}-(1H-imidazol -4-ylmethyl)-amine
{4-chloro-benzyl}-(3-chioro-phenyl)-( 1H-imidazol -4-yimethyl}-amine or
benzyl-(3-chloro-phenyl)-(1H-imidazol-4-yimethy!}-amine.

13. The use of a compound of formuia I according to claim 1, wherein R! is
CRH- Cs.r-cycloalkyl and R? is optionally substituted aryl,

14. The use of a compound of formula I according to claim 13, which compounds
are '
(3-chioro-phenyl}-cyclopropylmethyl-(3H-imidazol-4-yimethyl)-amine or
{3-chloro-phenyl}-(i-cycopropylethyl)-(3H -imidazol-4-yimethyl}-amine.
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15. A medicament containing one or more compounds as claimed in claim ! and
Pharmaceutically acceptable excipients for the treatment of depression, anxiety disorders,
bipolar disorder, attention deficit hyperactivity disorder, stress-related disorders,
psychotic disorders, schizophrenia, neurological diseases, Parkinson’s disease,
neurodégenerativ:r 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.

16. A medicament according to claim 15 containing one or more compounds as
claimed in claim ] for the treatment of depression, psychosis, Parkinsan’s disease, anxiety
and attention deficit hyperactivity disorder (ADHD).

st
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